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SUMMARY

Groups of 10 male New Zealand white rabbits, 35 male and 35 female

Sprague-Dawley rats were exposed by inhalation to 0, 0.1, 1.0 or 10

ppm of 1,2-dibromo-3=-chloropropane (DBCP) vapor for 6 hours/day, 5
days/week. The rabbits in the 10 ppm exposure group were exposed for 8
weeks followed by 38 weeks of recovery. All other groups were exposed
for 14 weeks followed by recovery periods of up to 32 weeks. The semen
of rahbits was evaluated on a weekly basis during the exposure period
and at periodic intervals during the recovery period. The fertility of
male rats was evaluated by mating trials with unexposed females. The
exposed female rats were mated to unexposed male rats at the end of the
l4-week exposure period and again during recovery and were allowed to
deliver a litter. In order to assess the fertility of the exposed
rabbits, each male was allowed to mate with an unexposed feﬁale during

the l4th and 41st week of the study.

Five rats/sex/exposure level were killed after 4 weeks and after

14 weeks of exposure. None died spontaneously during the exposure
period. During the recovery period, a few male and female rats
died spontaneously or were killed moribund. However, most survived
until the end of the recovery period (26 and 32 weeks for females
and males, respectively). One rgbbit each in the control and 1 ppm
groups and three rabbits in the 10 ppm group died or were killed

moribund during the exposure period.

DO 11027
CONF TDENT TAI




Exposure of rabbits to 1 and 10 ppm of DBCP by imhalation produced
reductions in fertility as well as decreases in sperm count, motility
and viability. Rabbits had decreased sperm.counts at 1 and 10 ppm
between the 8th and l4th weeks of the study. All of the 10 ppm rabbits
were infertile when mated during the 1l4th week. 1In rats, no effect on
fertility was observed, but a dominant lethal effect was evident at 10
ppm which tended to reverse by 5 weeks after termination of exposure.
The effects of DBCP on spermatogenesis were ghown to be reversible in
both species exposed to 1 ppm; however, at 10 ppm, recovery was not

complete under the conditions of the test.

Treatment-related pathologic alterations were observed in male and
female rats sacrificed immediately after exposure to 10 ppm for 14
weeks, but not in those exposed to 1.0 or 0.1 ppm. The effects in the
rats exposed to 10 ppm for 14 weeks included moderate testicqlar atrophy
(males) and focal aggregates of altered cells in the adrenal cortex
(males and females). Pathologic evaluation of the rats from the recovery
portion of the study showed treatment-related alterations in males and
females in the 10 and 1.0 ppm exposure groups, but not in 2he groups
exposed to 0.1 ppm. The testicular alterations that were present in the
10 ppm males after the l4~week exposure period were tending to reverse
by the end of the recovery period. Lesions in the adrenal cortex of
males and females from the 10 ppm exposure level were progressive. Some

rats had cortical hematocyst formation, dilated cortical sinusoids, foci

nO 131028
CONFTDENTTAL




of altered cortical cells and nodular hyperplastic lesions of the ?ortex.
Also, females exposed to 1 ppm had slight adrenal cortical lesionslat

the end of the recovery period. In addition, increased numbers of
ovarian cysts were present in females from the 10 ppm exposure 1ev+l.

|
Finally, brain effects consisting of focal or multifocal mineralized

i
deposits were present in males and females in the 10 ppm exposure level.
No treatment-related alterations were recognized in any of the rats from

the 0.1 ppm recovery groups.

Rabbits exposed to 10 ppm had severe testicular alterations as early as

4 weeks into the study and these progressed to severe testicular atrophy
by 8 weeks. Those exposed to 1 ppm for 14 weeks developed moderaté
testicular atrophy (approximately 50% reduction in size). Followiné the
recovery period, the rabbits in both the 10 and 1 ppm groups had evidence
of partial reversibility of the testicular atrophy. Electron microscopic
evaluation of testicular tissue confirmed the light microscopic effects
and also indicated increased numbers of abnormal sperm within the semini-
ferous tubules of rabbits at both the 10 and 1 ppm exposure levels.

Those exposed to 0.1 ppm had an equivocal increase in abnormal sperm

after the l4-week exposure period. This equivocal effect was not

present after the recovery period.

In conclusion, exposure to 1 or 10 ppm of DBCP for 14 weeks produced
treatment-related pathologic alterations and effects on reproductive
capacity in both rats and rabbits. No adverse effects were observed

in either rats or rabbits exposed to 0.1 ppm following conventional
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methods of evaluation. However, electron microscopy did show equivocal
effects in the rabbits exposed to 0.1 ppm immediately following the 14-
week. exposure period, but not after the recovery period. It is signi-
ficant to note that male rats and rabbits displaying moderate testicular
atrophy and other DBCP-induced alterations were still fertile and upon
breeding with unexposed females were able to sire normal appearing pups.
Based upon these results, it was concluded that the no adverse effect
level of DBCP was determined to be 0.1 ppm in both species except for an
equivocal effect on sperm morphology in rabbits detected only by elec-

© tron microscopy, which did not appear to affect fertility.
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INTRODUCTION

The compound 1,2-dibromo-3-chloropropane (DBCP) has been used as
a soll fumigant and nematocide since 1955. Recent reports have

associated exposure to DBCP with low sperm counts among male workers

in several chemical companies (Whorton et al., 1977; Federal Register,

September 9, 1977). Studies in laboratory animals indicate some
potential for DBCP to adversely affect spermatogenesis. Prior to
this observation in male workers, toxic effects of DBCP were reported
in experimental animals by several investigators. Torkelson et al.
(1961) exposed rats, guinea pigs, rabbits and monkeys for 50-66 ex-
posures (7 hrs/day) at 10-12 ppm DBCP over 70-92 days. Histologic
examination of the testes of rats exposed to DBCP revealed degenera-
tive changes in the seminiferous tubules, an increase in the number
of Sertoli cells, and a reduction in the number of sperm cells.

In male rats exposed to 5 ppm DBCP (50 exposures in 70 days), focal

histologic changes were noted in the epithelium of the testes.
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Faydysh et al., (1970) reported necrosis in the testes of rats given

70 mg/kg/day of DECP orally for 45 days. Administration of 5 mg/kg/day

of DBCP orally to male rats for 8 months resulted in decreased sperm
motility (Raklmatullaev, 1971). Reznik and Sprinchan (1975) found

marked effects on spermatogenesis in male rats and on the estrous cycle

in female rats given a single oral dose of 100 mg/kg of DBCP or multiple
doses of 10 mg/kg. Ruddick and Newsome (1979) administered DBCP orally

at dosage levels of 12.5, 25 or 50 mg/kg/day to pregnant rats on days 6-
15 of gestation. No teratogenic effects were observed; however, fetotoxic

effects were apparent at maternally toxic doses of 25 and 50 mg/kg DBCP.

DBCP was found to be directly mutagenic to Salmonella typhimurium

TA 1530 and Escherichia coli pol. A (Rosenkranz, 1975). Prival et al.,

(1977) reported DBCP to be a direct weak mutagen in Salmonella TA 1535.
Blum and Ames (1977) presented data which shows that DBCP was mutagenic

with metabolic activation in Salmonella typhimurium TA 100. Biles et

al., (1978) reported DBCP to be a potent mutagen after metabolic acti-

vation in microbial studies using Salmonella typhimurium TA 1535. Kapp

(1979) reported DBCP to be a clastogenic agent in the rat. - DBCP also
induced unscheduled DNA synthesis in premeiotic germ cells of male mice
(Lee and Suzuki, 1979). Teramoto et al., (1980) showed that DBCP induced
dominant lethal mutations in rats but did not cause dominant lethals

in mice.
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Two inhalation probe toxicity studies were recently conducted with DBCP
and reported from this laboratory (Burek et al., 1980). In the first
probe study, groups of 5 male Sprague-Dawley rats, 2 male New Zealand
white rabbits, and 2 male beagle dogs were exposed to 50 ppm of DBCP

for 6 hours per day, 5 days per week for 2 weeks (rats and rabbits) or
for 4 weeks (dogs). Degenerative testicular changes were observed in
all three species. In the second probe study, 4 male New Zealand white
rabbits were exposed to 10 ppm for 2 weeks. All 4 rabbits had slight
treatment~related histologic alterations in the testicles. The rabbit
was consildered to be the most sensitive species for the testicular al-
terations. Furthermore, semen samples were easily obtained and breeding
studies could be conducted. Therefore, the rabbit was selected for use
in the study described in this report. The rat was selected because
DBCP-induced testicular effects had already been studied in earlier work

(Torkelson, et al., 1961).

The purpose of the study reported herein was: 1) to assess the effects
of inhaled DBCP on spermatogenesis and fertility in laboratory animals,
2) to determine the maximum level of exposure to DBCP that does not

have an effect on reproduction and 3) to evaluate the reversibility of

these effects.

To assess the effects of DBCP on the fertility of rats and rabbits,
test animals were exposed for a period of 14 weeks (slight excess of one

spermatogenic cycle) and animals were held for recovery for several weeks.

y 1 3) 033
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Periddic analysis of a semen sample from each rabbit was performed
during the exposure and recovery periods. The male rabbits were mated
to unexposed female rabbits at the termination of the exposure period

and again prior to sacrifice at the end of the recovery period to

determine their ability to sire normal litters. To assess fertility in

male rats, animals were mated periodically to unexposed female rats both
during and after the exposure period. The exposed female rats were
mated with unexposed males at the end of the l4-week exposure period and

again during the recovery period.

MATERTALS AND METHODS

Test Material. Production grade purity of 1,2-dibromo-3-chloro-

propane (Lot No. M03196) was supplied by the Dow Chemical Company,
Magnolia, Arkansas. Results of gas chromatographic analysis of the

test material before and after exposure are presented in Table 1.

Test Animals. Male New Zealand white rabbits (Langshaw Farms,

Augusta, Michigan) and male and female Spartan Sprague-Dawley rats
(Spartan Research Animals, Haslett, Michigan) were used for this study.
Adults of both species were used with the male rabbits being approxi-
mately 6 months old and the male and female rats weighing 350 to 450 and
225 to 300 grams, respectively. They were housed individually in wire-
bottom cages during the intervals between exposures in rooms designed to
maintain a temperature of 73°F, relative humidity of 45%, and light

cycle of 12 hours light and dark.
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Animals were maintained in facilities fully accredited by ;he Amerycan
Association for Accreditation of Laboratory Animal Care. They werg
supplied with commercial laboratory chow (Ralston Purina Company,

St. Louis, Missouri) and tap water free choice during the intervals
between exposures. During the exposure period, food and water were:not
available. During exposures, rabbits and rats were placed 2 per cage
and 5-7 per cage, respectively, in wire-mesh exposure cages. During

periods of breeding, rats were held 2 to 3 per cage in wire-bottom cages

in rooms designed to maintain parameters similar to those listed above.

Following breeding, the bred female rats were maintained singly in ]

J
plastic shoe box reproduction cages provided with nesting material (BED-
0-COBS, Paxton, Indiana). During the recovery period, all animals were

housed individually in wire-bottom cages.

All animals were uniquely identified by a metal ear tag (rats) or ear
tattoo (rabbits). The rabbits and rats were allowed to acclimate to the
laboratory for a period of at least one month prior to use. Animals
were assigned randomly to cages before being placed on test by a series

of random numbers which were computer-generated.

Experimental Desipgn. The experimental design of the study is summarized

in Table 2. Groups of 10 male rabbits, 35 male rats, and 35 female rats

each were exposed by inhalation to 0, 0.1, 1.0 or 10 ppm of DBCP vapor.

Exposures were for 6 hours/day, 5 days/week (Monday through Friday) for

14 consecutive weeks, with the exception of the 10 ppm rabbits which
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were exposed for only 8 weeks due to a high incidence of mortality. The
exposure length was designed to encompass the length of the spermato-
genesis cycle in the rat and rabbit (Swierstra and Foote, 1965). The
semen of rabbits was evaluated on a weekly basis during the 14 week
exposure period and at periodic intervals during the recovery period.
Semen evaluation consisted of color, volume, sperm concentration, sperm
motility and viability. All male rats employed in this study were of
proven fertility (able to sire at least one litter during a pre-exposure
mating). The fertility of male rats during the study was evaluated by
mating trials with unexposed females as indicated in Table 2. The
exposed female rats were mated to unexposed male rats at the end of the
l4-week exposure period and during the 33rd and 34th week of the study
and were allowed a normal delivery of the litter. Invorder to assess
the fertility of the exposed rabbits, each male was allowed to mate with

an unexposed female rabbit during the l4th and 4lst week of the study.

Hematology, clinical chemistry and urinalysis determinations (rats only)

were performed at various intervals during the study (Table 2). ~

At the end of the exposure period, animals were held for various periods
to determine whether any of the observed effects were reversible. The
various parameters which were monitored during the post—-exposure period
are summarized in Table 2. During the exposure period, an interim
sacrifice of 5 rats/sex/group was performed at 4 weeks; a second sacri-
fice was performed at the termination of the exposure period (8 weeks

for the 10 ppm rabbits and 14 weeks for all other groups). The final
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sacrifice took place at the termination of the recovery period and
occurred after 26 weeks of recovery (40th week of the study) for the
female rats, after 32 weeks of recovery (46th week of the study) for
the male rats and after 32 weeks of recovery (38 weeks for the 10 ppm
group) for the rabbits. In addition, all animals that were found dead

or moribund were also submitted for a complete necropsy examination.

Additional details of the study design are presented in the respective

section under methods.

Vapor Generation. DBCP was generated using a perforated-plate dis~

tillation column. The column was ~18" long, ~1" ID, and had fifteen
plates. The column was connected to one neck of a 3-neck 500 ml flask.
Liquid DBCP (~300 ml) was placed in the flask, and continuously pumped
from the flask to the top of the column using a FMI (3/8") ceramic
piston pump, having a pumping rate of ~3 ml/min. Teflon tubing, 1/4"
0D, was dipped into the liquid DBCP in the flask and passed through a
tight fitting on the inlet side of the pump. Another 1/4" Teflon tube
was similarly fitted to the outlet side of the pump and was heat-sealed
to a glass fitting at the top of the column which provided a tube
through which liquid DBCP could drip onto the top plate of the column.
This arrangement ensured that the system was airtight. Compressed air
was passed through a charcoal filter, a needle valve, a rotameter, and
into the third neck of the flask, exiting through a side-arm on the
glass fitting at the top of the column. A measurement of DBCP con-

centration in the air exiting from the column showed that it was roughly
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at the calculated saturation level at room temperature (0.5 mm Hg ~700
ppm). In order to achieve target concentrations for the exposures,

appropriate dilutions with air were made.

Chambers. The study consisted of exposure of animals to concentratioms
of 0.1, 1.0 and 10 ppm of DBCP. Three Rochester-type chambers, each
having a volume of 4.5 m3. and located in adjacent rooms, were employed.
All chambers were operated at a main airflow rate of ~900 liters/min,
equivalent to ~12 air changes/hour and a negative pressure of ~0.1"

HZO. With this system, nominal (*10%) target concentrations were reached
within about 20 minutes from start-up, and target concentrations were

usually easily maintained to within 5% throughout the 6 hours of

exposure.

Chamber Analysis. The vapor generation methods were such that the

ultimate control of the level of DBCP in each exposure was the analy-
tical concentration of DBCP in the chamber, thereby requiring frequent
analysis of chamber air, especially during daily start-up procedures.
The method chosen was gas chromatography, employing two sample loops and
arranging for short retention times, so that analyses could be made as
frequently as once each 2 minutes or as necessary. A separate gas

chromatograph was used to analyze each chamber.

The basic gas chromatography arrangement employed a Varian Model 1400
instrument, using a 6' x 1/8" stainless steel column packed with a 10%
UCW-98 on 80/100 mesh Chromosorb-W. The column was operated isothermally
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at 160°C, using prepurified nitrogen carrier gas at a flow rate of 50
ml/min. Under these conditions, the DBCP peak had a retention time of
~40 seconds, was sharp, and was well~resolved from background (air)

signal.

For analysis at the levels of 1 ppm and 10 ppm, the sample loops had a
volume of 1 ml. The detector was flame ionization, using 30 ml/win Hz,'
200 ml/min air, and thermostated at 200°C. Response and signal/noise
were entirely satisfactory for concentrations in the range 1-50 ppm
DBCP. Sensitivity was well below 1 ppm, and repeatability was within

*27 of the measured amount. Response was linear in all ranges.

For analysis at the level of 0.1 ppm, an electron capture detector was
employed, thermostated at 240°C. The sensitivity was so high that the
sample loops consisted simply of "shorting" together the leads of the
miltiport valve used to switch sample loops. Repeatability was +15 to
~3% of the measured amount. The results of the chamber air analyses are

summarized in Table 3.

Observations. The body weights of all rabbits and rats were generally

recorded weekly throughout the study. The animals were generally
observed daily for overt signs of toxicity or changes in demeanor.
Any animals which appeared moribund or died spontaneously during the

course of the study were submitted for gross pathologic evaluation.
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Semen Evaluation. Semen evaluation was performed on the rabbits at the

intervals indicated in Table 2. Semen collections were performed prior
to placing the animals in the chambers. Semen was collected in a
graduated test tube from each rabbit by means of an artificial vagina.
After collection, the volume of semen was obtained and its color was
recorded. The semen was placed in a constant temperature bath at 37°C

for 15 minutes to allow it to liquify.

The motility and ratio of live and dead sperm were determined after the
semen had liquified. To assess motility, a large drop of semen diluted
with warm saline was placed on a glass slide under a cover slip and
examined at 400 X magnification. The first 100 sperm observed were
ranked as follows: 1) progressively motile (moving from place to place),
2) non-progressively motile (twitching tails but staying in one place),
and 3) non-motile (no movement). The ratio of live and dead sperm was
determined by staining a drop of semen with eosin~aniline blue stain 2
and counting 100 sperm per specimen. Sperm counts were determined using
a modification of a method using a Coulter Counter, Model ZBI described
by Gordon et al., (1965 and 1967) or by using the hemocytometer method
described by Miller (1955). For the Coulter Counter method a 10 pl
aliquot of the semen sample was diluted with 1 ml of Isoton II (Coulter

Electronies, Inc., Hialeah, Florida) in a 2 ml Autoanalyzer sample cup.

2Aniline blue, 5 g; eosin B, 0.75 g; sodium citrate, 2.9 g; water, 100 ml.
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Subsequently, 250 ul of the diluted semen was added to 24.75 ml of .
diluent3 in a commercial blood cell counter vial. This second diluEion
was mixed and allowed to stand for approximately 10 minutes. Additional
dilutions were made, as necessary, to insure that the concentrationﬂof

sperm in the aliquot was within the range of accuracy of the Coulter

Counter.

The actual sperm count was determined using a Model ZBI Coulter Counter
equipped with a Channelyzer (Coulter Electronics, Inc., Hileah, Florida).
The apperture size was 50 x 60 y; the counts were made with an amplifi-
cation setting of 1.0 and apperture current setting of 1.0. The 1
instrument was volumetrically calibrated with 2.9 y and 3.4 | diameéer
standard latex particles. Using these settings, the Threshold Factor was
0.74. 1f the sample count was too high or too low, different dilutions
were made to maintain the sample count within the range of 3,000 to
7,500. The actual number of sperm per ml was calculated by taking the
average of 5 sample counts, then adding the coincidence factor, sub-
tracting the background count, and multiplying this corrected value by
the dilution factor. Sperm count/ml was also evaluated by hemocytometer
count. Hemocytometer counts were used when the Coulter Counter could not
give an adequate reading (Counts of 3000 or less could not be obtained

on the Channelizer).

3750 ml isoton I1I, 37.5 ml acetic acid, 0.15 gm saponin.
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Fertility in Rats

Male Rats: Groups of 20 male rats per exposure level were
mated with unexposed females of reproductive age during the
following weeks of the study: 2,4,7,10,12,14,16,19,24,29 and
41 (Table 2). All of the males used for the experiment were of
proven fertility (able to sire at least one litter during

a pre-exposure mating). Beginning on the first day of exposure
of the indicated weeks, each male was placed with two female
rats for 7 days, except while they were exposed in the inhalation
chambers. Twelve days after the last day of cohabitation
(except week 41), the females were sacrificed by carbon dioxide
anesthesia and their uterine contents were examined. The
number of corpora lutea, implantation sites, and resorption
sites were recorded. The male fertility index was expressed

as follows:

Number of fertile males

Male Fertility Index = Number of males housed with females X ;00
For each litter, the following indices were calculated:
Pre-Implantation (Number of corpora lutea minus
Loss (%) = Number of implantation sites) x 100

Number of corpora lutea
Post-Implantation Number of resorption sites x 100
Loss (%) = Number of implantation sites
The mean value for each male was calculated for each of
these indices.
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buring the breeding in the 4lst week, vaginal smears were obtained

from each rat until sperm and/or a vaginal plug was detected in order to
determine the day of gestation. At the end of the 7 days of mating or
at the time both females were found to have sperm in the vagina, males
were separated from the females. Each timed pregnant rat was sacrificed
on its respective day 21 of gestation. All other female rats which did
not exhibit sperm or a vaginal plug were sacrificed 20 days following
the first day of cohabitation. The following parameters wefe noted at
cesarean section: number of corpora lutea, number of implantations,
number of resorptions, number of live and dead pups, sex of each fetus
and external examination (including palate examination) of each fetus.
The objective of this bfeeding was to determine whether DBCP-~exposed
male rats were able to sire pups which were grossly normal. After
evaluation of these data, all exposed male rats were sacrificed during

the 46th week of the study for pathologic examination.

Female Rats: At the end of the 14 week exposure period, 20 exposed
female rats per exposure level were placed in separate cages with an
unexposed adult male rat for two consecutive 5-day periods, each with a
different male. After the period of cohabitation the females were
placed singly in delivery cages containing groun& corn cob litter for
nesting. The date of delivery (day zero) and the number of live and
dead pups delivered were recorded. On the day after delivery (day 1),
the number of live pups of each sex was recorded and the pups were

examined externally for morphologic alterations and were then discarded.
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A similar breeding of exposed female rats with unexposed male rats was
performed again during the 33rd and 34th weeks due to poor survival of
pups at the prior breeding interval. Following this breeding all

exposed female rats were sacrificed during the 40th week of the study

for pathologic examination.

Fertility in Rabbits. During the 14th week of the study, each male

rabbit was allowed to mate with an unexposed female rabbit; the day

of mating was considered to be day zero of gestation. Immediately after
copulation, each doe was given an injection of 50 units of human
chorionic gonadotrophin (W. A. Butler, Columbus, Ohio) in the lateral
ear vein to induce ovulation. On day 28 of gestation, the females were
killed with carbon dioxide. The number of corpora lutea, implantations,
and resorptions were recorded. The male fertility index, the pre-

implantation loss, and the post-implantation loss were calculated.

To evaluate whether the exposed male rabbits were able to sire normal
pups, each exposed male rabbit was allowed to mate with two unexposed
virgin female rabbits during the 415 week of the study. Immediately
after copulation, each doe was given an injection of 50 units of human
chorionic gonadotrophin in the lateral ear vein. On day 29 of gestation
the females were sacrificed to evaluate the following parameters:

number of corpora lutea, number of implantations, number of resorptions,
number of live and dead pups, and external examination (including palate
examination) of each pup. After evaluation of these data, exposed male
rabbits were sacrificed during the 46th week of the study for pathologic

examination.
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Clinical Observations. Hematologic evaluations® were performed on

groups of 1 to 4 rabbits per exposure level and 5 rats/sex/exposure
level during the following weeks -2 (rabbits only), -1 (rats only),

9, and 13. Prothrombin times were determined on 3 to 4 rabbits per ex-
posure level (except the 10 ppm group) and 5 rats/sex/exposure level
during the ch (rats only) and 14th weeks of the study. Urinalysesb
were conducted on 5 rats/sex/exposure level during the 9th. 13th,

and 14th (males only) weeks of the study. Clinical chemistry
determinations® of serum urea nitrogen concentration, serum

alkaline phosphatase activity, serum glutamic pyruvic transaminase
activity, and serum glutamic oxaloacetic transaminase activity (rabbits
only) were made on 3-4 rabbits/exposure level (except the 10 ppm group)
and 5 rats/sex/exposure level. The clinical chemistry determinations
were performed at the time of necropsy during the 14" veek of the
study. The rats and rabbits were anesthetized with methoxyflurane and
carbon dioxide, respectively; the trachea was clamped, and blood was

obtained following decapitation.

Cytogenetics. Bone marrow preparations for cytogenetic examination

were made on 5 rats/sex/level of exposure at the termination of ex-
posure. These slides were not examined microscopically but were stored
for possible future examination.

4pcy - Microhematocrit Centrifuge, Clay-Adams Co., New York;

RBC, WBC counts, Hgb-Coulter Counter Model ZBI and Hemoglobino-

meter, Coulter Electronic, Hialeah, Florida.

pr, sugar, protein, ketones, bilirubin, urobilinogen and
occult blood - Multistix - Ames Company, Elkhart, Indiana.

cBUN, AP, SGPT, SGOT - Centrifi Chem System 400, Methods File,
Union Carbide Corporation, Rye, New York.

DO 131045
CONF TDENT TAL




-20-

Serum Hormone Determinaticns: The serum concentrations of FSH (follicle

stimulating hormone) and testosterone were determined by radioimmuno-
assay at the Bioscience Laboratories, Van Nuys, California. FSH was
monitored from 5 rats per sex at 4 and 14 weeks of the study and from 3-

6 male rabbits at 14 and 46 weeks of the study. Testosterone was monitored
from 5 male rats at 4 and 14 weeks and from 3-6 male rabbits at 14 and

46 weeks of the study.

Heritable Translocation Test. During the first week post—exposure, 20

male rats/group were placed in individual cages containing one unexposed
female rat for a period of 7 days. Subsequently, the female was allowed
to deliver her litter in a delivery cage with corn cob bedding. The
following data were recorded: the date of parturition, the number of
live and dead pups on the day of parturition, and the number and sex of
live pups on the day after delivery (day 1). On day l4, all female pups
were removed and killed. At weaning, two male pups from each litter,
selected by a table of random numbers, were saved as parents for the

next generation. The remainder of the litter was killed immediately.

At approximately 24 weeks of age, (42nd week of study) F1 males were
mated with unexposed, sexually mature female rats. One male from each
litter was selected (by a table of random mumbers) for this mating, and
was placed in a cage with two females for 7 days. The females were
sacrificed approximately 12 days after the last day of cohabitationm, and
the number of corpora lutea, implantations, and resorptions were recorded.
The incidence of pregnancy, the pre-implantation loss, and the post-

implantation loss were calculated. At the end of this evaluation, all

_Fl males were sacrificed.
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Gross Necropsy Examination. A gross necropsy examination was

performed on male and female rats and male rabbits including tho§e
animals that were sacrificed during the exposure period, those
that were held for the recovery portion of the study, and those
that died or were killed moribund during the study. The first ﬁ
interim sacrifice was after 4 weeks of exposure (rats only) and |
the second was at the termination of the exposure period (8 weekg
for the 10 ppm rabbits and 14 weeks for all other groups). The
final sacrifice took place at the termination of the recovery
period and occurred after 26 weeks of recovery (40th week of the
study) for the female rats, after 32 weeks of recovery (46th week
of the study) for the male rats and after 32 weeks of recovery
(38 weeks for the 10 ppm group) for the rabbits. The rats that
were submitted alive were killed by decapitation following clamp-
ing of the trachea under methoxyfluorane anesthesia, while the
rabbits that were submitted alive were killed by decapitation
following CO2 anesthesia. Those animals that were subyitted as
part of the interim or terminal kills had been deprived of food

overnight prior to necropsy.

The eyes from all animals were examined by gently pressing a
glass slide against the cornea and examining the eye under
bright fluorescent illumination. A complete gross pathologic

examination was performed by a veterinary patheologist. Prior
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to fixation of the tissues, the weights of the liver, kidneys, brain,

heart, testes and epididymides were recorded from all rats at all dose

levels from the 4-week, l4-week and recovery terminal kill groups and
from rabbits at the 8-week, l4-week and terminal kill groups. Adrenal
gland weights were also taken from rabbits at the terminal kill. In
addition, the lungs and trachea from all animals were removed as a unit
and expanded with phosphate-buffered 10% formalin using a syringe.
Representative sections of all the majJor organs and tissues were
collected and preserved in phosphate-buffered 10% formalin and those
tissues routinely collected are listed in Table 49. Exceptions to the
formalin fixation included the fixing of one ovary from each female rat
and one testicle and epididymis from each male rat and rabbit in Bouin's
fixative. The other testicle and epididymis and the other ovary from

each rat were fixed in phosphate-buffered 10% formalin. Furthermore,
the eyes from all rats and rabbits from the interim and terminal kills
were fixed in Zenker's fixative while the eyes from the animals that
were killed moribund or died spontaneously during the study were fixed

in phosphate-buffered 10%7 formalin.

In addition to the tissues routinely collected for light microscopy,

there were tissues collected and fixed in glutaraldehyde for possible

electron microscopy. Tissue for this purpose was collected from 5 male
rats per dose level at the l4-week kill. Tissue was collected in
glutaraldehyde from the one rabbit in the 10 ppm group that was killed

after 8 weeks of exposure and from all of the control and treated rabbits
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after 14 weeks exposure (interim kill) as well as all at the terminal
kill of the recovery period. These tissues were collected from the
testicles for possible future electron microscopy; however, tissues from
rats were not evaluated because of difficulties in handling the tissue
and the fact that the rabbit was the most sensitive species for the
testicular effects of DBCP., The rabbits provided better material for
electron microscopic evaluation and they were, therefore, the only

animals used for this portion of the study.

Serum was collected and saved from all animals that were killed as part
of the interim and terminal kills. The serum was collected immediately
following the decapitation procedure by exsanguinating the animals into

a glass test tube.

Histopathologic Examination of Tissues. Tissues were processed using

conventional methods, embedded in paraffin, sectioned (5-6 n) and
stained with hematoxylin and eosin. A complete list of the organs and
tissues examined microscopically from the rats and rabbits is presented
in the tables summarizing the histopathologic findings for the various
time periods during the study. In general, complete‘sets of tissues
were run on the rats and rabbits that were killed in the control and top
dose groups at the end of the recovery period. From the other groups,
various selected tissues were examined as deemed appropriate by the

pathologist.
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Ultrastructural Examination of Testicular Tissue From Male Rabbits

Testicular tissue was collected and examined ultrastructurally from
most of the male rabbits on this study and summarized in Table 53.
These included.3 animals from the control group which were killed
after 14 weeks of exposure, 4 animals from the 0.1 ppm group which
were killed after 14 weeks, 4 animals in the 1.0 group which were
also killed after 14 weeks, and 1 animal from the 10 ppm group
which was killed after 8 weeks of exposure. Following the exposure
period, rabbits in each of the different dose groups were allowed
to go on for recovery for up to 38 weeks. These included 6 control
animals and 3 animals each in the 0.1 ppm, 1.0 ppm and 10 ppm groups.
At the time of necropsy, the testicles were quickly removed from
the animals following the decapitation procedure. They were then
weighed and a slice approximately 2 mm in thickness was taken for
electron microscopy. In order to increase the firmness of the
tissue before cutting into 1 mm3 blocks, the slice was fixed

for 1-6 hours in 2,5% phosphate-buffered glutaraldehyde fixative,
The 1 mm3 blocks were washed in phosphate buffer, and post-fixed
in 1% phosphatebuffered osmium tetroxide, Dehydration was accom-
plished through a series of ethanol washes. After immersiom in
propylene oxide, the blocks were infiltrated with Epon 812 and

embedded in polyethylene capsules.

Testicular sections of about 1 u in thickness were cut with a glass
knife on a Sorvall MT-2B ultramicrotome, stained with toluidine blue,

and examined by light microscopy. The sections were used to select the
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more desirable blocks for thin sectioning. Three blocks were selected
and examined per animal. Thin sections, approximately 600-700 A were
cut from the 3 selected blocks per rabbit. Selected tissues were cut
with a diamond knife on the Sorvall MT-2B ultramicrotome, floated on a
200-mesh grid, and stained with uranyl acetate and lead citrate. The
individual grids were examined and electron photomicrographs were made
using a Zeiss EM-10 electron miscroscope. Development of negative
sheets and printing was performed within this laboratory using standard

techniques for Kodak 4489 film and Kodak Kodachrome paper.

The grids were first examined by the electrom microscropist in conjunc-
tion with the pathologist, and initial comments recorded on individual
animal observation sheets. There were two types of parameters that were
evaluated and these included a qualitative descriptive portion and an
attempt to quantify the results. Mature spermatids were counted and
graded as either abnormal or normal. Cap phase spermatids were also
evaluated for the presence or absence of nuclear breaks in the nuclear
membrane and were counted as having 0, 1, or >1 nuclear break per cell.
Interstitial cells were also evaluated and graded for the number of

lysosomes, and fat content on a semiquantitative basis.
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Statistical Evaluation. Body weights, organ weights, clinical

chemistry determinations, specific gravity of urine, hematologic
parameters, numbers of corpora lutea and implantation sites and
parameters concerning semen evaluations were evaluated by a one-

way analysis of variance; differences between experimental means

and the control were examined using Dunnett's test (Steel and Torrie,
1960). Where appropriate, a transformation of the data or a non-
parametric analysis of variance by ranks was used to evaluate these
parameters. For body weight and food consumption data, statistical
outliers were excluded from the calculation of the group means
(Grubbs, 1969). The level of significance chosen for identification
of statistical outliers was p<0.02. The level of reported signifi-
cance for all other parameters was p<0.05. The pre-implantation loss,
number of resorptions, and post-implantations loss were analyzed by
using the Wilcoxon test as modified by Haseman and Hoel (1974). The
fertility indexes were analyzed by the Fisher's exact probability

test (Siegel, 1956).
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RESULTS

SPRAGUE-DAWLEY RATS

Mortality, General Health and Demeanor. No deaths occurred during

the exposure period among rats exposed to DBCP. However, several
animals, both in control and treated groups, died during the late
recovery phase of the study (discussed under Pathology). None

of these deaths were attributed to DBCP exposure. There were

no overt clinical signs of toxicity or changes in appearance of
the rats of either sex during the course of the study that could

be attributed to the exposure to DBCP.

Body Weipghts. Mean weekly body weight data for male and female

rats are presented in Table 4 and 5 respectively. In both males
and females, a slight decrease in the body weight was observed
during the entire exposure period at the high exposure level

(10 ppm). Although these values were not statistically signi-
ficant compared to controls, it is considered that the decrease
in body weight observed at the high level during exposure is
related to DBCP. However, these rats recovered their body weight
immediately after termination of DBCP exposure and remained
consistently higher during the recovery period. During the
second week of the study, a significant decrease in the body
weight was observed among female rats exposed to 10 ppm DBCP.
Also, several instances of statistically significantly increased

body weights among DBCP exposed rats were observed: 0.1 ppm male
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rats at weeks 5,6,41,42 and 43; 10 ppm male rats at week 41;
and 0.1 ppm female rats at week 4. All of these statistically
significant deviations in body weights were considered random

variations and were not attributed to exposure to DBCP,

Reproductive Parameters - Male Rats. Fertility of male rats

was not adversely affected by inhalation of DBCP (Table 6).
Throughout the study, the percentage of males which fertilized
at least 1 female was 857 or more in all groups during each
mating period. Among the rats exposed to 1 ppm, the percentage
of males with both females pregnant was markedly decreased
during the Ath week of exposure only (Table 7). This parameter
was not significantly altered during any week at 0.1 or‘lo PP
DBCP groups. The fertility indices observed in treated groups

were within the historical contrel range for this strain of rat.
L]

The average number of corpora lutea/dam was significantly
decreased during the 7':h week at 10 ppm, 14th week at 0.1 and
1 ppm and lﬁth week at 1 and 10 ppm DBCP groups (Table B). MNo
other statistically significant decreases from the control
values were seen in other weeks, These changes were not
considered biologically meaningful because these females were

not exposed to DBCP.

A statistically significant decrease in the average number of
implantations/dam was observed during the 7t"h week at 10 ppm
and during the 1ACh week in all treated groups (Table 9). All

of these were considered random variations and were unrelated to
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DBCP exposure because the total number of implantations are
within the range for historical controls for Sprague-Dawley

rats in this laboratory.

Marked increases in the average number of resorptions were seen

th through the 19th weeks of

consistently at 10 ppm from the 4
the study (Table 10). This was considered a treatment-related
effect. It was interesting to note that by the 24th week of the
study (10 weeks following the termination of exposure) the average
number of resorptions at the high dose level was comparable to the
control group, suggesting a reversal of the DBCP-induced effect.

At the lower concentrations, the number of resorptions was com-

parable to controls.

Statistically significant increases in pre-implantation loss

were seen in female rats bred to male rats exposed to 10 ppm

DBCP during the 7°® (P=0.051) and 29" weeks of exposure (Table 11);
however, the control values during these weeks were relatively low
compared to the range of control values observed in this study. At the
lower concentrations, no increase in pre-implantation loss was observed.
Statistically significant decreases in pre-implantation loss were seen
on a sporadic basis in the 0.1 and 1 ppm groups. All of these were
considered due to the biological variations which were not related to

treatment.

Post—implantation loss (the percentage of implantations resorbed)
was significantly increased among the unexposed females bred by

males exposed to 10 ppm of DBCP during weeks 4,7,10,12,14,16 and 19
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(Table 12). In the 10 ppm DBCP groups a statistically significant
increase in post-implantation loss first appeared during the Ath
week of exposure and plateaued by the 7th week of exposure.

Some evidence of reversibility was seen during the 19th week of
the study (fifth week post—exposure); during the Zéch week
(tenth week post—exposure), the post-implantation loss of the
10 ppm rats was comparable to that of the control rats. In-
halation of 0.1 or 1 ppm DBCP did not significantly increase
post-implantation loss. The post-implantation loss obsé;ved

at the high dose level is interpreted as being mediated by

DBCP exposure to male rats via the dominant lethal mechanism.
The dominant lethality is a chromosomal aberration in treated

male spermatozoa which results in death of the developing embryo.

In order to assess whether the DBCP exposed mzle rats were able
to sire normal pups, each exposed male rat was bred to two
unexposed female rats for 7 days during the Alst week of the
study. Each timed pregnant rat was sacrificed on day 20 of
gestation. The pups were observed for external malformations
(including palate examination) and sexed. These data are
presented in Table 13. No unique anomaly was observed a;ong

fetuses sired by the DBCP~treated males.

The above results suggest that exposures up to 10 ppm DBCP
did not affect the overall fertility of male rats as tested
by breeding to unexposed female rats. However, the exposure
of male rats to the high dose level (10 ppm) of DBCP induced

a significant increase in post-implantation loss as early as
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the éth week of exposure. This‘effect was evident up to 5 weeks post-
exposure (19th week of study). The increase in post-implantation loss
was interpreted as an indication of dominant lethality. It is signi-
ficant to note that continued maintenance of these treated male rats
under laboratory conditions (without subsequent DBCP exposure) resulted
in reversal of the dominant lethal effect by the 24th week of the study
(;oth week post-exposure). The no-effect level for the dominant lethal
effect was established as 1 ppm DBCP. In addition, it was established

that following recovery from the dominant lethal effect the exposed male

rats were able to sire pups which were normal in appearance.

Reproductive Parameters — Female Rats. Female rats exposed to DBCP for

14 weeks were bred with unexposed male rats during weeks 15 and 16 of
the study. Each female was housed with two different unexposed male
rats, each for a 5-day period. These bred females were allowed to
deliver at term. Data from these litters are presented in Table l4.
Fertility of DBCP-exposed females was not significantly different from
that of the control females. The average number of live pups per litter
at birth (day zero) was generally higher among the DBCP treated litters
than among the control litters. A trend (not statistically significant)
toward an increase in the average number of dead pups/litter was seen
among the DBCP-exposed groups. On day 1, the average number of live
pups/litter among the DBCP-exposed groups was not significantly different
from that of the controls. However, a higher incidence of litters with

4 or less pups was noted among the 10 ppm dams.
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A trend toward a decrease in the gestation survival index (the
percentage of pups that were alive at birth) was noted

among the litters of rats that inhaled 10 ppm of DBCP

when compared to the control group; however the differ-

ence was not statistically significant., The one day sur-
vival index (percentage of pups which survived for ome day)
was not significantly altered by exposure to DBCP. Compared
to the control group, there were proportionally more males
among the offspring of rats exposed to 0.1 ppm DBCP but not .
among those exposed to the higher concentrations. This

observation is not considered to be of toxicologic significance.

The results of the examination of the pups at one day of

age revealed no abnormalities which could clearly be attri-
buted to DBCP (Table 15). One pup with acaudia or short

tall was observed in each of the experimental groups.

Single incidences of hematoma (umbilical region), runts

and an emaciated pup were observed in treated litters only.
Such observations have been made historically in control
litters at a low jincidence in this laboratory. Hypothermia (as
determined by touch) was observed in 5 pups at the 0.1 ppm and
3 pups at the 10 ppm DBCP level. This finding was not detected
at the 1 ppm level or in the concurrent control litters. The

significance of this observation is unclear at this time.

Due to a slightly higher incidence of dead pups and the

exclusive occurrence of some physical findingsz in the
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litters exposed to DBCP, it was decided to rebreed these females
with untreated males, Such breeding was conducted during weeks

33 and 34 of the study and the data are presented in Table 16.

It is important to note that following rebreeding of these females
all the parameters evaluated were generally comparable between
control and DBCP treated litters. All the pups examined on day 1

were apparently normal.

Heritable Translocation Study in Rats. The Fl male rats, sired by DBCP
th
a

exposed Fo male rats bred with unexposed female rats during the 15 nd
lsth weeks of the study were maintained in the laboratory until approxi-
mately 24 weeks of age. These adult Fl male rats were bred for 7 days
with 2 unexposed female rats during the 42nd week of the study. No
effect on fertility was evident as the control, 0.1, 1.0 and 10 ppm
groups had a 100, 94, 100 and 90% fertility index, respectively. The
bred females were sacrificed 12 days after the last day of cohabitation
and the number of corpora lutea, implantations and resorptions were
recorded. These data are summarized in Table 17. All of the parameters
evaluated were comparable between the control and 0.1 and 10 ppm DBCP
groups. In the 1 ppm group, rats exhibited a statistically significant
increase in post-implantation loss accompanied with a slight but not
statistically significant increase in pre-implantation loss. Because of

the absence of a dose-response in the latter finding it was not con-

sidered related to DBCP exposure.
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Clinical Laboratory Findings

Hematology: The results of hematologic evaluations of male and female
rats are presented in Tables 18 and 19 respectively. Inhalation of DBCP
had no significant effect in either sex on the following: packed cell
volume, red blood cell count, hemoglobin and white blood cell differen-
tial count. Compared to the control group, white blood cell counts were
significantly decreased during the 9th week of exposure in all experi-
mental groups of males. During the 13th week, a trend toward a decrease
in white blood cell count was observed in all experimental groups of
males, but only the 1 ppm males exhibited a statistically significant
decrease. 1In compafison, females exposed to 10 ppm of DBCP had a
statistically significant increase in white blood cell counts during the
9th but not the 13th week of exposure. These fluctuations were con~

sidered random variations unrelated to DBCP exposure because all these

values were within the historical control range.

Prothrombin time was generally comparable between all groups in males at
9 and 13 weeks and at 13 weeks in females (Table 20). However, a marked
decrease in prothrombin time was observed in females at 9 weeks of
exposure at the two lower exposure levels but not at the 10 ppm level.

Due to the lack of a temporal or dose related effect on prothrombin time,

these isolated decreases were not considered related to DBCP exposure.
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Clinical Chemistry: Serum chemistry analyses at the lhth week of the

study are presented in Table 21, while serum follicle stimulating
hormone (FSH) and testosterone level analyses at 4 and 14 weeks of
exposure are presented in Table 22. None of the parameters evaluated
exhibited any changes in either sex which were considered to be

compound-related.

Urinalysis: Data from urinalyses in male and female rats are
presented in Tables 23 and 24 respectively. Except for urine
specific gravity, all of the parameters evaluated were comparable
between control and DBCP-exposed groups of both sexes. Statis-
tically significant increases in urine specific gravity were
noted in males at 9 and 14 weeks of exposure at 1 ppm and at

14 weeks only in 0.1 ppm DBCP exposed rats. Such an effect

was not discernible at 10 ppm in male rats or at any level among
treated females. Hence, these changes were considered unrelated

to DBCP exposure.

Thus it is concluded that up to 10 ppm DBCP exposure to rats
did not result in any compound-induced changes in the clinical
laboratory parameters evaluated. Due to the absence of DBCP-
related changes in clinical laboratory parameters during the ex-
posure period, it was not considered necessary to evaluate them

during the recovery.

'Organ Weights: The mean organ weights and organ/body weight
ratios determined at various times during the study for male

and female rats are present in Tables 25 and 26, respectively.
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At the 4-week sacrifice, the weights of the brain, heart, liver and
kidneys of male rats were not significantly affected by exposure to DBCP
(Table 25). The testes and epididymides of the 1 ppm rats (but not the
0.1 or 10 ppm rats) weighed statistically significantly less than those
of the controls; however, when the weights of the testes and epididymides
were expressed relative to body weight, no significant differences were
evident. Based on the lack of a dose-response, this was not considered
treatment related. At the l4~week sacrifice, both the abso%ute and
relative weights of the testes and epididymides were signifiﬁantly
decreased at 10 ppm, and the relative kidney weights of the 10 ppm males
were significantly greater than that of ihe controls. No other signifi-
cant changes in organ weights were found in males exposed to DBCP.
However, by 46 weeks of the study (i.e. 32 weeks after termination of
exposure) all organ weights in treated animals were comparable to controls,
except the relative testes weight of the 10 ppm males which was

significantly decreased when compared to the controls.

In females, the only statistically significant difference in organ
welghts at the 4-week sacrifice was a decrease in relative liver
weight at the 1 ppm group (Table 26). As in the males, a significant
increase in relative kidney weight was observed at the l4-week
sacrifice in the females exposed to 10 ppm of DBCP. The absolute
weight of the heart of females exposed to 0.1 ppm was greater than
that of the controls, but the relative weight of the heart was
unaffected. All of these were considered random fluctuations un-

related to DBCP exposure.
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A significant decrease in the weight of testes and epididymides

was observed in rats exposed to 10 ppm DBCP for 14 weeks. However, -
a partial recovery in the weight of these organs was apparent when
the DBCP-exposed rats were sacrificed 32 weeks after termination

of exposure.

Gross and Histopathologic Evaluation of Male and Female Rats

The gross pathology observations are tabulated in Table 27 for
the interim kills after 4 weeks of exposure, Table 29 for the
interim kills after 14 weeks of exposure, and Tables 31 and 32
for the terminal kill at the end of the recovery period which
followed the 14 weeks of exposure. In addition, the gross
pathologic observation from animals that died during the recovery

period are also tabulated in Tables 31 and 32.

The histopathologic observations are listed in Table 28 for the
interim kill after 4 weeks of exposure, Table 30 for the interim
kill after 14 weeks of exposure, and in Tables 33 and 34 for the
terminal kill at the end of the recovery period which followed
the 14 weeks of exposure. Histopathologic observations from rats
that died during the recovery period are also summarized in

Tables 33 and 34.

4~Week Interim Kill. Five male and five female rats were killed

after 4 weeks of exposure to DBCP. There were no grossly observed
treatment-related alterations in either the male or the female
rats after 4 weeks of exposure. A few tissue alterations

were observed, but these were typical of spontaneous changes
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Histopathologic evaluation of tissues was limited to the male repro~
ductive system which included the testicles, epididymides, prostate;
seminal vesicles, and coagulating glands; the female reproductive system
which included the ovaries, oviducts, uterus, and cervix; the brainj and
the adremal glands. Histopathologic alterations that were consider%d to
be treatment-related were confined to the testicles of male rats. The
changes consisted of focal or multifocal atrophy of individ;;l semini-
ferous tubules within the testicles. The atrophy consisted*;f decreased
spermatogenesis and loss of spermatogenic elements in individual semini~
ferous tubules. A few tubules had lost most of the germinal elements
and contained predominately Sertoli cells. Such changes were observeg in
lof 5, 20f 5, 0of 5 and 0 of 5 rats from the 10 ppm, 1 ppm, 0.1 me
and 0 ppm groups, respectively. Although these changes were slight and
were not seen in all 10 ppm or 1 ppm rats, they were consistent with
induced changes. There were a few other tissue alterations observed,
but these were typical of the spectrum of spontaneous lesions seen in

rats of this age and strain. (Table 28).

l4-Week Interim Kill. Five male and 5 female rats were killed at the

termination of the l4~week exposure period. OGrossly observed altera-
tions that were considered to be treatment-related were confined to the
testicles; they were bilaterally decreased in size and often had a dark
or tan colored appearance in 5 of the 5 male rats from the 10 ppm group.
Similar changes were not observed in any of the male rats from the 1
ppm, 0.1 ppm or control groups, although 2 controls did have testicular

alterations. One control rat had one testicle that was severely decreased -
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in size while another control had two small testicles. The etiology of
the testicular changes in the controls was undetermined and could either
be congenital or acquired. 1In either case, the changes were different
from the alterations seen in the rats from the 10 ppm DBCP groups.

The changes in these control rat testicles were considered to be
incidental alterations which occurred spontantously. In addition, there
were a few otlier observations in both male and female rats that were
typical of the spectrum of spontaneous lesions seen in rats of this age

and strain (Table 29),

Histopathologic evaluation of tissues was limited to the male repro-
ductive system which included the testicles, epididymides, prostate,
coagulating glands, and seminal vesicles; the female reproductive system
which included the ovaries, oviducts, uterus, and cervix; the liver; th
kidneys; the urinary bladder; the brain; and the adrenal glands.
Histopathologic changes that appeared to be treatment-related were

observed in the testicles and in the adrenal glands (Table 30).

The changes in the testicles consisted of individual seminiferous
tubules with decreased spermatogenesis. Some lacked germinal cells and
contained only or predominately Sertoli cells. Other tubules had some
germinal cells, but they were decreased in amount. Approximately 507 or
more of the tubules appeared normal with active sperm production

and normal-appearing spermatogenesis. Despite the testicular

alterations, there were no recognized changes in the epididymides
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or the accessory male genitalia of these rats. Furthermore, similar
changes were not observed in any of the rats in the 1, or 0.1, or 0 ppm
groups. However, there were control rats with testicles that were
severely decreased in size as noted on gross examination. One was
unilateral, the other bilateral. Both of these control rats with the
testicular changes also had mineral deposits in seminiferogf tubules,
interstitial edema, and multinucleated spermatids. Such chgnges are
suggestive for an acquired lesion possibly due to circulatory distur-
bances. The alterations seen iIn these 2 control animals were clearly
different than those seen in the testicles Sf the rats from the 10 ppm .
DBCP group. Furthermore the epididymides in these 2 rats also were
decreased in size and had decreased sperm in the tubular lumina. These
alterations were perhaps congenital (i.e. hypoplasia), or more likely,
were acquired (i.e. atrophy). In any case, the etiology is unknown, but

they were considered to be spontaneous lesions unrelated to the ex~

perimental procedure.

Alterations in the adrenal glands were observed in both male and female
rats in the 10 ppm groups. The alterations were classified*as foci of
altered cells in the adrenal cortex. The focl consisted of collections
or focal aggregates of cells that differed in tinctorial and textural
appearance from the surrounding normal tissue. The foci were usually
multiple, were composed of only a few cells and were present in the

cortex, especially the zona fasciculata. These focl were composed of
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cells that were usually larger than normal, their cytoplasm was either
vacuolated, granular, or homogeneous, and the color of the cells was
either pale or more eosinophilic. In any case, they were morphologically
distinct from the surrounding normal cortical cells. Similar foci occur
spontaneously in aging rats. They begin to be seen after 12 months of
age and are very common in rats older than 18 months of age, especially
in females. They increase in size, frequency and incidence with age.
One control male had a small unilateral focus of altered cells. 1In

contrast, the male and female rats from the 10 ppm groups had more of

these foci and they tended to be larger and bilateral. Three of the

five males and three of the five females had such foci. Normally, so

few numbers would make a correlation with the treatment difficult.
However, there are several factors that make a correlation possible.
These factors include the low background historical incidence for animals
of this age and strain, the fact that similar but larger foci as well as
nodular hyperplasias, were observed in the adrenal glands of the recovery
rats, and that it is very unusual to see so many foci (3 of 5 male and 3
of 5 females) in rats of this age. Therefore, these adrenal gland
changes in rats from the 10 ppm groups are considered to be exposure-

related alterations.

There were a few other histopathologic observations made in the male

*
and female rats, but these were typical of spontaneous naturally-
occurring changes commonly seen in rats of this age and strain and are

not considered to be treatment-related.
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Animals Dying or Killed Moribund During the Recovery Period and the

Terminal Kill at the End of the Recovery Period. Twenty male and

twenty female rats were exposed to DBCP by inhalation for 14 weeks.
Following the exposure period, they were removed from the inhalation
chambers and allowed to go untreated to evaluate possible reversibility
of the induced tissue changes. During this recovery period, a few rats
died or were killed moribund. These included two males and three
females in the 10 ppm groups, one female in the 1 ppm group, one male in
the 0.1 ppm group, and 3 males and 1 female in the control groups. The
cause of death of these rats is summarized in Table 35. Although a few
tumors were observed, all could be expected in this strain of rat, and
the small numbers of animals makes any correlation with the exposure

levels inconclusive.

Grossly observed alterations which appeared to be treatment-related wer
observed in the rats that died spontaneously or were killed moribund as
well as in those that were killed at the end of the recovery period.
These grossly observed alterations included changes in the adrenal
glands in both males and females, and in the ovaries of females. The
changes in the adrenal glands were a variation in color which lead to a
mottled appearance and/or the presence of pinpoint dark foci. These
changes were present in 16 of the 20 males in the 10 ppm group, 2 of the
20. males in the 1 ppm group, 0 of 20 in the males from the control and

0.1 ppm groups (Table 31), 10 of 20 females in the 10 ppm group, &4 of 20

females in the 1 ppm group, and 1 of 20 females from the control and




0.1 ppm groups (Table 32). Ovarian cysts were observed in 6 of the 20
(6 of 17 females at the terminal kill) females from the 10 ppm experi-
mental group, and only 0 of 20, 2 of 20, and 1 of 20 in the females from

the 1 ppm, 0.1 ppm, and control experimental groups, respectively.

All of the male rats exposed to 10 ppm and sacrificed after the 14 weeks
of exposure had testicles that were grossly decreased in size. At the
terminal sacrifice, only 2 of 20 rats from the 10 ppm group had testicles
that were slightly decreased in size while 0 of 20, 1 of 20 and 0 of 20
of the rats in the 1, 0.1 and control groups had changes (Table 31). It
is not possible to determine if the grossly observed testicular changes
in the two male rats at the 10 ppm group are age—assoclated or due to
DBCP treatment. Imn any case, 18 of 20 male rats from the 10 ppm group
had grossly normal-appearing testicles suggesting a reversibility of the

alterations that were seen grossly after 14 weeks of exposure.

Histopathologic evaluation of tissues was conducted on all the major
organs and tissues of male and female rats that died or were killed
moribund during the recovery period and on all rats from the control
and 10 ppm exposure levels at the termination of the recovery period.
Evaluation of tissues was limited for the rats from the 1 ppm and 0.1
ppu exposure levels. The tissues examined in these groups included the
male reproduction system which included the testicles, epididymides,
prostate, coagulating glands and seminal vesicles; the female repro-

ductive system which included the ovaries, oviducts and cervix; the
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liver, the kidneys, the urinary bladder, the brain, and the adrenal
glands. Treatment-related changes were observed in the testicles of

males, the ovaries of females, the adrenal glands of both males and

females and the brains of both males and females. g
Testicular changes consisted of either bilateral or unilateral atrophy
(decreased spermatogenesis) of individual seminiferous tubules (Table
33). These changes were slight and were less extensive than those
observed at the l4-week interim kill. Age-associated, spontaneous

testicular changes begin to be seen in male rats after approximately 12
months of age. Therefore, it is not surprising to see some control and
low-dose rats with testicular changes. For example, 7 of 20, 5 af éO
and 5 of 20 rats from the 0, 1 and 0.1 ppm exposure levels had uni~
lateral or bilateral testicular alteratioms. Such alterations were
slight and are likely age-associated. In contrast, 14 of the 20 rats
from the 10 ppm group had some type of testicular alterations.
Therefore, some treatment-related testicular changes were present in the
rats from the 10 ppm exposure levels, but not in the 1 or 0.1 ppm

exposure groups.

Female rats also had alterations in the reproductive system (Table 34).
Ovarilan cysts were seen in 7 (6 unilateral and 1 bilateral) of the 20
females in the 10 ppm exposure group. This is in contrast to ovarian
cysts present in only 1 of 20 rats in the control, 1 of 20 rats in the
0.1 ppm, and 0 of 20 rats in the 1 ppm exposure groups. The cysts were

thin-walled, appeared to be follicular in origin, and varied from 2 to 7

mm in size. Ho 131071
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A spectrum of lesions was observed in the adrenal cortex of both male
and female rats. This spectrum of changes ranged from foci of altered
cortical cells, to nodular hyperplasias, to dilated or ectatic cortical
sinusoids, and even hematocyst formation. The foci were similar to, but
larger than those foci described in rats killed after 14 weeks of
exposure. The hyperplastic nodules were much larger than the foci,
often caused compression of normal-appearing cortical cells, and varied
in textural and tinctorial appearance from the surrounding normal cells.
The hyperplastic nocdules were ysually bilateral and usually multifocal.
One or more hyperplastic nodules were seen in the adrenal cortex in 19
of 20 males and in 18 of 20 female rats from the 10 ppm recovery groups,
in 1 of 20 males and 7 of 20 females from the 1 ppm recovery groups, but
in 0 of 20 rats from each of the male and female groups from the 0.1 ppm
or control recovery groups. Although similar lesions occasionally occur
in aging rats of this strain, those observed in the present study were
clearly more extensive than would be expected for this age, or even from
older rats of this strain. Therefore, the nodular hyperplasias in the
cortex of the rats from the 10 ppm and 1 ppm exposure groups (both males

and females) were considered treatment-related alterations.

Ectasia (dilatation) of adrenal cortical sinusoids and cortical hemato-
cyst formation are both age-assoclated, spontaneously-occurring lesions
in aging rats of this strain. However, the number found in the treated
groups clearly exceeded the expected incidence and geverity for rats

of this strain and age. In the males, 4 of 20, and in the females,

3 of 20, in the 10 ppm recovery groups had ectatic cortical sinusoids.
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In contrast, similar changes were found in 0 of 60 males or 1 of 60
females from the 1, 0.1, and O ppm recovery groups combined. Hemato-
cyst formation was similar to the dilated cortical sinusoids except that
the hematocyst represented cystic dilatation to the extent that normal
architecture was altered. Present within the cortex were large areas
filled with blood and generally lined by sinusoidal lining cells. The
presence of these hematocysts in the adrenal glands was even more
clearly treatment-related than the focal areas of ectatic sinusoids.

For example, 4 of 20 males from the 10 ppm group had hematocysts while
none of the 20 rats from each of the 1, 0.1, or 0 ppm recovery groups
had these changes. In femaies. this lesion was observed in 17 of 20
rats from the 10 ppm exposure group, and in 4 of 20 rats in the 1 ppm
group. None of the 20 rats from each of the 0.1 or 0 ppm exposure
groups had similar changes. Therefore, adrenal cortical alterations were
considered to be treatment-related in both males and females from the 10
pPpm exposure groups, in females from the 1 ppm exposure group, but not

in the rats from the 0.1 ppm or control groups.

The brains in both males and females had mineralized deposits in the
cerebrum occurring as unilateral or bilateral multifocal basophilic
deposits. Here, again, these changes were similar to those seen in
aging rats, but they occurred earlier and at a much higher incidence
than would be expected in rats of this age and strain. Fifteen of 20
males and 6 of 20 females from the 10 ppm group had mineral deposits in
the brain. The pathogenesis of the mineral deposits is unknown. The
brains from the animals from the 4 and l4-week interim kills were re-

examined for possible early alterations, but no changes were detected. -
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NEW ZEALAND WHITE RABBITS

Mortality, General Health and Demeanor. Three male rabbits exposed to

10 ppm of DBCP died during the 8 weeks of exposure; gross examination at
necropsy did not reveal the cause of death. Pasteurella-like pneumonic
changes in lungs were evident at necropsy in two rabbits. Because of
the high incidence of mortality noted among the 10 ppm rabbits, exposure
of that group was terminated after 8 weeks, and one of the remaining 10
ppm rabbits was sacrificed. During the 1llth week of the study (3 weeks

post-exposure), an additional 10 ppm rabbit died with pneumonia.

One rabbit exposed to 1 ppm DBCP died with severe rhinitis and
Pasteurella-like bronchopneumonia during the 10th week of exposure. At

0.1 ppm, no deaths were observed.

One control rabbit was sacrificed during the 7th week of the study due
to an inner ear infection with secondary bone and brain inflammation;

otherwise, no deaths occurred among the control group.

Other surviving rabbits did not exhibit any signs of altered appearance

which were considered to be compound-related.

Body Weights: The weekly body weights of male rabbits exposed to

DBCP are summarized in Table 36. Average body weights of the rabbits
exposed to DBCP were not significantly different from those of the

control rabbits during any week of the study.
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Semen Evaluation - Male Rabbits: The sperm concentration and the

volume of semem per ejaculate for male rabbits exposed to DBCP by
inhalation are summarized in Tables 37 and 38, respectively. The
average number of sperm/ml of semen (sperm count) was slightly decreased
during the first few weeks of exposure among the rabbits that inhaled 10
ppm of DBCP. Similar slight decreases in the average sperm count were
seen at 0.1 and 1 ppm during the first and second weeks of ,exposure,
respectively. These decreases may have been related to the initial
stress of placement in the exposure chambers. During the 7th week of
exposure, a marked decrease in sperm count was noted in rabbits exposed
to 10 ppm DBCP; only ome 10 ppm rabbit had a sperm count above 50
million/ml. After 7 weeks of exposure, the average sperm count bf the
10 ppm rabbits was significantly less than that of the controls and
remained decreased for the rest of the study including the 38 week
recovery period. Evidence of slight reversal at 10 ppm was first noted
during the 38th week of the study (30 weeks after the last week of
exposure),

At 1 ppm, statistically significant decreases in sperm couézs were

seen during the llth through 1l4th weeks of exposure; this effect

was stil)l evident during the 16th and 19th weeks of the study

but reversal was noted by the 24th week (10 weeks post-exposure).
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At 0.1 ppm, the average sperm count was statistically significantly
less than that of the control rabbits during the 12th week of
exposure; however, this decrease was not considered to be compound-
related since sperm counts during subsequent weeks of exposure

were comparable to those of the controls and were not considered

toxicologically significant.

There were no consistent changes in the volume of the ejaculate
among the rabbits exposed to DBCP (Table 38). Although
statistically significant decreases in the volume of semen were
seen occasionally among the experimentai rabbits, no value fell
below the range of values seen in the control group and none

were considered to be toxicologically significant.

The motility data on sperm from rabbits are summarized in

Tables 39-41. In evaluating motility, sperm were classified

as progressively motile, non-progressively motile, or non-
motile. Beginning the 8th week of the study, the semen of
rabbits exposed to 10 ppm of DBCP had marked decreases in the
percentage of progressively motile sperm compared to the control
group (Table 39). This trend continued to persist throughout the
study until termination. At the lower concentrations, no con-
sistent statistically significant decreases in the percentage of
progressively motile sperm were observed. A significant increase
in the percentage of progressively motile sperm was noted during

the 19th week, but this was due to an unusually low control value.
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Significant decreases in the percentage of progressively motile sperm
were observed sporadically at the 28th week in 0.1 ppm and 46th wee# in

1 ppm DBCP groups but were not considered toxicologically significant.
|

A significant increase in the.percentage of non-progressively motilé
sperm was seen only in the 0.1 ppm group during the 26th week of stﬁdy
and in the 1.0 ppm group during the 40th week of study (Table 40). ‘At
10 ppm, increases in the percentage of non-motile sperm (Table 41)
occurred in assoclation with the decreases in progressive motility.

This trend continued through study termination. Due to low sperm counts
experienced at this dose level, the group mean values were not always
statistically significant. The percentage of non-motile sperm among?the
1 ppm rabbits was significantly greater than the control value duriné
the 13th week of exposure only. No significant changes in the per-
centage of non-motile sperm were discerned in rabbits that inhaled 0.1
ppm DBCP. It 1is important to note that considerable variation in
motility of sperm was observed among all groups as well as in individual

animals throughout the study.

The percentage of sperm which were alive (as determined by eosin-aniline
blue stain) among the 10 ppm rabbits was significantly decreased com~

pared to the control value from the 8th through the 1lth weeks of the

study (Table 42). During the 12th through 26th weeks of the study,

sperm counts among the 10 ppm rabbits were generally too low to permit

accurate quantification of the percentage of live sperm; however, most
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or all of the sperm were dead in the few 10 ppm rabbits which had
sufficient numbers of sperm for this determination. At 1 ppm,
statistically significant decreases in the percentage of live sperm
were seen during the 8th, 12th and 13th weeks of exposure but not
during subsequent weeks. The percentage of live sperm among the
rabbits exposed to Q.1 ppm of DBCP was not significantly different
from that of the control rabbits except during the 38th week

(24 weeks post—exposure) of the study. This was considered random

variation and not related to DBCP exposure.

Reproductive Parameters — Male Rabbits. During the l4th week of study,

each male rabbit was allowed to mate with a single unexposed female
rabbit. Immediately after copulation each doe was given an injection
(lateral ear vein) of 50 units of human chorionic gonadotrophin.

The results of the matings are summarized in Table 43. DBCP did not
appear to affect libido, as judged by the percentage of males which
copulated. This is particularly significant because all five of

the high dose rabbits copulated and these rabbits had a mean sperm
count of 2 x 106/m1 during this week of study. None of the females
which were mated with 10 ppm males were pregnant, indicating that
the males were infertile six weeks after their last exposure to
DBCP. The fertility of the 0.1 and 1 ppm rabbits was higher than

the controls.
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Exposure to 0.1 or 1 ppm DBCP had no significant effect on the
average number of corpora lutea per dam or the average number
of resorptions per litter. However, the mean number of
implantations/litter in the 1 ppm group was significantly less
than that in the control group. In addition, a trend toward

an increase in pre-implantation loss was noted among the 1 ppm
rabbits, but this was not statistically significant. No
significant evidence of an effect on post—implantation loss was

discerned at 0.1 or 1 ppm of DBCP.

To evaluate whether the exposed male rabbits were able to sire
normal pups, each exposed male rabbit was again allowed to mate
during the 41st week of the study with two unexposed virgin

female rabbits. Immediately after copulation each doe was given
an injection (lateral ear vein) of 50 units o£ human chorionic
gonadotrophin. On day 29 of gestation, the females were sacrificed
to evaluate the reproductive parameters and for external examination
(including palate examination) of each pup. Results of this
examination are presented in Table 44. As in the previous breeding
interval, the libido, as judged by the percentage of males which
copulated, continued to be comparable between the control and

DBCP exposed rabbits. Fertility of 0.1 and 1 ppm DBCP exposed
rabbits at this interval was 100Z. It is interesting to note

that two of five high dose (10 ppm) rabbits which were infertile
at 14 weeks of the study had regained fertility at 41 weeks of

the study (mean sperm count 27.2 x 106/m1). All other

reproductive parameters evaluated were comparable between all
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DBCP-exposed and control groups. It was significant to note that
all pups delivered by cesarean section were apparently normal inm

appearance by external examination.

These data clearly suggest that DBCP at 10 ppm affects fertility,
however, a prolonged recovery period resulted in an initiation
of recovery in some animals. Equally significant is the faét
that these recovered animals were able to produce normal

appearing pups.

Hematology and Clinical Chemistry Determinations: The results

of the hematologic and clinical chemistry evaluations in male
rabbits are summarized in Tables 45 and 46. Hematologic
evaluation during the 9th and 13th weeks of exposure did not
reveal any significant changes among the rabbits inhaling 0.1
or.l ppm of DBCP. Of the four 10 ppm rabbits originally
scheduled for hematologic determinations, two died during the
exposure and one was sacrificed after 8 weeks of exposure. In
the latter case, hematologic values were obtained at sacrifice;
these were consistent with the pre-exposure values for this
animal. During the 9th and 13th weeks of the study, hematologic
data from the single 10 ppm rabbit evaluated were comparable

to those of the control rabbits.

The average prothrombin time in rabbits was not altered signi-
ficantly by 14 weeks of exposure to 0.1 or 1 ppm of DBCP
(Table 46). Analysis of serum samples from these same rabbits
revealed no compound-related alterations in BUN, SGPT, AP or

SGOT. Samples were not obtained from a 10 ppm rabbit at 14 weeks.
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The serum levels of follicle stimulating hormone (FSH) and testosterone
at 14 and 46 weeks of the study in male rabbits are presented in Table o
47. A significant increase in serum FSH was observed in the 1 ppm
rabbits at 14 weeks and in the 10 ppm rabbits at 46 weeks. No data wer
available for 10 ppm rabbits at 14 weeks of the study because of ter-
mination of DRCP exposure to this group at 8 weeks. These éignificant
increases in serum FSH were consistent with marked decrease; in sperm
concentration in these rabbits. FSH levels of the 0.1 ppm rabbits were
unaffected throughout the study. The 1 ppm rabbits appe;red to have v
recovered with respect to serum FSH by the 46th week of the study. This

was in agreement with the recovery of semen concentration of sperm at

this exposure level. The serum concentration of testosterone was

comparable between control and DBCP-exposed rabbits at both the intervals

monitored.

Organ Weights: The mean organ weights and organ/body weight ratios
determined during the l4th week interim sacrifice and the 46th week
terminal sacrifice are presented in Table 48. At the l4-week sacrifice,
the weights of the brain, heart, liver, kidney, and epididymides among
the rabbits exposed to 0.1 or 1 ppm of DBCP were comparable to those of
the control rabbits. Testes of the 1 ppm rabbits weighed approximately
50Z of the control rabbits, both on an absolute and a relative basis,
and the differences were statistically significant. At 0.1 ppm the
testicular weights were comparable to those of the control rabbits. No

10 ppm rabbits were sacrificed during the l4th week of the study.
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However, the weight of the testes of the 10 ppm rabbit which died during
the 8th week of exposure was 1.43 gm, approximately one-fourth of that
of the control rabbits during the l4th week of the study. No other
organs were weighed from this rabbit. One high dose rabbit was sacri-
ficed after 8 weeks of exposure, at which time exposure of DBCP to all
high dose rabbits were terminated due to higher mortality in this group.
Body and organ weights for this rabbit are presented in Table 48. Again
the welght of the testes was markedly decreased. In addition, a

notable increase in the weight of the liver was observed in this rabbit.

At the terminal sacrifice (46th week), the weights of the brain, heart,
liver and kidney among the rabbits exposed to DBCP were comparable to
those of the controls. Marked decreases in the weight of the testes
were present at 1 and 10 ppm levels; however, this parameter was
different from control values in rabbits exposed to 0.1 ppm of DBCP.
The weight of epididymides at the 0.1 and 1 ppm levels were comparable

to control, while at 10 ppm a slight decrease was apparent.
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Gross and Histopathologic Evaluation of Male Rabbits

The gross pathologic observations for the rabbits are tabulated

in Table 30 for the 10 rabbits at each exposure concentration.

This table summarizes the findings in the rabbits that died or wered
killed moribund during the exposure period (one contfol, one in the“l
ppm group, and three from the 10 ppm group); the number killed aftef 8
weeks of exposure (one rabbit in the 10 ppm group); the number that died
or were killed moribund during the recovery period (one inuihe 10 ppm
group); the number killed at the l4-week interim kill (three controls
and four rabbits in the 0.1 ppm and 1 ppm groups); and finally, the
number terminated at the end of the recovery period (six control and 0.1
ppm tabbits and five rabbits exposed to 1 and 10 ppm of DBCP). Compﬂete
sets of tissues were evaluated from the control and 10 ppm rabbits |
killed at the end of the recovery period. Selected tissues were examined
on the remaining animals with emphasis placed on the reproductive system
to evaluate the onset, severity and reversibility of the morphological

changes induced by DBCP. The actual tissues examined and thelr diagnoses

for each of the rabbits at each dose level are given in Table 5l.

Six rabbits died or were killed moribund during this study -
(Table 52), Five of the six had pneumonia, rhinitis, pleuritis
or other lesions that were consistent with a severe bacterial
infection. Although cultures were not made on these rabbits,

the most likely agent was Pasteurella multocida which 1s a
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common bacterial organism in rabbits causing a variety of disease
syndromes. This agent often leads to the types of lesions that

were seen in these animals. It is possible that all of the deaths
associated with a bacterial infection were spontaneous in nature.
However, since more animals died in the 10 ppm group, it is possible
that exposure to DBCP at this concentration made the animals more sus-
ceptible to bacterial infection. Therefore, the increased deaths due
to bacterial infection in the rabbits exposed to 10 ppm of DBCP may or

may not be treatment-related.

Despite the early mortality due to the bacterial infections, an
adequate evaluation of the testicles could be made on the animals
that died or were killed moribund, as well as those from the interim
and terminal kills. The testicles could be adequately evaluated from
these rabbits and the onset and progression of the testicular alter-

ations could be assessed.

Treatment-related changes were confined to the reproductive system and
included atrophy of the testicles, atrophy of the epididymides, atrophy
of the prostate, and atrophy of the accessory genitalia. 1In the 10 ppm
rabbits, diffuse severe testicular atrophy was observed upon gross and
histopathologic examination of these animals. Testicular alterations
consisted of complete or nearly complete loss of spermatogenic elements
in nearly all of the seminiferous tubules. Sertoli cells were the
predominant or the only cells lining most of the tissues. In addition,

the tubules that still contained some evidence of germinal cells usually
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had debris present in the tubules. The fourth rabbit from the 10 ppm
group was killed after 8 weeks of exposure. This represented the
interim kill at the end of the exposure period for the 10 ppm rabbits. -
At this time the atrophy was virtually complete and bilateral with no
germinal cells identified in the seminiferous tubules of either testicle.
The seminiferous tubules appeared to be lined only by Sertoli cells.
Furthermore, there appeared to be a relative increase in the number of
interstitial cells present within these testicles. This change was
interpreted as a relative increase in ipterstitial cells due to the fact
that the testicle, which once occupied a larger area, was now much
smaller and the same number of cells which were present in the larger
area were now confined to a smaller area due to the atrophy of the
seminiferous tubules. In summary, the major changes occurred within the
germinal cells of the individual seminiferous tubules, were diffuse and
were nearly complete with no effects visible in Sertoli or interstitial

cells.

The epididymides were also atrophic with decreased sperm in the tubular
lumina. In addition, the prostate and accessory genitalia showed some

decrease in size.

Following the recovery period, there were clear signs of tubular
regeneration in the testicles from the rabbits that had been ex-
posed to 10 ppm of DBCP. Some tubules appeared normal, while
other tubules appeared to lack any evidence of spermatogenesis.

Of the five rabbits in the 10 ppm group, three had regeneration to
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the extent that approximately 25% of the tubules appeared normal.
Two of the five animals had between 25-50% of the tubules with
normal-appearing spermatogenesis. Therefore, even though atrophy
was still present, all rabbits in the 10 ppm group showed definite
signs of partial recovery or reversibility of the severe atrophy

that was present after 8 weeks of exposure.

At the l4-week interim kill, rabbits exposed to 1 ppm of DBCP had
moderate testicular atrophy (approximately 50% reduction in size and
weight). After the recovery period, the testicles of two of the five
tabbits at the terminal kill, which followed the 32~week recovery
period, were grossly and histologically normal. Three of the rabbits
did have gross and/or histologic alterations in the testicles, but
the alterations were much less severe in degree than that seen after
the l4-week exposure period. Thus, at 1 ppm, recovery was nearly
complete, and would very likely have been completely reversible had

the animals been allowed to live longer.

There were other gross and histopathologic alterations seen in the
control and 10 ppm rabbits as well as in the tissues examined from the
0.1 and 1 ppm rabbits. These changes were not considered to be treatment~-

related, but rather spontaneous in nature.
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Electron Microscopic Evaluation of Testicles From Male Rabbits

An electron microscopic (ultrastructural) evaluation conducted on

the testicles from the rabbits killed after the Bth, and 1hth

week

of exposure are summarized in Table 54. Those rabbits killed after

the recovery period are presented in Table 55. There was considerable
variability in the ultrastructural features of seminiferous. tubules from
individual rabbits and within different tubules of the same:rabbit.

This variation was true for both the exposed and control rabbits. Such
variability was expected because individual tubules normally are in
ﬁiffereut stages of spermatogenesis at any given time. Some tubules
were active while others were inactive and, therefore, some variability
in the appearance of seminiferous tubules was expected. This variability
did, however, make it difficult to quantify and interpret spbtle or

slight ultrastructural changes.

Qualitative Evaluation

The normal rabbit testicle contains many seminiferous tubules. The
relationship of the different cells within individual tubules is il-
lustrated in Figure 1. This can be compared to Figures 2 and 3 which
are electron micrographs from a control rabbit. Note the presence and
relationship of the spermatogonia, primary spermatocytes, secondary

spermatocytes, cap-phase spermatocytes and spermatozoa.
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The rabbit exposed to 10 ppm of DBCP for 8 weeks and sacrificed at the
interim kill had nearly complete testicular atrophy. The individual
tubules had small lumina, lacked spermatogonia or spermatocytes, were
lined by Sertoli cells and were surrounded by a thickened and convoluted
basement lamella (Figure 4). The Sertoli cells were normal except for
an apparent increase in the number of lysosomes present in the cytoplasm.
The interstitial cells between the seminiferous tubules appeared normal
but some did have an increased number of lysosomes in the cytoplasm
(Figure 5). TFollowing the 38-week recovery period, the rabbits that had
been exposed to 10 ppm for 8 weeks showed incomplete recovery. Some
tubules were normal (Figure 6), others were still severely atrophic
(Figure 7) and others had stages in between. The normal-appearing
tubules had all stages of spermatogenesis including spermatogonia,
primary, secondary and cap-phase spermatocytes, and spermatozoa. In the
tubules with active spermatogenesis, there was an apparent increase in
the number of abnormal spermatozoa present compared to the controls.
When the abnormal spermatozoa were formed is unknown because the rate of
movement of abnormal spermatozoa into the epididymides may be different

than that for normal spermatozoa.

The rabbits exposed to 1 ppm of DBCP for 14 weeks had less severe
testicular alterations. Approximately 50% of the tubules appeared
normal. The remaining tubules were atrophic and varied from severe
(complete or nearly complete) to slight atrophy. The types of changes
present consisted of loss of spermatogonia, spermatocytes and sperma-
tozoa with normal-appearing Sertoli cells. There were abnormal sperma=-

tozoa present in the tubules of control and treated rabbits and they had’
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many forms as illustrated in Figure 8. Some were multinucleated, |

\
others had multiple tails, others had abnormal head and acrosomal shapes
and still others appeared degenerative or necrotic. Abnormal sperm were
found in the controls of this study, but the relative numbers appeaﬁed

to be increased in the rabbits exposed to 1 ppm of DBCP for 14 weeks.

As a result, they were considered-treatment related. After 32 weeks of

recovery, the rabbits that had been exposed to 1 ppm of DBCP for 14

weeks now appeared to have undergone nearly complete recovery. The

tubules were gimilar to those in the controls and had normal-appearing
active spermatogenesis. Herver, some tubules still had an apparent -
increase in the number of abnormal spermatozoa. Again, the alterati?ns ;r

|
were also seen in controls, but the relative number appeared greater in

the 1 ppm recovery group. Some tubules also had debris from spermatozoa

within Sertoli cells (Figure 9).

Rabbits exposed to 0.1 ppm of DBCP for 14 weeks and submitted to an

interim sacrifice had normal~-appearing testicles. Their seminiferous

tubules were similar to those seen in the controls with normal-appearing

active spermatogenesis. A few abnormal spermatozoa were observed in the

tubules, but the relative number was similar to the control animals.
After the 32-week recovery period, there were no treatment-related

alterations observed in the rabbits that had been exposed to 0.1 ppm

of DBCP for 14 weeks.
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Quantitative Evaluation

In order to quantify the ultrastructural finding of an apparently
increased number of abnormal spermatozoas in certain exposure groups,
spermatozoa within the seminiferous tubules were counted and the number
(percentage) of abnormal spermatozoa were evaluated. The results are
summarized in Table 54 for the rabbits examined at the end of the
exposure periods (interim kills) and Table 55 for those evaluated at the
end of the recovery period. The tables summarize the total number of
spermatozoa counted from each rabbit and the number that appeared normal
versus those which appeared abnormal (see Figure 8). One control rabbit
(78-792) had one testicle that was severely decreased in size. Tissue
for electron microscopy was taken from the normal—appearing testicle,
but 51% of the spermatozoa were morphologically abnormal. This was in
contrast to an average of 5% (range of 0 to 10%) in the other 8 control
rabbits in this study. Therefor;, the data from this rabbit were shown
in Table 54, but were not used to determine the average percentage of

abnormal spermatozoa for the control rabbits.

The 10 ppm rabbit that was examined at the interim kill after the 8-
week exposure period did not have spermatozoa or evidence of active
spermatogenesis in the seminiferous tubules that were examined.
Therefore, no counts were obtained. However, following the 38-week
recovery period, 20% of the spermatozoa were morphologically abnormal,
indicating increased abnormal spermatozoa compared to the controls
(Table 55). Similarly, the rabbits exposed to 1 ppm of DBCP for 14
weeks and those exposed to 1 ppm of DBCP for 14 weeks followed by 32

weeks of recovery had average values of 18% and 24}, respectively.
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Therefore, rabbits exposed to either 10 ppm or 1 ppm of DBCP had

increased numbers of abnormal spermatozoa within the seminiferous

tubules and this increase appeared to be related to exposure to

the test material.

The 0.1 ppm group was more difficult to evaluate because the

4 rabbits examined after 14 weeks of exposure had 102 (range of 7-147%)
abnormal spermatozoa. Since the average percentage of abnormal sperm in
the controls was 57 (range from 0 to 10%, excluding animal 78-792, which
had 517%), there was an apparent increase in the 0.1 ppm .group after 14
weeks. Because the variability of such counts was so great, the 10%
.figure may represent normal biological variation and be unrelated to the
exposure to DBCP. On the other hand, it could represent a slight effect
at the 0.1 ppm exposure level and also with a dose response compared‘to
the 18% seen in the 1 ppm exposed rabbits. This can not be resolved
with the data obtained from this study. In any case, if an effect was
present after 14 weeks, it was not present after the 32-week recovery

period (average was 6% with a range of 5-8%).

Attempts were made to quantify the breaks in the nuclear me;branes of
cap-phase spermatids as well as the number of lysosomes and the amount

of fat in the interstitial cells. However, there was extensive vari-
ability in these parameters in both the control and exposed tissues.

This variability was due to the inherent nature of the counting techniques,
the artifacts and variability induced by fixation, and the variability
inherent in the small sample size. Due to such factors, quantification

of these parameters was not considered valid and therefore tﬁﬂir evalua-

tion was confined to a qualitative examination. DO 131091
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DISCUSSION

Results of the present study clearly indicate a potential for inhaled
DBCP to interfere with spermatogenesis in rats and rabbits. Many of the
effects observed were shown to be reversible, partially or completely,

in both species.

Exposure of male rats to DBCP had no effect on fertility. However, a
significant dominant lethal effect was seen at 10 ppm, as evidenced by
an increased incidence of resorptions among unexposed females mated with
exposed males. This effect was evident within 4 weeks after the first
exposure, indicating involvement of spermatids. After exposure, the
time course for reversal of the dominant lethal effect was approximately
the same as that required for this onset. In comparison, a dominant
lethal effect was not clearly discerned in rabbits exposed to DBCP,
although there was a trend toward an increase in pre-implantation loss
among unexposed does mated with bucks exposed to 1 ppm of DBCP.

Teramoto et al., (1980) observed a dominant lethal effect in rats

given oral doses of 10 or 50 mg/kg of DBCP for 5 days as evidenced by
increased incidences of resorption sites and corresponding decreases in
numbers of live embryos. When mice were tested in a similar manner at
doses of 50 or 150 mg/kg, no dominant lethal effect was present. Thus
there appears to be quite a range of species variation in rats, rabbits

and mice with regard to the dominant lethal effect.
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Exposure of female rats to DBCP had no significant effect on their
ability to become pregnant. However, among the females exposed to DBCP
for 14 weeks before breeding, there was an unusually high incidence of
litters with 4 or fewer pups at 10 ppm. Each of the experimental groups
had one pup with acaudia or short tail, whereas none were seen in the
control group. This malformation is not uncommon among the offspring of
Spartan substrain Sprague-Dawley rats; the incidence of this defect in
control groups from teratology studies conducted in this laboratory is

0.2% (13/6192) among fetuses and 2% (11/538) among litters.

Treatment-related pathologic alterations were observed in male and
female rats exposed to 10 ppm of DBCP for 14 weeks, but not in those
exposed to 1.0 or 0.1 ppm. The effects in the rats exposed to 10 ppm
for 14 weeks included moderate testicular atrophy (males) and focal
aggregates of altered cells in the adrenal cortex (males and females).
Pathologic evaluation of the rats from the recovery portion of the study
showed treatment-related alterations in males and females in the 10 and
1.0 ppm exposure groups, but not in the groups exposed to 0.1 ppm. The
testicular alterations that were present in the 10 ppm males immediately
after the 14;week exposure period were almost completely reversed by the
end of the recovery period. On the other hand, the changes in the
adrenal cortex of males and females from the 10 ppm exposure level
progressed to the formation of cortical hematocysts, dilated cortical
sinusolds, foci of altered cortical cells and nodular hyperplastic

lesions of the cortex in some rats. In addition, increased numbers of
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female rats with an ovarian cyst were present at the 10 ppm exposure
level. Finally, brain effects consisting of focal or multifocal
mineralized deposits were present in males and females in the 10 ppm
exposure level. No treatment-related alteratione were recognized in any

of the rats from the 0.1 ppm recovery groups.

Our results are in agreement with Hasegawa, et al. (1979) who showed
marked weight reduction of the epididymides and testes in rats exposed

to 0.3-10 ppm DBCP. These authors also demonstrated recovery of

testes weight within 1-2 months. after exposure to 0.3-3 ppm DBCP.

However, after DBCP exposure of 8=10 ppm, recovery of testes weight

and the number of spermatozoa were not observed after 4 months.

In rabbits, decreases in sperm counts were seen at 1 and 10 ppm. The
length of the spermatogenesis cycle in the rabbit is approximately 10
weeks, Thus, the sharp decline in sperm counts seen in the 10 ppm
rabbits between the 8th through 10th weeks of the study indicated that
DBCP affected primarily spermatogonia. This was confirmed histologi-
cally. Sperm counts were decreased to a lesser extent among the 1 ppm
rabbits, and a longer period of exposure was required before an effect
was observed. Histologically, the testes of the 1 ppm rabbits were less
severely affected than the 10 ppm rabbits and a longer period of ex-
posure was required before an effect was observed. All of the 10 ppm
rabbits appeared to be infertile when mated during the l4th week of the

study (six weeks post~exposure). However, the fertility of the rabbits
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exposed to 1 ppm for 14 weeks was unaffected, in apite of the facd that
their average sperm count was less than half that of the control rabbits.

Two of the 5 high dose male rabhits regained their fertility when

|
]

evaluated at 41 weeks of the study. T

Four of ten rabbits exposed to 10 ppm of DBCP died during or shortly
after the period of exposure. In at least two cases, the cause of death
was due to lung changes typical of Pasteurella infection. It 1is possi-
ble that exposure to DBCP reduced the rabbits resistance to bacterial
infection. A predisposition toward secondary infection was reported by
Torkelson et al. (1961) in other species exposed to DBCP. Rakimatullaev
(1971) found changes in the microbial digesting function of thé raés

given 0.05 mg/kg/day of DBCP orally for eight months.

Increased FSH levels were noted in rabbits exposed to DBCP. These
increases are believed to reflect a stimulated bio-feed-back mechanism
which resulted from DBCP induced testicular damage. It is not likely
that the testicular degeneration seen in this study was directly caused
by changes in hormone levels. In this regard, Torkelson et al., (1961)
showed that administration of testosterone, cortisone, or ACTH in com-
bination with exposure to DBCP did not protect against the effects of

DBCP on the testes.

Rabbits exposed to 10 ppm had testicular alterations as early as 4 weeks
into the study and had nearly complete testicular atrophy by 8 weeks.

Those exposed to 1 ppm for 14 weeks developed moderate testicular atrophy
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(approximately 502 reduction in size). Following the recovery period,
the rabbits in both the 10 and 1 ppm groups had evidence of partial
reversibility of the testicular atrophy. Electrom microscopic evalua-
tion of testicular tissue confirmed the light microscopic effects and
also indicated increased numbers of abnormal sperm after the l4~week
exposure period which may or may not have been treatment-related. This

equivocal effect was not present after the recovery period.

In the present study, the rabbit was considerably more sensitive than
was the rat to the degenerative effects of inhaled DBCP on the testes.
Torkelson et al., (1961) reported a similar species difference between
rabbits and rats with regards to testicular weight. On the basis of the
first probe study with DBCP (Burek et al., 1980), the dog appeared to be
less susceptible than the rabbit but more susceptible than the rat. The
reason for these species differences is not known. It is not known
whether the differences in the metabolism and disposition of DBCP
account for this species variation rather than differences in the

intrinsic sensitivity of the germ cell.

From this study it is clear that inhaled DBCP has considerable potential
to adversely affect spermatogenesis and to reduce fertility at low
concentrations. However, animal data regarding the reversibility of
DBCP-impaired spermatogenesis is quite favorable. 1Im rabbits, severe
testicular damage was produced which resulted essentially in aspermia and

nearly complete absence of spermatogonia; yet, partial reversibility occurred
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within 8-9 months of this severe insult. The dominant lethal effect
observed in rats at 10 ppm was not present in male rats exposed to
1 ppm DBCP and was found to be reversible when the male rats were

mated 5 weeks after cessation of exposure.

In conclusion, exposure of rabbits to 1 amd 10 ppm of DBCP by inhalation
produced reduction in fertility as well as decreases in sperm count,
motility and viability. In rats, no effect on fertility was observed,
but a dominant lethal effect was evident at 10 ppm whi;h tended to
reverse by 5 weeks after termination of exposure. Testicular degenera-
tion and atrophy were observed in both species. The adverse effects of
DBCP on spermatogenesis were shown to be completely reversible in both
species at 1 ppm, however, at 10 ppm recovery was not complete under the
conditions of the test. It is significant to note that male rats and
rabbits displaying moderate testicular atrophy and other DBCP-induced
alterations were still fertile and upon breeding with unexposed females
were able to sire normal appearing pups. Electron microscopy showed
equivocal effects in the rabbits exposed to 0.1 ppm immediately following
the l4-week exposure period, but not after the recovery pefiod. Based

upon these results, it was concluded that the no effect level of DBCP is

approximately 0.1 ppm in both species.
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Table 1 f
DBCP: INHALATION FERTILITY STUDY IN THE RAT AND RABBIT

Chemical Analysis of DBCP

Pre-exposure? Post-exposure?
$ by weight
DBCP 97.3 96.6+0.4
Allyl chloride 0.5 0.5940.06
1,2,5,6=Tetrabromohexane 0.92 1.20£0.1
2=Chloropropane 0.35 0.38+0.04
l-Chloropropane 0.03 0.04x0.004
Epichlorohydrin 0.81 1.00£0.1
l-bromo-3-chloropropane 0.1l1 0.10£0.01

8The test material was analyzed for impurities by gas-liquid
chromatography 12 days prior to the first day of exposure and 40
days after the last day of exposure. Analysis was performed by
the Analytical Laboratories, Dow Chemical Company, Midland, MI.
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Table 2
DBCP: INHALATION FERTILITY STUDY IN THE RAT AND RABBIT

Experimental Design
Compound: 1,2 Dibromo=3-chloropropane
Species: Nev Zealapd white rabbits (males) and
Speague Davley rats (males and females)
Exposure: Inhalation, 6 hr/day, 5 days/week
Level: 0, 0.1, 1.0, 10.0 pm
Group Sizes: 10 male rabbits, 35 male and 35 female rats per level of exposure

Pre-Exposure Exposure (veeks)
(«2) -1 1 S & 71 B8 9 10

RABEITS

Body Weights
Semen Evaluation
Fertility
Hematology
Clinical Chemistry
Histology
FSH and
Testosterone

RATS
Body Weights
Males
Females
Fertility
Males
Females
Hematology (males
and females)
Clinical Chemistry
(males and
females)
Urinalysis
Males
Females
Histology
Males
Females
FSH and
Testosterone
(males and females)
Bone Marrow
(males and females)
(8lide Preparation)

X = Indicates that this parameter was monitored.

% = Indicate the npumber of animals evaluated.

11
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Table 2 {Continued}

DBCP: INHALATION FERTILITY STUDY IN THE RAT AND RABBIT

Experimental Design
Coupound: 1,2 Dibromo-3-chloropropane
Species: MNew Zealand white rabbits (males} and
Sprague Dawley rats (males and females)
Exposure: Inhelation, & hr/day, 5 days/week
Level: 0, 0.1, 1.0, 10.0 ppn
Group Sizes: 10 male rabbits, 35 male and 35 female rats per level of exposure

Post-Exposure {(weeks)
i5 16 17 1B 19 20 21 22 23 2h 25 26 27 28 29 30 31 32 33 3b 35 36 37 38 39 50 81 L2 L3 L% &5 L5

AABLITS

Body Weights X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X X
Semen Evaluation x x x X X x x x x x x x x X x
Fertility 208
Hematology

Clinical Chemistry

Histology

FSH end .
Testosterone

RATS

Body Weights

Males X X X X X X X X X X X X X X X X X X X X X X X X X X X X X x
Females X X X X X X X X X X X X X X X
Fertility

Males 8o 8o 8o 80 i
Females 79 T8

Hematology (males

and femalea)

Clinical Chemistry

(males and

females}
Urinalysis

Hales

Females
Histology

Males

Femalesa 15
FSH and

Testosterone

{males and femalea)

Th

X = Indicates that this parameter was monitored.

& = Indicates the number of animals evaluated.
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Table 3
DBCP: INHALATION FERTILITY STUDY IN THE RAT AND RABBIT

Inhalation Chamber Air Analysis for DBCP

Target Concentration, ppm

Nominal Concentration, ppm

Analytical Concentration, ppmb 0.101+.003 1.00+0.02 10.1%.2

Total Exposure Days 70 70 70

Exposure Days within £10% of
Mean Analytical Concentration 70 70 70

Average Daily Temperatureb 78+2°F 7612°F 7314°F

Average Daily Relative HumidityP 52x7% 57+£6% 4616%

4Nominal concentrations could not be determined because of the nature
of the vapor generation method (see text).

bMeantStandard Deviation
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1,2-DIBROMO~3~-CHLOROFPROPANE: INHALATION FERTILITY

STUDY IN RATS AND RABBITS

TEXT RAT TABLES - 4 TO 35
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TABLE

4

DBCP: INHALATION FERTILITY STUDY IN THE RATt
RAT: Male Body Weights
Week Of ppm=DBCP
Stud - 9'.'%'9, mean % S‘%ﬁ.g )a =
Pre-Exposure
-1 511430 522436 514436 526432
Exposure
1 518433 519434 514437 514435
2 519435 524443 519439 506£34
3 ) 528436 537437 517438 509£32
4 52644l 5424136 522438 509431
5 530438 554&34* 534440 522432
6 537438 561x37* 544442 529£34
7 539+36 55943 539144 531131
8 544435 563+38 551146 537+£34
9 54328 558138 552%46 53935
10 544£36 561438 545448 52342
11 557436 569439 556148 548434
12 561£37 574£40 560£49 550436
13 564436 578141 563447 553137
14 561437 571x42 551148 546£37
Post-Exposure
15 572%35 584135 568146 572139
16 585437 595137 58048 580140
17 586%38 601+35 581x47 589442
18 594£40 608438 589449 596%39
19 59440 606437 585£48 591438
20 599%40 616437 5923450 599440
21 611442 632437 604152 610%40
22 62453 636440 608x56 619+41
23 635455 645438 619459 631240
24 609£42 629436 592x59 608440
25 634459 636£39 612£55 62242
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TABLE 4 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RATt

RAT: Male Body Weights

Week Of Ppm—-DBCP
Stud - E%g, mean % S%!.bg.) =
26 624141 6514l 627£57 637443
27 636156 652441 631459 645141
28 650£57 666442 641£62 652444
29 634455 652£39 622454 637142
30 643457 660438 627458 647£42
31 645457 660438 633460 650445
32 653%59 669+40 647+£63 661+46
33 656160 669+42 650166 666£48
34 650£61 668440 650467 66548
35 642462 666417 646467 665447
36 644£69 670438 650+68 669+48
37 661453 682437 660471 678450
38 660454 681439 654470 676£49
39 66253 685£38 658473 682449
40 659455 686440 652%71 676149
41 62639 670+38* 64551 661+48*
42 631+40 676:39* 65051 662£53
43 630441 677£41* 65350 66367
460 607244 646136 618+73 63777

tMale rats were exposed to 0, 0.1, 1.0 or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
ternination of the exposure period, animals were maintained in
the laboratory for recovery.

astatistical outliers are excluded from calculation of the mean,
Grubbs test, p < 0.02.

Byalues for the 46th week represent fasted body weights taken
prior to necropsy.

*Significantly different from the control value by Dunnett's test,
p < 0.05.

See Table A~l for individual animal data.
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TABLE §

INHALATION FERTILIZTY STUDY IN THE RATt

Female Body Weights

ppm—DBCP

DBCP:
Week Of
Study 0
Pre=Exposure
-1 29319
Exposure
1 294417
2 297418
3 298119
4 30019
5 307419
6 310420
7 311+19
8 312118
9 315420
10 316420
11 324219
12 323419
13 322:19
14 328120
Post-Exposure
15-18b
19 348231
20 346428
21 348423
22 349421
23 347£22
24 346x21
25 348£20
26 354422

0.1 1.0
g, mean ¢ 57D,)4

303119

298+19
302¢20
306£19
312x]19*
315420
318+20
318¢22
320%21
322120
324420
330122
333424
333123
335+21

361425
352423
354424
348222
354120
349423
351¢22

359423

288422

291%l6
298419
299419
302418
309+l8
311%19
314x19
315+18
Jlszls
321421
327x20
328421
327422
330%22

366425
361w22
361422
359419
35619
358422
354£23
363426

294421

289+20
285¢18*
292£20
295£20
30118
30018
303£17

304x18
30917
30818
315419
317417
319419
322£20

348424
344224
340433
34127
345423
34323
346125
354430
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TABLE § (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RATt

RAT: Female Body Weights

Week Of ppm=DBCP

Stud ~ 9;%§, Aean % 5%&%)' =
27 352423 35826 365£27 352430
28 356422 362123 364+28 357430
29 354224 360427 362430 359431
30 355426 364£30 364126 365435
3 353124 356429 369+26 365£39
32 358325 369430 364229 362431

33-35P

40¢ 313223 324435 295161 321336

tFemale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Followin
termination of the exposure period, animals were maintained 3n
the laboratory for recovery.

dgtatistical outliers are excluded from calculation of the mean,
Grubbs test, p < 0.02.

Dfemales were bred to unexposed male rats during weeks 15, 16 and
32, 33 of the post-exposure period. During weeks 16, 17, 18 and
33, 34, 35 females were pregnant and due to deliver their young.
Body weights taken during these weeks are therefore not
reported.

C€values for the 40th week represent fasted body weights taken
prior to necropsy.

*Significantly different from the control value by Dunnett's test,
P < 0.05.

See Table A-2 for individual animal data.
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TABLE 6
DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Fertility Index for DBCP Exposed Male Rats

ppm DBCP
Week of .
study 0 0.1 1.0 10

2 100(20/20)8 100(18/18) 95(18/19) 95(19/20)
4 100(20/20) 95(19/20) 95(19/20) 95(19/20)

7 100(20/20) 95(19/20) 95(19/20) 90(18/20)
10 95(19/20) 95(19/20) 90(18/20) 100(20/20)
12 100(20/20) 95(19/20) 100(20/20) 95(19/20)
14 100(20/20) 100(20/20) 95(19/20) 100(20/20)
16 100(20/20) 100(20/20) 100(20/20) 100(20/20)
19 100(20/20) 95(19/20) 100(20/20) 95(19/20)
24 100(20/20) 95(19/20) 90(18/20) 100(20/20)
29 100(20/20) 100(20/20) 55(17/20) 100(20/20)
41 100(18/18) 95(19/20) 85(17/20) 89(17/19)

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
termination of the exposure period, animals were maintained
in the laboratory for recovery. Each exposed male rat was
housed with 2 unexposed females for a 7-day breeding period
during the designated weeks of the study.

¢ fertile males x 100

a I} )
Fertility Index (8) = # males housed with females

No value differed significantly from the control value by
Fishers exact probability test, p <0.05.

See Table A-3 through A-~13 for individual animal data.
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TABLE 7
DBCP: INHALATION FERTILITY STUDY IN THE RATT

Percentage of DBCP Exposed Males with
Two Pregnancies Among Two Females

ppm DBCP

65(13/20)2@

75(15/20)
65(13/20)
65(13/20)
75(15/20)
75(15/20)
80(16/20)
80(16/20)
65(13/20)
65(13/20)
61(11/18)

0.1

44(8/18)
70(14/20)
60(12/20)
85(17/20)
65(13/20)
85(17/20)
80(16/20)
75(15/20)
55(11/20)
85(17/20)
50(10/20)

1.0

53(10/19)

45(9/20)
60(12/20)
70(14/20)
90(18/20)
75(15/20)
60(12/20)
85(17/20)
60(12/20)
60(12/20)

45(9/20)

10
60(12/20)
55(11/20)
70(14/20)
65(13/20)
70(14/20)
65(13/20)
80(16/20)
60(12/20)
60(12/20)
55(11/20)

47(9/19)

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery. Each exposed male rat was housed
with 2 unexposed females for a 7-day breeding period during the
designated weeks of the study.

a # males with 2 pregnant females
# males housed with females

x 100 (%)

No value differed significantly from the control by Fisher's
exact probability test, p <0.05.

See Tables A-3 through A-13 for individual animal data.
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TABLE 8

DBCP: INHALATION FERTILITY STUDY IN THE RAT!

Numbers of Corpora Lutea Among Female Rats
Mated with D Xpose ales

ppm DBCP
Week of Study 0 0.1 1.0 10
2 15 & 22 14 = 2 15 & 2 14 = 2
4 15 & 2 15 £ 2 15 £ 1 14 £ 2
7 16 # 1 15 « 1 15 &« 2 14 & 2%
10 14 £ 2 15 % 2 15 £ 3 14 + 2
12 15 £ 2 15 £ 2 15 £ 2 14 £ 2
14 15 % 2 14 & 1* 14 & 2% 14 + 2
16 l6 + 1 15 £ 2 14 £ 2* 14 ¢ 1*
19 14 + 1 15 ¢+ 2 15 + 2 14 £ 2
24 14 £ 1 14 £ 1 14 £+ 1 15 ¢ 2
29 14 £ 2 14 £ 2 14 £ 1 15 + 2
41 14 + 2 14 + 2 14 £+ 1 14 + 2

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery. Each exposed male rat was housed
with 2 unexposed females for a 7-day breeding period during the
designated weeks of the study.

dMean & S.D. The average number of corpora lutea for the two
female rats bred to each male was calculated. Group means were
then calculated from these averaged values.

*Significantly different from the control value by Dunnett's test,
p <0.05.

See Tables A-3 through A-13 for individual animal data.
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TABLE 9 -
DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Numbers of Implantations Among Female Rats

Mated with DBCP Exposed Males

ppm DBCP
Week of
Study 0 0.1 1.0 10
2 14 £ 22 14 = 1 13 + 4 13 ¢ 2
4 13 £ 3 14 + 3 15 ¢ 2 13+ 3
7 15 & 1 14 = 2 14 & 2 13 = 2*
10 13 = 3 14 2 1 13 £ 2 12 £ 3
12 14 £ 2 14 + 3 14 £ 2 13 + 2
14 15 £ 1 13 = 2% 13 & 2% 14 = 2*
16 14 + 4 13 + 3 13 ¢ 2 14 ¢ 3
19 14 + 2 14 + 2 14 ¢+ 3 14 + 1
24 14 £ 13 = 2 J4 £ 2 14 = 1
29 14 + 1 14 £ 1 14 £ 2 131
41 13 £ 2 13 £ 2 13 £ 2 12 & 2

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
termination of the exposure pericd, animals were maintained in
the laboratory for recovery. Each exposed male rat was housed
with 2 unexposed females for a 7-day breeding period during the
designated weeks of the study.

@Mean & S. D. The average number of implantations for the two
female rats bred to each male was calculated. Group means were

then calculated from these averaged values.

*Significantly different from the control value by Dunnett's
test, p <0.05.

See Tables A-3 through A-13 for individual animal data.
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TABLE 10

INHALATION FERTILITY STUDY IN THE RATY

Numbers of Resorptions Among Female Rats Mated

With DBCP Exposed Males

ppm DBCP l

Week of |

Study 0 0.1 1.0 10,
2 1.1 #1.22 0.9 & 0.6 0.6 & 0.7 1.0 & 1.0
4 0.6 & 0.6 0.9 & 1.0 0.9 + 1.0 1.6 ¢ 1.4
7 1.1 % 0.8 1.2 £ 0.9 0.9 0.9 2.6 & 1.1
10 0.6 % 0.5 0.7 + 0.5 0.8 = 0.8 2.5 & 1.6
12 0.8 + 0.8 1.1 + 1.4 1.2 £ 1.0 2.1 % 1.2
14 0.6 0.7 0.6 & 0.7 0.7 = 0.6 2.3 £11.7
16 1.8 & 3.6 0.8 % 0.8 1.1 # 1.2 2.0 &1.6
19 0.6 & 0.4 0.9 + 1.0 0.4 % 0.4 1.5 + 1.2
24 0.6 = 0.8 0.9 = 1.0 0.8 &« 0.8 0.6 « 0.6
29 0.8 & 0.7 0.4 & 0.5 0.5 & 0.7 0.9 £ 1.0
a1 0.9 + 0.9 0.3 % 0.6 0.5 £ 0.7 0.6 + 1.0

tMale rats were

inhalation

termination of
the laboratory for recovery.

exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
for 6 hr/day, 5 days/week for 14 weeks.
the exposure period, animals were maintained in
Each exposed male rat was housed

Following

with 2 unexposed females for a 7~day breeding period during the
designated weeks of the study.

38Mean = S.D.

The average number of resorptions for the two
female rats bred to each male was calculated.
then calculated from these averaged values.

Group means were

Resorption data were transformed into percent and were analyzed
statistically using a modified Wilcoxon test.

See Tables A-3 through A-13 for individual animal data.
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TABLE 11
DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Pre~-Implantation Loss Among Female Rats

Mated with DBCP Exposed Males

ppm DBCP

Week of
Study 0.1 1.0

2 2 % 4% 16 + 22

[
o

4 11 £ 15 549 *
i 10 & 12 10 £ 12
10 7 & 11 12 & 15
12 11 & 14
14 6 + 10
16 19
19 8
24 10

t
%
*
t
£
p
t
t
£
-4

29 5
41 10

W

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery. Each exposed male rat was housed
with 2 unexposed females for a 7-day breeding period during the
designated weeks of the study.

¢ Corpora Lutea -« § implantation x 100
# Corpora Lutea

The average pre-implantation Loss for the 2 females bred to each
male rat wasg calculated. Group means were then calculated from
these averaged values. Values are reported as mean % standard
deviation.

dpre-implantation Loss (%) =

bp=0.051, modified Wilcoxon test.

*Significantly different from control value by a modified Wilcoxon

test, p <0.05. DO 131120

oL . CONF TDENT TA!
See Tables A=3 throuah A-13 for individual animal data.
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TABLE 12
DBCP: INHALATION FERTILITY STUDY IN THE RATt

Post Implantation Loss Among Female Rats

Mated with DBCP Exposed Males

ppm DBCP
Week of
Study 0 0.1 1.0 10
2 8 + 9a 6 & 4% 8 + 14 8 £ 7
4 414 8 + 10 7 &£ 10 12 & 1lo*
7 7+6 10 £ 12 8 7 21 + 8"
10 5 & 4 54+ 3 6 + 8 21 & 14"
12 6+ 6 11 & 18 9+ 7 19 + ‘14*
14 45 4 %5 5% 5 17 & 13*
16 7 £ 10 7+ 8 8 + 8 16 + 15*
19 54+ 3 7+8 33 11 £ 9*
24 4+6 8 + 13 6t 6 5% 5
29 6 £ 5 3 £+ 4* 4 £ 5 77
41 8 +9 5+ 8 3t 4 69

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of :DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery. Each exposed male rat was housed
with 2 unexposed females for a 7-day breeding period during the
designated weeks of the study.

8post-Implantation Loss (%) = ¥£T%§§§§§§%%g§§ x 100.

The average post-implantation loss for the 2 females bred to each
male rat was calculated. Group means were then calculated from
these averaged values. Values are reported as mean = standard
deviation.

*significantly different from the control value by a modified
Wilcoxon Test, p<0.05.

See Tables A-3 through A-13 for individual animal data. ]
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DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Incidence of Alterations Among Litters of Unexposed Female
Rats Bred to DBCP Exposed Males During wWeek 41
of the Study

ppm, DBCP

0.1 1.0 10.0

No. of pups (litters)
examined 322(27) 330(26) 307(25) 316(26)

Number of pups (litters) affected

Exencephaly and
Spina Bifida - 1(1)28 0(0) 0(0) 0(0)

Short tail 0(0) 1(1) 0(0) 0(0)
Bent tail 0(0) 0(0) 1(1) 0(0)

Sex ratio of fetuses
(M:F) 52:48 51:49 49:51 46:54

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery. Each exposed male rat was housed
with two unexposed females during the 41st week of the study.
These females were sacrificed on day 20 of gestation and the
fetuses were examined for external alterations and cleft palate.

AThese alterations were observed in the same litter.

No values differed significantly from the control value by a
modified Wilcoxon test, p<0.05.

See Table A-14 for individual animal data.
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TABLE 14
DBCP: INHALATION FERTILITY STUDY IN THE RAT'
Reproductive Parameters - Fertility Index and Survival

Indicies for Female Rats Exposed To DBCP by Inhalation
(Bred during week 15 and 16 of the study period)

ppm DBCP
0 0.1 1.0 10

No. of females 193 20 20 20
% (no.) pregnant 74(14) 70(14) 85(17) 75(15)
Live pups, day 0P 623 10 £ 3 9+ 3 7%5
Dead pups, day 0° 0.4 £ 0.8 1.0 % 2.3 0.841.2 0.821.1
Average Littar _

size 2€ 9 % 3 1nz3 10 2 9+ 5
Live pups, day 1P.d 8 & 2 9 4 4 9% 2 8+ 4
Gestation survival

index (%)Pre 96 & 9 92 + 19 92 & 12 83 & 28
l-Day surviva

index ()b 98 £ 5 95 £ 14 99 + 3 94 £ 19
Sex ratio of pups

(M:F), day 1 44 ; 56 57 :+ 43 48 : 52 44 : 56

TFremale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks, Following
termination of the exposure period, animals were maintained in
the laboratory for recovery. Following termination of exposures
(weeks 15 and lé of the study) each female was housed with two
different unexposed male rats, each for a 5-day period.

%one control female died during the 15th week of the study.

byean & standard deviation.

-

Total number of pups born, alive plus dead. -

dIn some cases, the litter size was greater on day 1 than on day 0
because the dam was still delivering when the data were recorded
on day 0.

8The percentage of newborn pups that were alive.

fThe percentage of liveoorn pups that survived for one day.

No values were significantly different from the control means by
the appropriate statistical test, p <0.0S.

See Table A=lS for individual animal data.
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TABLE 15
DBCP: INHALATION FERTILITY STUDY IN THE RAT!

DBCP - Exposed Female Rats Bred to Unexposed Male Rats:
Results of External Examination
Of 1l-Day 0ld Pups
(Bred during week 15 and 16 Of the study period)

ppm DBCP
0 0-1 llo 10

No. of pups
(litters) examined 108(14) 131(14) 157(17) 118(15)

Number of pups (litters) affected

Acaudia or

short tail 0(0) 1(1) 1(1)a 1(1)a
Hematoma, ‘

umbilical region 0(0) 0(0) 1(1) 0(0)
Runts 0(0) 1(1) 1(1) 0(0)
Emaciated pup 0(0) 0(0) 0(0) 1(1)

Hypothermia as -
determined by
touch 0(0) 5(1) 0(0) 3(1)

Tremale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery. Following termination of exposures
(weeks 15 and 16) each female was housed with two different
unexposed male rats, each for a 5-day period.

AThe acaudate or shortened tail pups in the 1 and 10 ppm groups
also had imperforate anus.

No value differed significantly from the control value by a
modified Wilcoxon test, p<0.05.

See Table A-15 for individual animal data.
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TABLE 16

DBCP: INHALATION FERTILITY STUDY IN THE RAT!

Reproductive Parameters-Fertility Index and Survival Indicies

for Female Rats Expo

sed to DBCP by Inhalation

(Bred during week 33 and 34 of the study period)

_ppm DBCP
0 0.1 _1.0 10‘
No. of females 192 20 20 192
t (no.) pregnant 42(8) 45(9) 85(11) 53(10)
Live pups, day 0P 444 844 64 545
Dead pups, day 0P 0.320.5 0.120.3 0.4£0.7 0.2£0.4
Average Litter Sizeb.¢ 64 Bxd 7+4 625
Live pups, day 1P.d 54 Bad 6ukd 645
Gestation survival
index (%)bre 9549 96all 89430 83435
1-Day survival : '
indexb 92422 9747 10040 9943
Sex ratio of pups
(M:F), day 1 47:53 56344 37:63 48:52

TFemale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery., During weeks 33 and 34 of the
study, each female was housed with two different unexposed male
rats, each for a 5-day period. .

3one control female died during the 15th week of the study. One
high dogse female died during the 32nd week of the study.

bMean + standard deviation.

€Total number of Pups born, alive plus dead.

dxn some cases, the litter size was greater on day 1 than on day ©
because the dam was still delivering when the data were recorded
on day 0.

€ohe percentage of newborn pups that were alive.

fohe percentage of liveborn pups that survived for one day.

No external malformations were observed in the pups examined.

No values were significantly different from the control means by
the appropriate statistical methods, pP<0.05.

See Table A-16 for individual animal data,
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) TABLE 17
DBCP: INHALATION FERTILITY STUDY IN THE RATf
HERITABLE TRANSLOCATION STUDY

Reproductive Parameters for Unexposed Female Rats Mated
with the F; Males of DBCP Exposed Male Rats

ppm DBCP

[ 01 1.0 10-0
Fertility Index@ 100{17/17) . 94 (16/17) 100(19/19) 90(18/20)
Average Corpora Luteab 14+2 1442 15%] 14x2
Average Implantationsb 14z2 15+2 1342 1442
Average Resorptionsb 0.6x0.7 0.7+0.6 1.1+1.2 0.540.5
Pre-Implantation Lossb.¢ 619 243 11414 8+11
Post-Implantation LossP (4 6+12 5+4 111+13* 444

*po male rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day,

5 days/week for 14 weeks. During the first week post-exposure, each male rat was housed
with an unexposed female rat. F) males resulting from this mating were raised to maturity
and housed with two unexposed females for 7 days.

a - § fertile males
Male Fertility Index (%) ¥ Tales housed with Temales X 100

byean &+ S.D. The Average value for the two unexposed female rats bred to each F; male was
calculated. Group means were then calculated from the averaged values.

c _ _ % corpora lutea - § implantations
Pre-implantation Loss (%) = ¥ corpora Tutea x 100

# resorptions 100

dpost-implantation Loss (%) = ¥ Tnplantations

*Significantly different from control value by a modified Wilcoxon test, p<0.05.
S e Tabl A-17 for individual animal data.
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TABLE 18
DBCP: INHALATION FERTILITY STUDY IN THE RAT!

Male Rat: Hematologic Evaluation

Week of ppm RBC x Hgb WBC x WBC Differential Count (%)

PCV

Study DBCP n 3 106/mm3 g/100 ml 103/mm3 Neut Lymph Mono Eosin Baso
-1 0 5 52 £+ 13 8.6 £ 0.7 16.0 = 1.0 20.3 + 4.2 8 89 2 1 0
0.1 5 49 ¢+ 2 9.0 £ 0.5 15.9 ¢ 0.4 21.5 £ 1.5 9 85 5 1 0

1.0 5 50 ¢ 0;5 8.8 + 0.2 16.2 + 0.3 19.9 t 2.0 10 88 1 1 0

10.0 5 48 + 3 8.8 + 0.3 . 15.8 £ 0.5 17.6 £ 3.4 7 88 2 3 0

9 0 5 51 £ 1 8.8 &+ 0.5 16.5 £ 0.6 14.8 1.9* 11 84 4 1 0
0.1 5 54 &+ 3 9.3 + 0.5 17.3 ¢ 1.2 10.6 3.3* 14 813 2 1 0

1.0 5 50 £ 1 8.8 + 0.4 16.7 £ 0.5 10.3 1.9* 12 86 1 1 0

10.0 5 52 + 2 8.9 + 0.5 16.6 £+ 0.3 10.1 + 1.4 16 80 3 1 0

13 0 5 50 £ 2 8.8 £ 0.6 16.6 % 0.5 19.9 £ 2.9 15 81 2 2 0
0.1 5 50 + 3 8.6 + 0.7 16.6 = 1.1 17.5 % 5.3* 18 78 2 2 0

1.0 5 52 + 2 8.8 £ 0.3 17.2 £ 0.4 14.0 £ 2.2 11 87 1 1 0

10.0 5 50 & 1 8.5 % 0.2 16.6 * 0.4 14.2 £ 2.6 19 78 1 2 0

1Hale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day, 5 days/week
for 14 weeks. Following termination of the exposure period, animals were maintained in the laboratory

for recovery.
9Mean + S.D.

*Significantly different from the control value by Dunnett's test, p<0.05.

See Table A-18 for individual animal data.
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Week of
Study

(R=]

-1

13

tFemale rats were exposed
for 14 weeks.
for recovery.
aMean + S.D.
*Significantly different from the control value by Dunnett's test, p<0.05.
See Table A-19 for individual animal data.
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TABLE 19

Female Rat:

Hematologic Evaluation

DBCP: INHALATION FERTILITY STUDY IN THE RAT'

(6, MO WS NS, ] U

(S NS N RS

Hgb WBC x WBC Differential Count (%)
g/100 103/mm3 Neut Lymph
47 x 1 £ S 14.8 & 15.6 7 90 2 1 0
45 t 2 + 14.8 £ 12.7 % 9 88 1 2 0
49 2 2 + 15.5 % 11.1 % 6 92 1 1 0
49 t+ 3 + 16.2 t 11.6 ¢ 8 90 1 1 0
50 + 2 + 0.4 16.1 & 10.2 # 12 86 1 1 0
48 + 4 £ 0.6 16.0 9.2 & 15 80 3 2 0
50 £ 2 + 0.4 16.0 = 11.9 % 9 88 2 1 0
49 + 2 + 0.4 15.9 % 14.1 11 85 1 3 0
48 = 4 x 0.4 l16.1 ¢ 13.6 % 12 85 1 2 0
48 £ 2 # 0.2 16.0 % 11.1 * 13 84 1 2 0
50 & 3 % 0.5 16.4 & 1l.6 % 11 85 2 2 0
49 = 2 * 0.4 16.9 & 12.2 & 15 81 2 2 0

Following

to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day, 5 days/week
termination of the exposure period, animals were maintained in the laboratory
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TABLE 20
DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Male and Female Rat: Prothrombin Time

ppm DBCP

Sex Week of Study n 0 n 0.1 n 1 n 10

Prothrombin time (seconds)

M 9 (5) 19i4a (5) 2216 (5) 2316 (4) 22111
M 13 (4) 15zl (5) 1lex2 (5) 1le6x2 (5) 1l4tl
F 9 (5) 3145 (5) 204 (5) 19£1* (5) 3312
F 13 (5) ith (5) 17x2 (5) 16zl (5) 1512

TRats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation
for 6 hr/day, 5 days/week for 14 weeks. Following termination of
the exposure period, animals were maintained in the laboratory
for recovery.

8Mean * S.D.

*Significantly different from the control value by Dunnett's test,
p <0.05.

See Table A-20 for individual animal data.
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TABLE 21
DBCP: INHALATION FERTILITY STUDY IN THE RAT!

Male and Female Rat: Clinical Chemistry Values
{14th Week of Study)

Sex ppm DBCP n BUN, mg/100ml SGPT, mU/ml AP, mU/ml

M 0 5 18 ¢ 228 26 + 3 58 £ 7
M 0.1 5 19 ¢+ 2 41 ¢ 35 88 + 80
M 1.0 5 16 £ 2 29 £+ 6 58 t 18
M 10.0 5 17 £ 3 28 £ 4 67 £ 11
F 0 5 17 £ 2 19 £ 3 47 + 16
F 0.1 5 17 £+ 3 16 ¢ 3 41 £ 7
F 1.0 5 17 £ 2 18 + 2 33 + 4
F 10.0 5 16 + 2 22 + 17 56 + 18

TRats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation
for 6 hr/day, 5 days/week for 14 weeks. Following termination of
the exposure period, animals were maintained in the laboratory
for recovery.

8Mean + S.D.

No value differed significantly from the control value by Dunnett's
test, p <0.05,

See Table A-21 for individual animal data.
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TABLE 22
DBCP: INHALATION FERTILITY STUDY IN THE RAT!

Male and Female Rat: FSH and Testosterone levels

Week of
Study Sex ppm DBCP n FSI {nanogram/ml) Testosterone (nanogram/ml)
4 M 0 5 309 + 534 3.5 £ 2.5
M 0.1 5 324 & 65 2.8 £ 1.3
M 1.0 5 283 + 55 3.4 £ 1.7
M 10.0 5 392 £ 51 4.3 £ 2.0
14 M 0 5 297 + 143 0.7 + 0.3
M 0.1 5 214 + 22 2.2 + 1.4
M 1.0 5 301 + 28 1.9 + 1.2
M 10.0 5 334 4+ 48 1.0 + 1.0
4 F 0 5 144 1 30
F 0.1 5 147 £ 31
F 1.0 5 195 + 108
F 10.0 5 209 + 71
14 F 0 5 119 + 29
F 0.1 5 176 + 78
F 1.0 5 116 + 34
F 10.0 5 140 + 30

TRats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day, 5 days/week
for 14 weeks. Following termination of the exposure period, animals were maintained in the

laboratory for recovery.
aMean ¢ S.D.

No value differed significantly from the control value by Dunnett's test, pE.OS.f

See Tables A-22 and A-23 for individual animal data.
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TABLE 23

DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Male Rat: Urinalysis

Week of ppm Specific
Study DBCP n Gravity pH Sugar Protein Ketones Bilirubin Blood Urobilinogen

9 0 4 1.042 % 0.0022 6.0 - 7.0 Neg 1+ to 3+ Neg Neg Neg 1.0
0.1 3 1.043 % 0.012* 6.0 - 7.0 Neg 1+ to 3+ Neg Neg Neg 1.0

1.0 4 1.060 z 0.006 6.0 - 7.0 Neg 2+ to 3+ Neg Neg Neg 1.0

10.0 3 1.033 ¢ 0.006 6.5 - 7.0 Neg 1+ to 3+ Neg Neg Neg 1.0

13 0 3 1.050 £ 0.010 6.0 - 7.0 Neg 1+ to 3+ Neg Neg Neg 1.0
0.1 2 1.054 % 0.023 6.0 - 6.5 Neg 2+ to 3+ Neg Neg Small(1)P 1.0

10.0 4 1.034 + 0.014 6.5 - 7.0 Neg 1+ to 4+ Neg Neg Neg 1.0

14¢ 0 5 1.013 & 0.013, 6.0 - 7.0 Neg Trace to 3+ Neg Neg Trace{1)b 1.0
0.1 5 1.047 & 0.007 6.0 - 8.0 Neg 3+ Neg Neg Neg 1.0

1.0 4 1.034 + 0.012" 6.0 - 8.0 Neg 2+ to 3+ Neg Neg Neg 1.0

10.0 5 1.018 & 0.007 6.0 - 8.0 Neg 2+ to 3+ Neg Neg Neg 1.0

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day, 5 days/week for
14 weeks. Following termination of the exposure period, animals were maintained in the laboratory for
recovery.

aMean % S.D.

b( ) indicates number of rats affected.

Cpue to difficulty in obtaining urine samples from male rats during the 13th week,
additional urine samples were obtained at the time of necropsy in the 14th week.

*Significantly different from the control value by Dunnett's test, p<0.05.

See Table A-24 for individual animal data.
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TABLE 24

DBCP: INHALATION FERTILITY STUDY IN THE RATT

Female Rat: Urinalysis

Sugar Protein Ketones Bilirubin Blood Urobilinogen

Neg Trace to Neg Neg Neg
Neg Trace to Neg Neg Neg
Neg Trace to Neq Neg Heg
Neg Trace to Neg Neg Neg

Tremale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day, 5 days/week for
14 weeks. Following termination of the exposure period, animals were maintained in the laboratory for

recovery.

8Mean # S.D.

No value differed significantly from the control value by Dunnett's test, p<0.05.

See Table A~25 for individual animal data.
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TABLE 25

DBCP: INHALATION FERTILITY STUDY IN THE Ratt

Interim (4 weeka and 1k weeka) and Terminal (U6 weeks) Sacrifices

Body Wt. Brain Heart Liver Kidneys Testea __Epididymides
g g g/100g g 2/100g & &/100g g &/100g g g§/100g g g/100g

skl £ h0® 1.9910.05 0.3720.03 1.6310.12 0,304£0,02 19.k ¢ 1.6 3.5920.19 3.9620.12 0.7420.04 4.3740.17 0.8140.0% 1.5T+0.06 0.2940.02
529 + 35 1.9840.08 0.3720.02 1.5940.21 0.30£0.02 17.T # 2.5 3.3420.28 3.5740.51 0.6720.06 k.23:0.13 0.8040.07 1.4920.07 0.2810.02
+536 ¢+ 42  2.0040.08 0.3740.03 1.5130.06 0.28+0.01 19.6 + 3.2 3.6440.28 3.7h20.27 0.7020.06 3.97+0.1k%0.7L20.04 1.4340.09%0.2740.03
k96 ¢ 30  2.0310.09 0.42:0.01 1.k5$0.12 0.2940.02 18.8 + 1.2 3.8030.15 3.73£0.30 0.75:0.06 4.1540.09 0.8U+0.05 1.5120.10 0.31+0.02
51T # 45 1.9940.03 0.39#0.03 1.57+0.12 0.30#0,01 1k.2 # 1.6 2.75+0.2h 3.50+0.42 0.68+0.06 L.0u+0.38 0.7920.13 1.h5+0.15 0.28+0.02
538 & 48  2.0170.06 0.38:0.03 1.6730.19 0.3120.03 1k.2 + 1.8 2.63$0.19 3.T7140.48 0.69:0.07 4.15+0.12 0.7810.06 1.k9+0.06 0.284+0.03
522 # 27 2.0320.11 0.39#0.01 1.69+0.18 0.3240.0h 1.k + 1.k 2.75+0.15 3.7610.48 0.7230.06 4.19+0.21 0.80+0.04 1.4940.07 0.29:0.02
492 ¢+ 20  1.9320.06 0.39:0.02 1.4840.05 0.30:0.02 15.0 + 1.h 3.00+0.17 3.9740.29 0.8120.06"2,7140.19%0.55£0.02"1.1340.08%.230.01*
607  kh  2.0620.06 0.3410.02 1.8630.1k 0.3120.02 19.3022.70 3.1810.41 5.0540.83 0.8430.17 k.4140.33 0.7320.05 1.6620.1k 0.2740.02
6h6 + 36  2.08+0.06 0.3240.02 1.86+0.15 0.2910;02 19.8442.54  3.0740.32 14.9940.59 0.77+0.08 k.60+0.38 0.7140.08 1.7540.1h 0.27+0.03
618 + T3  2.0410.09 0.3440.07 1.8620.21 0.30£0.03 19.4843.36 2.1640.45 5.0941.11 0.8310.16 §.48+0.40 0.7320.10 1.6840.16 0.2840.03
637 £+ 1T 2.0120.0T7 0.3240.04 1.94:0.20 0.31:£0.04 20.8443.02 3.2740.26 5.4320.67 0.8640.17 k.1310.57 0.6610.08%1.6240.24 0.2630.0k

thale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hrfday, 5 days/week for
exposure period, animals were maintained in the laboratory for recovery.

'Signiricant.ly different from the control value by Dunnett's test, p<0.05.

See Table A-26 for individual animal data.

-'I"' ‘;1-
Week of ppm
Study DBCP n
y /] 5
[ 0.1 5
L] 1.0 5
[ 10.0 5
ih 0 5
1L 0.1 5
1h 1.0 5
1Y 10.0 5
h6 0 17
46 0.1 19
he 1.0 18
L6 10.0 20
%4ean ¢ S.D.
3
3 ) AN
0 1
D ‘{DFN

14 weeks. Followving termination of the
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TABLE 26
DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Female Rats: Organ Weights and Organ/Body Weight Ratlos Determined at the
Interim |4 weeks and 14 weeks) and Terminal (L0 weeka] Sacriflces

Week of Ppm Body Wt. Brain Heart Liver Kidneys
_Study Dbece L] £ g _§100g & _&/100g £ 8/100g & gJ100g
i ] 5 285 % 50% 1.77¢0.07 0.64+0.12 1.0310.08 0.37+0.06 11.15#1.38  3.98+0.64 2.2440.17 0.8020.1h
L 0.1 5 302 # 11 1.84+0.08 0.6110.04 0.99+0.0h  0.33:0.01 10.19:+0.62 3.38+0.21 2.2240.15 0.T420.05
(h 1.0 5 301 23 1.8440.08 0.6120.03 0.99+40.08  0.33+0,02 9.94+1.17  3.3040,.22" 2.2410.15 0.75#0.05.
L 10.0 5 279 &+ 20 1.8110.06 0.65:0.05 0.9410.09  0.3410.04 10.0840.43  3.6320.34 2.1420.20 0.7740.11 .
14 o 5 303 +£ 33 1.81+0,03 0.6010.07 0.9740.06  0.3240,02 7.88+1.02 2,6040.14 2.11#0.2¢  0.T70#0.0h
14 0.1 5 317 ¢t 26 1.8540.04  0.5910.0L 1.1240.11" 0.3510.03 T.9540.61 2.5130.0k4 2.3540.17 0.TW20.06
1k 1.0 5 284 ¢ 12 1.8230.06 0.6410.03 0.9440.07  0.3310.01 71.0540.L2 2.5940.12 2.1640.09 0.7640.03
1L 10.0 5 298 + 14 1.88+40.08 0.63+0.04 1.01+0.06 0.3h+0.03 8.43+0.89 2.82+0.19 2.3520.09 0.79+0.06"
Lo 0 19 313 ¢ 23 1.87#0.06 0.6010.0h 1.22$0.08  0.3910.03 11.3521.28  3.6410.47 2.6510.24  0.85$0.08
Lo 0.1 20 324 35 1.84:0.07 0.57:0.06 1.17#0.12 0.3640.04 11.12+1.%2 3.h440.37 2.50+0.18 0.7840.10
Lo 1.0 19 295 £ 61 1.8520.05 0.6610.19 1.1520.16  0.4020.04 10.5343.26  3.5510.51 2.5240.33  0.8820.17

Lo 10.0 17 321 t 36 1.8610.05 0.5940.05 1.2040.10 0.38:0.04 12.23#2.23  3.8310.75 2.T140.27 0.85:0.10

TPemale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hrfday, 5 daysfweek for 1k weeks.
Following termination of the exposure period, animals were maintained in the laboratory for recovery.

8Mean z S.D.
'Slgnlﬂcanuy different from the control value by Dunnett's teat, p<0.05.

See Table A-2T for individual animal data.




TABLE 27

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATEOLOGIC OBSERVATIONS ON RATS
FEOM THE 4-WEFX INTERDN KILL

Diagnosis Exposurs Lavel
Code Observations (ppm) Mals Female
Number of rats per group 5 5
0.1 5 5
1.0 5 5
10.0 5 5
GENERAL
E-1 No visible lesions 0 3 5
0.1 3 3
1.0 5 4
10.0 5 5
URINARY SYSTEM
P-3 Mineralization of renzl cortex or palvis 0 0 -
- 0.1 2 -
1.0 0 -
10.0 0 -
FEMALE REPRODUCTIVE SYSTEM
LL-8 Clear fluid distending uterine horn(s) ) - 0
0.1 - 2
100 - 1
10.0 - 0
INTEGUMENT AND SUBCUTANEOUS
-7 Abscess or inflammation of preputial gland 0 2 -
0.1 1 -
1.0 0 -
10.0 0 -

- Indicates none examined or not applicable.
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TABLE 28

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVEREY STUDY
OF DBCP IN RATS AND RABBITS

" HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON RATS
FROM THE 4-WEEK INTERIM KILL

Exposurs Lavel
Observations (ppm)
Number of rats per group 0
0.1
1.0
10.

MALE REPRODUCTIVE SYSTEM
Testes — Number of tissues examined

[
oOHOO
B
[~R -0 ]
LI S A |

No visible lesions

[
(=R =0
LI I I |

P
cCo-

Atrophy (decreased spermatogenesis of individual
seminiferous tubules, includes individusl semi-
nifarous tubules containing predominantly sertoli
cells) - focal or multifocal, slight

RO MWV LLLLWL
L B ]

[

Epididymides - Number of tissues examined

—
orHrOoO
R
(=N =0

Iio visible lasions

[
O!—‘OO
.

(=N N

Aggregate of monomuclesr lymphoid cells, peri-
vascular - focal

[
o+ OO
N
OO
LI |

Prostate ~ Number of tissues examined

[
orHOoOO
PR
(=R -0 o
LI I I |

No visible lesions

[
o=Ooo
.« v w
O O
LI I I |

Aggregate of monormuclear lymphoid cells
~ focal or multifocal, interstitial

HHERNE ML WAL OO0 VMR LAL VUL WBWL
1

[
OI:‘OO
.

(=R =3
LI I I |

Seminal Vesicles — MNumber of tissues examined

-
- or .

oo
LI I I |

No visible lesious

oow

Coagulating Gland - Mumber of tissues examined

-
. e
f=N =)
]

No visible lesgions

[
oOHOOD ODHOO OFHOO O 00
. .
MLy Lrinnlby LMUTLIWKLY LnLiiawn
1

O-OI-‘
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= Indicates none examined or not applicable.
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TABLE 28 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON RATS

FROM THE 4-WEEK INTERIM KILL

Disgnosis : Exposure Level
Code Observations (ppu) Male Female
Number of racs per group 0 5 ]
0.1 5 5
1.0 5 5
10.0 5 5
FEMALE REPRODUCTIVE SYSTEM
Ovaries - Number of tissues examined 1] - 5
0.1 - 5
1.0 - 5
10.0 - 5
Qu=1 No visible lesions 0 - 5
0.1 - 5
1.0 - 5
10.0 - 5
Oviducts - Number of tissues examined 0 - 5
0.1 - 5
1.0 - 5
10.0 - 5
oD=-1 No visible lesions 0 - 5
0.1 - 5
1.0 - 5
10.0 - 5
Uterus - Number of tissues examined 0 - 5
0.1 - 5
1.0 - 5
10.0 - 5
U=-1 No visible lesiona 0 - 5
0.1 - 5
1.0 - 5
10.0 - 5
Cervix - Number of tissues examined 0 - 5
0.1 - 5
1.0 - 5
10.0 - 5
c=1 No visible legions 0 - 5
0.1 - 5
1.0 - 5
10.0 - 5
NERVOUS SYSTEM
Brain = Number of tigsues examined 0 5 5
0.1 5 5
1.0 5 5
10.0 5 5
B-1 No visible lesions 0 5 5
0.1 5 5
1.0 5 5
10.0 5 5
ENDOCRINE SYSTEM
Adrenal Glands - Number of tissues examined 0 5 5
0.1 5 5
1.0 5 5
10.0 5 5
A=l No visible lesions 0 5 5
0.1 4 5
1.0 4 5
10.0 5 5

- Indicates none examined or not applicable.
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TABLE 28 (Continued)

SUBCHRONIC INBALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES YXAMINED ON RATS
FROM THE 4-WEFX INTERIM KILL .
Diagnosis Exposure Level
Code Observations {ppm) Male Female
Number of rats per group 0 5 5
0.1 5 5
1.0 5 5
10.0 5 5 J
ENDOCRINE SYSTEM (cont'd)
Adrenal Glands (cont'd) ‘
A=2us Focus(1i) of alceread caells, cortex 0 0 0
= uynilateral, slight 0.1 0 0
1.0 1 0
10.0 0 0
A-l4bs Increased vacuolization, cortex 0 0 0
= bilateral, slight 0.1 1 0
1.0 0 0
10.0 0 0
- Indicates none ezamined or not applicabla. - I
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TABLE 29

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGIC OBSERVATIONS ON BATS

FROM THE 14-WEEK INTERIM KILL

Diagnosis Exposure Level
Code Observations {ppm) Male Female
Number of rats par group 0 ] 5
0.1 5 5
1.0 5 5
10.0 5 5
ADRENAL GLANDS
A4 Unilateral absence of adrenal 0 - 0
0.1 - 0
1.0 - 1
10.0 - 0
EYES
D-1 Exophthalmug 0 - 1
0.1 - 0
1.0 - 0
10.0 - 0
D=2 Intraoccular cloudiness 0 - 1
0.1 - 0
1.0 - 0
10.0 - 0
D-3 Cloudiness of cornea(s) 0 0 0
0.1 1 1
1.0 0 0
10.0 0 0
GENERAL
E-1 No visible lesions 0 2 3
0.1 3 4
1.0 5 4
10.0 0 4
E-2 Nodule of necrotic omental or mesometrial fat 0 - 2
0.1 - 0
1.0 - 0
10,0 - 0
MALE REPRODUCTIVE SYSTEM
L-1 Decreased size of testicle(s) with or without 0 2 -
mineral-like lesions 0.1 0 -
1.0 0 -
10.0 5 -
1-2 Dark or tan appearance of testes 0 0 -
0.1 0 -
1.0 0 -
10.0 3 -
L-19 Irregular pale area on testicle 0 1l -
0.1 0 -
1.0 0 -
10.0 0
RESPIRATORY SYSTEM ’
M-1 Dark or red focus(i) in lungs 0 0 -
0.1 1 -
1.0 0 -
10.1 1 -
~ Indicates none examined or not applicable.
DO 1321140
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TABLE 29 (Continued)

SUBCERONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGIC OBSERVATIONS ON RATS
FROM THE 14-WEEK INTERIM KILL

Diagnosis Exposure Level
Code Observations (pmm) Male Female
Number of rate per group 0 5 5
0.1 5 3
1.0 5 5
10.0 ] 5
URINARY SYSTEM
-7 Focal dark, depressed foci or area(s) in kidney 0 1 -
0.1 0 -
1.0 0 -
10.0 0 -
. INTEGUMENT AND_SUBCUTANEOUS
=1-(1) Subcutaneous mags - inguinal, memmary or midcervical 0 - 0
ragion 0.1 - 0
1.0 - 0
10,0 - 1
Q=4 Absceas of clitoral gland 0 - 1
0.1 - 0
1.0 - 0
10.0 - 0
Q=7 Abscess or inflammation of preputial gland 0 1 -
0.1 0 -
1.0 0 -
10.0 0 -
~ Indicates none examined or not applicable.
Do
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TABLE 30

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON RATS
FROM THE 14-WEEK INTERIM KILL

Exposure Level
Obsarvations {ppm) Male
Number of rats per group 0
0.1
1.0

UIUlUDUIE
L]

h—
S
o

LIVER
Number of tissues examined

[y
« s s
QO

No visible lesions

-
. e
(=R -0

Aggregates of mononuclear, lymphoid or reticulocndo-
thelial cells - focal or multifocal

H
(=N =0 o

Biliary hyperplasia
- foecal or multifocal, slight

[
e .
[=R-F o

Coagulation necrosis and inflammation
- focal

P
s .
(= R0 )

Chrounic active inflammation, portal triads
- moderate

[
OHOO OMOO OHOO OHOO OMHOO OHOO

QOO HFHOO DOFHDO NHEORKN WWHhW LBTUALLWL
QOO0 OO0 D000 HORNKH BPUWES AL

[
s
cCoR

URINARY SYSTEM
Kidneys - Number of tissues examined

[
OO0
e o
[~ =3

No visible lesions

(=N )

[
.

Dilated renal tubules with eosinophilic cast forma-
tion ~ focal or multifocal

[
R
HOK

OO0 OOOo

v e e
(=N~ o

Basophilic staining renal tubuleg, cortex
- focal or multifocal

-

Mineral deposits, cortex, medulla or corticomedul-
lary junction -~ focal or multifocal

[

o000 owoo

. M
(=R =0 0

Mineral deposits, renal pelvis
- focal or multifocal

.
[= =0 o)
NHO OHWKH OO0 NMHWW WHRNKN tnuhun

COFKH ODOKHK HFOHM NWNKN OkHKHK Liuun

[
L=

- Indicates none examined or not applicable, DO 131142
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TABLE 30 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINFD ON RATS
FROM THE 14-WEEK INTERTM KILL

Exposure Level
Obgervations (prm) HHJ
Number of rats per group 0 X '
0.
1.
10.

URINARY SYSTEM (cont'd)
Eidney (cont'd)

Chronic progressive glomerulonephropathy
= very alight

[
< s .
(=N

Chronic prograssive glowerulonephropathy
- slight

=
g
O -

Inflammation, subscute, interstitium

-
.« b o
[= =0

Aggregates of mononuclear lymphoid cells, pelvis
= focal or multifocal, slight

[
. .
oo

Aggregates of monomuclear lymphoid cells, peri-
vascular - focal or multifocal

. 8w
(==

-

Orinary Bladder - Numbar of tissues examined

[
)
OO

No visible lesions

OO W

0
0
1
0
0
0
1
0
0
0
1
0
0
0
1
0
0
0
1
0
0
0
1
0
0
0
1
0

Lruvbmes Lo e COO0O0 OO0 OC0O00 WODODODO OrHND
wmaspsn e SWn OO0 OO OHOD ODOCOD OHDO

[

MALE REPRODUCTIVE SYSTEM
Testes = Number of tissues examined

[
.
ooH

[
OHOD OFOO OFHOOC OWOO

No visibla lasions

. s .
oo

Atrophy (decreased spermatogenesis of individual
seminiferous tubules - includes individual semini-
ferous tubules containing predominantly sertoli
cells) - focal or multifocal, slight

Atrophy (genaralized)
- unilateral, severs

[
e
(=R =] o)

(==
OO0 WMWOoOOO ODLLW LKuun

-

- Indicates none examinad or not applicable.
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TABLE 30 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCF IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON RATS
FROM THE 14-WEEK INTERIH KILL I

Observations

Exposure lavel
(ppm)

Number of rats per group

1]
0.
1.
(v}

1

Male
H

5
5
5

T-2bsev

MALE REPRODUCTIVE SYSTEM (cont'd)
Testes (cont'd)
Atrophy (generalized) - bilateral, savere

Mineralization (intratubular calcificationm)
= multifocal, unilateral

]

Mineralization (intratubular caleification)
- multifocal, bilateral

Edema, interstitial - unilateral

Edema, interstitial - bilateral

Locally increased miltinuclested spermatids
= unilataral

Locally increased multinucleated spermatids
~ bilateral

Epididymides - Wumber of tissues examined

No visible lesions

Atrophy = unilateral

Atrophy - bilateral

-~ Indicates none examjned or not applicable.

[
oOrOoOO
v e

[=R=3

[ [
OO0 OHOOC
R -
coM O

.
(=N

0
0
1
10
0
0
1
0

—
e e
oM

[
OO O
i
oom-

-
O!—‘OO
f=R =N ]

[
OO0
M
(=N =1

o
DOHOO
v v
[~ R =0

= -
Sreo Spoo
(=N (=N

COO0OH DOGOCK WMWLWLW ik OO0 OOO0OKF OCOK OO0 OO0 OO0 OO0 K
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TABLE 30 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

OF DBCP IN RATS AND RABBITS

BISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON BATS
FROM_THE 14-WEER INTERIM EILL

Diagnosis Exposure Level
Code Observations (ppm) Male Female
Number of rats per group 0 3 5
0.1 5 5
1.0 5 5
10.0 5 5
MALE REPRODUCTIVE SYSTEM (cont'd)
Epididymides (cont'd)
E«3u Decreased sperm content, tubular lumina 0 1 -
- unilateral 0.1 0 -
1.0 0 -
10.0 0 -
E=3b Decreased sperm content, tubular lumins 0 1 -
- bilatersl 0.1 0 -
1.0 0 -
10.0 0 -
Seminal Vesicles - Number of tigsues examined 0 5 - %,
0.1 5 -
1.0 5 -
10.0 5 - R
SV-1 No visible lesions 0 5 -
0.1 -] -
1.0 s -
10.0 5 -
Coagulating Gland - Number of tissues examined 0 5 -
0.1 5 -
1.0 4 -
10.0 5 -
CG-1 No visible lesions 0 5 -
0.1 5 -
1.0 4 -
10.0 5
Prostate - Number of tissues axamined 0 5 -
0.1 5 -
1.0 5 -
10.0 5 -
Pr-1 No visible lesions 1] 5 -
0.1 5 -
1.0 5 -
10.0 2 -
Pr=2 Aggregates of motonuclear lymphoid cells 0 0
- focal or multifocal, interstitial 0.1 0 -
1.0 0 -
10.0 2 -
Pr-4s Suppurative inflammation 0 0
- focal, slight 0.1 0 -
1.0 0
10.0 1 -
FEMALE REPRODUCTIVE SYSTEM
Ovaries - Number of tissues examined 0 - 5
0.1 - 5
1.0 - 5
10.0 - 5
- Indicates none examined or not applicable.
DO 131145
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TABLE 30 (Continued)

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP? IN RATS AND RABRITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON BATS
FROM THE 14-WEEK INTERIM KILL

Exposure Level
Observations (ppm)
Number of rats per group 0
0.1
1.0
10,0

FEMALE REPRODUCTIVE SYSTEM (cont'd)
Ovaries (cont'd)
No visible lesions

.
oo

[

Oviducts - Number of tissues examinad

. s .
oo -

. =
OO0 OFHOO OO O

No visible lesions

.
oo
Vinu & e e

[

Uterus - Number of tissues examined

0
0.1
1.0
0.0

[y

No viaible lesions

[
oOrHOO

« s e

(=N =0

LRV VRV RNV EF Y]

Cervix - Number of tissues examined

=
o~OOo O:—'OO
.
o oOr

No visible lesions

[
D
(=N =0
R AV AT R R S VY]

NERVOUS SYSTRM
Brain -~ Number of tissues examined

-
S
[ =N

No visible lesions

[
(=N

[P RV RV R IR Y R R NT |
WAL LBunnbhun

ENDOCRINE SYSTEM
Adrenal Glands - Number of tissues examined

O e e .

(=N = )

No visible lesions

'
orOoOOC OrMOO
(=N =N

M i untn
NP WAL

—

- Indicates none examined or not applicable.




TABLE 30 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON RATS

FROM TBE 14-WEEK INTERIM KILL

Observations

Exposure Lavel
(ppm)

Number of rats per group

i}

0.1

1.0
10.

ENDOCRINE SYSTEM (cont'd)
Adrenal Glands (cont'd)

Focul(i) of altered cells, cortex
- unilateral, slight

Focus(1i) of altered cells, cortex
- bilateral, slight

Ectatic simusoids
= multifocal, unilateral, slight

= Indicates none examined or not spplicable.

[
i
(=N -0

[
OOk

[
I
OO

COO00 WOOO OOO0OM

HOOO MO NOOO
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TABLE 31

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGICAL OBSERVATIONS ON MALE RATS EXPOSED FOR 14 WEEKS

AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure Died or Killed
Diagnosis Lavel Moribund During Terminal Cumulative
_ Obssrvations (ppm) Recovery Period K11 Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
ADRENAL GLANDS
A=2 Mottled adrensl(s) and/or pinpoint focus(1) o 0 0 0
0.1 0 0 0
1.0 - 2 2
10.0 0 16 16
CARDIOVASCULAR SYSTEM
B-1 Pale straaks, foci or area(s) in myocardium 0 0 0 8]
0.1 0 0 0
1.0 - 0 0
10.0 1 0 1
B=2 Dilatation and inelasticity of aorta and 0 0 0 0
large vessels of heart 0.1 0 0 0
1.0 - 1] 0
10.0 1 [+} 1
B-3 Mesanteric or testicular periarteritis ("] 0 0 0
with or without throwbosis 0.1 0 0 0
. 1.0 - 1 1
10.0 0 0 0
CENTRAL NERVOUS SYSTEM
C-1 Darkened, discolored or distorted area Q 0 0 0
in brain 0.1 [+} 0 0
1.0 - 0 0
10.0 1 0 1
EYES
D=3 Cloudiness of cornea(s) 0 0 1 1
0.1 0 1 1
1.0 - 2 2
10.0 0 3 3
D=4 Cloudiness of lens 0 0 2 2
0.1 0 1 1
1.0 - 4 4
10.0 0 0 0
D-5 Pale focal area on iris 0 0 0 0
0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
D=6 Inflamnmatory lesion on eyelid 0 0 0 0
0.1 0 0 0
1.0 - 1 1
10.0 0 0 0
GENERAL
E=1 No visible lesions (NVL) 0 0 5 5
0.1 0 10 10
1.0 - 0 [+}
10.0 0 0 0
- Indicates none examined or not applicable.
Do 131148




w]2l=

TABLE 31 (Continued)

4

SUBCHRONIC INEALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCF IN RATS AND RABBITS

GROSS PATHOLOGICAL OBSERVATIONS ON MALE RATS FXPOSED FOR 14 WEEKS
AND THEN HELD FOR UP T0 32 WEEKS OF RECOVERY

Exposure Died or Killed

Diagnosis Lavel Moribund During Tu'n:l.uli; Cumulative
Code Observations {(ppm) Recovery Period K411 | Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10,0 2 18 20

GENERAL (cont'd) —

E-2 Nodule of necrotic cmental or mesometrial 0 0 I 0 0
fat 0.1 0 a 1 1

1.0 - 1 1

10.0 0 0 0

E~3 Postmortem autolysis 0 1 0 1
0.1 0 0 0

1.0 - 0 0

10,0 1 0 1

E=7 Exudate or porphyrin-like pigment accumu- 0 0 0 0
lation lateral to external nares or 0.1 1 0 1

around eyes 1.0 - 1 | 1

10.0 2 1 i 3

E-9 Perineal soiling 0 0 0 ‘ 0
0.1 0 0 0

1.0 - 1 1

10.0 0 1 1

E~10 Depletion of adipose tissue, including 0 1 "1 2
gserous atrophy of fat 0.1 0 0 0

1.0 - 2 2

10.0 0 1 1

E-11 Loss of body condition and/or rougheaed 0 1 0 1
and dirty hair 0.1 1 0 1

1.0 - 0 0

10.0 0 0 0

E~12 Excess adipose tissue 0 2 0 2
0.1 1 0 1

1.0 - 0 0

10.0 0 - 0 0

GASTROINTESTINAL SYSTEM

F=5 Thickened area in nooglandular gastric 0 0 0 0
micosa suggestive of hyperkeratosis 0.1 0 0 0

1.0 - 0 0

10.0 0 1 1

F=6 Absence or decreased normal ingesta in 0 1 0 1
gastrointestinal tract 0.1 0 0 . 0

1.0 - 0 0

10.0 1 0 1

F-8 Small intestinal mass(es) or nodule(s) 0 1 0 1
0.1 0 0 0

1.0 - 0 0

10.0 0 0 0

F-9 Mineralization of gastric wall 0 1 0 1
0.1 0 0 ]

1.0 - ] 0

10.0 1 0 1

- Indicates none examined or not applicable.
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TABLE 31 (Continued)

*SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGICAL OBSERVATIONS ON MALE RATS EXPOSED FOR 14 WEEKS
AND THEN HELD FOR UP TO 32 WEEES OF RECOVERY

Exposure Died or Killed
Diagnosis Level Moribund During Terminal Cunulative
Code Observations (ppm) Recovery Period Kill Results
Number of rats per group 0 17 20
0.1 19 20
1.0 20 20
10,0 18 20

GASTROINTESTINAL SYSTEM (cont'd)

Gaseous distention of stomach and/or
intestinal tract

-
OO O
e .
[=N=0

Eanlarged Peyer's Patch in small intestine

. .
OO -
oI =Oo 100

[
oo O

0000 OCO00
OO HMOOO

LIVER
Diaphragmatic hernia

oo

—

Solitary to several red or darkened
focus (1) or area(s) in liver

=
o=OoO
Y-S

Few small pale foci or focus in liver

-
PHPO
oo

Enlarged liver

—
.OI-'OO
(= K= ]

Darkensd or congested liver

-~
eproo
oo+

Firm liver

M
(=R = ]

Linear streak(s) or areas in liver

0
0
0
0
0
0
0
0
0
0
2
1
0
2
0
0
2
0
0
0
0
0

OO O0O00 OO0 U000 OFOOC HFNOO OHOK
OHKHO OOO0ON OCOON OOKHN OFHOD HNOD OHOK

[
orocO OrOO

—
s e
oo+

LYMPHORETTCULAR SYSTEM
Enlarged axillary lymph node(s)

e s ®
(=N o

Enlarged renal lymph node(s), color
variable and/or firm

CcC1ooc ol OO
OO0 HOO0OD

€ s .
o O

- -
OHOO OHOO

DO 131180

- Indicates none examined or not applicable.
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TABLE 31 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGICAL OBSERVATIONS ON MALE RATS EXPOSED FOR 14 WEEKS -
AND THEN HELD POR UP TO 32 WEEKS OF RECOVERY .

Exposure Died or Filled

Diagnosis Level Moribund During . Terminal Cumulative
Code Observations =~ - (ppum) Recovery Period Fill Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
LYMPHORETICULAR SYSTEM (cont'd)
B-6 Cyst replacing renal lymph node(s) 0 0 1 1
0.1 0 0 0 -
1.0 - 0 0 -
10.0 0 0 0
He? Mottled renal lymph node(s) 0 0 0 o
0.1 0 1 1 rr
1.0 - 0 0 5
10.0 0 0 0 -
MUSCULOSKELETAL SYSTEM -
I-1 Demineralization of bones 0 1 0 1 .
0.1 0 0 /]
1.0 - 0 0
10.0 0 0 0
s PANCREAS
J=-1 Nodule(s) in region of pancreas 0 0 0 0
0.1 0 0 0
1.0 - 1 1l
10.0 0 0 0
J-2 Slight thickening(s) within pancreas, color 0 ] 0 0
pale or dark, but not clearly nodule 0.1 0 0 0
1.0 - 1 1
10.0 0 0 0
PITUITARY GLAND
K-1 Dark, red or hemorrhagic focus(i) on 0 0 0 0
pituitary 0.1 0 0 0
1.0 - 0 o
10.0 1 0 1
K=-2 Enlarged pituitary 0 0 0 0
0.1 0 0 0
1.0 - 1 1
10.0 0 1 1
K-3 Mottled pituitary 0 0 0 0
0.1 0 0 0
1.0 - 1 1
10.0 0 0 0
R-4 Cyst on pituitary 0 0 0 0
0.1 0 1 1
1.0 - 0 0
10.0 0 0 0
TESTES
L-1 Decreased size of testicle(s) with or 0 0 0 0
without mineral-like lesions 0.1 0 1 1
1.0 - 0 0
10.0 0 2 2
- Indicates none examined or not applicable. DO 1311681
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TABLE 31 (Continued)

OF DBCP IN RATS AND RABBITS

Exposure Died or Killed

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

CROSS PATHOLOGICAL OBSERVATIONS ON MALE RATS EXPOSED FOR 14 WEEXS
AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Diagnosis Level Moribund During Terminal Cumulative
Obgervations {ppm) Recovery Period Kill Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
TESTES (cont'd)
L-2 Dark or tan appearance of testes 0 0 0 0
0.1 0 1 1l
1.0 - 0 0
10.0 0 0 0
1-5 Increased size of testes 0 0 0 0
0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
1-6 Edematous appearance of testes 0 0 0 0
0.1 0 1 1
1.0 - 0 0
10.0 0 1 1
EPIDIDYMIDES
L=4 Nodule of necrosis in epididymal fat pad ¢} 0 0 0
0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
L-7 Abscess or inflammation of epididymides 0 0 0 0
: 0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
ACCESSORY SEX GLANDS
L-3 Decreased size of accessory sex glands 0 0 0 0
0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
L-8 Dark focus on prostate 0 0 0 0
0.1 0 0 0
1.0 - 1 1
10.0 0 0 0
L~-9 Enlarged prostate 0 0 0 0
0.1 1 0 1
1.0 - 0 0
10.0 0 0 0
RESPIRATORY SYSTEM
M-1 Dark or red focus(1) inm lungs 0 0 3 3
0.1 0 1 1
1.0 - 10 10
10.0 0 1 1
M-2 Few pale foci in lungs 0 1 1 2
0.1 0 0 0
1.0 - 0 0
10.0 0 0 0
- Indicates none examined or not applicable.
DO 1311657
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TABLE 31 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGICAL OBSERVATIONS ON MALF RATS EXPOSED FUOR 14 WEFXS
AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposurs Died or Killed

Diagnosis Lavel Moribund During Terminal Cumulative
Code Observations (ppm) Recovery Pariod Kill Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
RESPIRATORY SYSTEM (cout'd)
M-3 Pulmonary congestion or dark coler 0 1 0 1
0.1 0 0 0
1.0 - 0 0
10.0 0 0 0
M=4 Pulmnonary edema 0 1 1] 1
0.1 1 0 1
1.0 - 0 0
10.0 0 0 0
M-5 Mottled appearance of lungs 0 0 0 0
0.1 1 o 1
1.0 - 0 0
10.0 0 1 1
SPLEEN .
N1 Ectopic splenic tissue 0 0 0 0
0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
N=2 Enlarged spleen 0 0 0 0
0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
PARATHYROID GLANDS
O=1 Enlarged parathyroids 0 1 0 1
0.1 0 0 0
1.0 - 0 0
10.0 1 0 1
KIDNEYS
P-1 Moderate to severe chronic renal diseass 0 1 0 1
(moderately to severaly anlarged, pale, 0.1 0 (1] 0
roughened, ete.) 1.0 - 0 0
10.0 1 0 1
P-2 Slight to moderata chronic renal diseases 0 1 4 5
(slightly pale, enlarged, roughened, 0.1 0 2 2
ete.) 1.0 - 5 5
10.0 1 S 6
P=3 Mineralization of remal cortex or pelvis 0 o 1 1
0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
p-7 Focal dark depressed foci or area(s) in 0 0 0 0
kidney 0.1 0 1 1
1.0 - 1 1
10.0 0 0 0
- Indicates none examined or not applicable.
131153
NT TAl

CONF TDF




TABLE 31 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DECP IN RATS AND BRABEITS

GROSS PATHOLOGICAL OBSERVATIONS ON MALY RATS EXPOSED YOR 14 WEEES
AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposurs Died or Rilled
Diagnosis Level Moribund During Terminal Cumulative
Code Observations (ppm) Recovery Period K11l Results
Number of rats par group 0 17 20
0.1 19 20
1.0 20 20
i8 20

KIDNEYS (cout'd)
Dilated resal pelvis(es) (hydromephroais)

Mottled appearance of kidney(s)

Cyst(s) in kidney

11 00 CIOCO O OM

Pale depressed area on kidney

OO0 HMHMOD HFOODO OO0
OHOO HFHOO FMOOO OFHOK

0
0
0

URINARY BLADDER
Organized plug within urinary bladder

INTEGUMENT AND SUBCUTANEOUS

Subcutaineous mass - inguinal, mammary or
midcervical region = Numbar per rat:

O!-'OO
[=N-0 ]

[

Subcutansous mass - body or limb region
= Number per rat:

[
oroOOo
. .
OO

Cutaneous nodule or mass; body, head or
limb regiom = Number per rat:

—
M)
(= -0 o)

Cutaneous nodule or mass; body, head or
limb region -~ Number per rac:

HIS
(=N -0 ]

[
OO0 OHOO OHOO
. .

e
oo+

Abscess or inflammation of preputial gland

Ol OO0 OO0 O1 OQ C OO O OO
NP HMO000 HFOOKH FPOOO NOODOD
NN D000 FOOKH HFOOO NDOO

—

- Indicates none examined or not applicable.
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TABLE 31 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY °
OF DBCP IN RATS AND RABBIIS |

GROSS_PATHOLOGICAL OBSERVATIONS ON MALE RATS EYPOSED FOR 14 WEEES
AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure Died or Killed

Diagnosis lavel Moribund During Tcrninl# Cumilative
Code Observations (ppm) Recovery Ferjod K411 Results
Number of rats per group 0 3 17 1 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
INTEGUMENT AND SUBCUTANEOUS (coat'd) _ |
Q-8 Subcutanecus adema 0 1 0 1
0.1 0 0 0
1.0 - 0 0
10.0 0 0 0
Q-9 Abscess of eyelid 0 1 0 1
0.1 0 0 0
1.0 - 0 0
10.0 1 0 1
THORACIC CAVITY
5=4 Blood in thoracic ecavity 0 0 0 9
0.1 0 o 0
1.0 - 1 1
10.0 0 10 1
= Indicates none examined or not applicable,
DO 1317155
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TABLE 32

SUBCHRONIC INEALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGICAL OBSERVATIONS ON FYMALE RATS EXPOSED FOR 14 WEEERS

AND THEN HFLD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed
Diagnosis Lavel Moribund During Terminal Cumulative
Code _ Observations (ppm) Recovery Period Kill Results
Number of rats per group [{] 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 17 20
ADRENAL GLANDS
A-2 Mottled adrenal(s) and/or pinpoint focus(1i) 0 0 1 1
0.1 - 1 1
1.0 0 [ 4
10.0 1 9 10
A-3 Enlarged adrenal(s) 0 0 0 0
0.1 - (] 0
1.0 0 0 0
10.0 0 3 k]
CENTRAL NERVOUS SYSTEM
Cw«1 Darkened, discolored or distorted area in 0 0 0 0
brain 0.1 - o] 0
1.0 0 0 0
10.0 1 0 1
c=-2 Focal hemorrhage lesions on the meninges 0 0 0 0
0.1 - 1 1
1.0 0 0 0
10.0 0 0 0
EYES
D~3 Cloudiness of cornea(s) 0 0 0 0
0.1 - 1 1
1.0 0 0 0
10.0 0 0 0
GENERAL
E-1 No visible lesions (NVL) 0 [+] 5 5
0.1 - 1 1
1.0 0 1 1
10.0 0 2 2
E-3 Postmortem sutolysis 0 1l 0 1
0.1 - 0 Q
1.0 0 0 0
10.0 0 0 0
E~4 Vaginal discharge 0 0 0 o
0.1 - 0 (1]
1.0 1 0 1
10.0 1 o 1
E=5 Ascites - cloudy, dark or hemorrhage 0 0 0 0
0.1 - 0 (o]
1.0 0 (o] 0
10.0 1 0 1
E-6 Multiple nodules within abdowminal cavity 0 0 0 0
(possible pancreatic or mesothelial 0.1 - 0 0
involvement) 1.0 0 0 0
10.0 1 0 1
= Indicates none examined or not applicable.
no 131150
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SUBCHRONIC INRALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

TABRLE 32 (Continued)

OF DBCP IN RATS AND lAllI?S

GRO3S PATHOLOGICAL OBSZRVATIONS ON FEMALE RATS EXPOSED FOR 14 WEFKS

AND THEN HELD FOR UP T0 26 WEEKS OF RECOVERY

~ Indicares none examined or not applicable.

Exposure Died or Killed
Diagnosis Level Moribund During Terminal Cumulative
Code _ Observatiouns (ppm) Recovery Period Ki11 Rasults
Number of rate per group 1) 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 17 20
GENERAL (cont'd)
E-7 Exudate or porphyrin~like pigment accumula- 0 0 0 0
tion lateral to external nares or around 0.1 - 0 0
eyes 1.0 1 2 3
10.0 o 0 0
E-8 Diffuse paleness of tissues (anemia) 0 0 0 0
0.1 - 0 0 -
1.0 1 0 1
10.0 0 0 0
E-9 Perineal soiling 0 0 0 0
0.1 - 0 0
1.0 0 2 2
10.0 1] 0 0
E-10 Depletion of adipose tissue, including 0 0 0 0
serous atrophy of fat 0.1 - 0 0
1.0 0 2 2
. 10.0 0 0 1]
E~11 Loss of body condition and/or roughened 0 0 0 0
and dirty hair 0.1 - 0 0
1.0 0 2 2
10.0 0 0 0
GASTEOINTESTDIA_I_. SYSTEM
F-1 Hyperplastic ileitis 4] 0 0 0
0.1 - 0 ]
1.0 0 0 0
10.0 0 1 1
F-2 Dark (or hemolyzed blood) material in 0 0 0 0
gastroincestinal tract 0.1 - 1 1
1.0 1 1 2
10.0 0 0 0
F=-3 Ulceration or arosion of gastric mucosa 0 0 0 0
0.1 - 1 1
1.0 0 2 2
10.0 0 0 0
F=4 Edematous gastric wall 0 0 o 0
0.1 - 0 0
1.0 0 1 1
10.0 0 ] 0
F=5 Thickened area in nonglandular gastric 0 0 0 0
mucosa, suggestive of hyperkeratosis 0.1 - 0 0
1.0 0 1 b
10.0 0 0 0
Feb Absence or decreased normal ingesta 0 0 0 0
in gastrointestinal tract 0.1 - 0 0
1.0 0 1 1
10.0 0 0 0

C
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TABLE 32 (Continued)

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATEOLOGICAL OBSFRVATIONS ON FEMALE RATS EXPOSED FOR 14 WEEKS

AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed
Disgnosis ’ Level Moribund During Terminal Cumulative
_ Observations (ppm) Recovery Period ki1l Results
Number of rats per group [¢] 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 k] 17 20
GASTROINTESTINAL SYSTEM (cent'd)
F=7 Dry and firm countents of colon ~ suggestive 0 0 [+] o
of dehydration 0.1 - 0 0
1.0 0 1 1
10.0 0 0 0
LIVER
G-1 Diaphragmatic hernia 0 0 1 1
0.1 - 0 0
1.0 0 0 0
10.0 0 0 0
G=2 Solitary to several red or darkened 0 0 0 0
focus(l) or area(s) in liver 0.1 - 1 1
1.0 0 1 1
10.0 0 2 2
G=3 Diffuse paleness of liver 0 0 0 0
0.1 - 0 0
1.0 1 0 1
) 10.0 0 0 1]
G4 Accentuated lobular pattern of liver 0 0 0 0
0.1 - 0 0
1.0 1 0 1
10.0 0 0 0
G=5 Fewv small pale foci or focus in liver 0 0 0 0
0.1 - 0 0
1.0 0 1 1
10.0 0 0 0
G=6 Pale area(s) in liver (V5mm in diameter) 0 0 0 Q
0.1 - 0 0
1.0 0 1 1
10.0 0 0 0
LYMPHORETICULAR SYSTEM
H=1 Dark and congested thoracic lymph nodes 0 0 0 0
0.1 - 0 0
1.0 0 0 0
10.0 1 0 1
H-2 Atrophy of thymus 0 0 0 0
0.1 - 0 0
1.0 0 0 0
10.0 1 0 1
H=3 Enlarged axillary lywph node(s) 0 0 0 0
0.1 - 0 0
1.0 0 0 0
10.0 0 1 1
H=4 Mottled thymus [} 0 0 0
0.1 - 0 0
1.0 0 o 0
10.0 0 1 1

- Indicates none examined or not applicable.
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TABLE 32 (Continued)

SUBCHRONIC TNEALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCPF IN RATS AND RABBITS

GROSS PATHOLOGICAL OBSERVATIONS ON FEMALE RATS EXPOSED FOR 14 WEEKS
AND THEN HELD FOR UP TO 26 WEEES OF RECOVERY

Exposure Died or Killed
Diagnosis Level Moribund During Terminal Cumulative
Code __ Observations {ppm) Recovery Period Kill Rasults
Number of rats per group 0 1 19 20
0.1 20 20
1.0 19 20
17 20

PARCREAS
Nodule(s) in region of pancrsas

PITUITARY GLAKD

Dark, red or bemorrhagic focus(i) on
pituitary

FEMALE REPRODUCTIVE SYSTEM
Cyst in ovary

[
. .
(=N

Endometrial polyp(s)

[
« s .
oo

Dark or hyperemic appearance to uterus
or mesometrial blood vessels

-
. .
OO M

0
0.
1
0
0
0
1
0
0
0
1
0
0

Mass iovolving uterus

-
. .
(=N =

-t
00 OO0 OFOO0O OO
.

Cyst(s) in uterus

.
OO

Gravid uterus

[
)
(==

Implantaction (fetal reabsorbtion) sites
within gravid uterus

s ®
(=R =0 ]

[

Clear fluid discending uterime horu(s)

H
oo
OC0I1 0O HOIO FHKHIO 001 O 0Ol 0 OO0 IO o0 d o011 O

-

HOOO OOO0O0 OOCO OO0 HOOO WL, OHHK oMK
ol ol

HOOO HOOD HHROO OO00K HOOD WWOS OFRMHKE CORNK

OO0 OM

[

~ Indicates none examined or not applicable.

DO 141158y
CONFTDENT Tal




=132-

TABLE 32 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP 1IN RATS AND RABBITS

GROSS PATHOLOGICAL, OBSERVATIONS ON FEMALP RATS EXPOSED FOR 14 WEEKS

AND THEN HELD FOR UP

26 WEEES OF RECOVERY

Exposure Died or Filled
Diagnosis Level Moribund Duyring Terminal Cumulative
Code _ Observations (ppm) Recovery Period Eill Results
Number of rats per group 0 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 17 20
FEMALE REPRODUCTIVE SYSTEM (cont'd)
LL~9 Distention of and coungestion of uterine 0 0 0 0
horne due to endometrial polyp(s) 0.1 - 0 0
1.0 0 1 1
10.0 0 0 0
LL-10 Endometrial hyperplasis 0 0 0 0
0.1 - 1 1
1.0 0 1 1
10.0 0 0 0
LL-11 Portion of placenta within vagina 0 0 0 0
0.1 - 0 0
1.0 1 0 1
10.0 0 0 0
RESPIRATORY SYSTEM
M-1 Dark or red focus(i) in lungs 0 0 3 3
0.1 - 0 0
1.0 0 2 2
10.0 0 [ 0
M-2 "Few pale foel in lungs 0 0 0 0
0.1 - 1 1
1.0 1 0 1
10.0 0 0 0
SPLEEN
N-1 Ectopic splenic tissue 0 0 1 1
0.1 - (] 0
1.0 0 1 1
10.0 0 1 1
N-2 Enlarged spleen 0 0 0 0
0.1 - 0 0
1.0 1 0 1
10.0 1 0 1
KIDNEY
P=2 Slight to moderate chronic renal dissase 0 0 0 0
(slightly pale, enlarged, roughened, 0.1 - 0 0
etc.) 1.0 0 0 0
10.0 0 1 1
P-3 Mineralization of renal cortex or pelvis 0 0 1 1
0.1 - 0 0
1.0 0 0 0
10.0 0 0 0
P-4 Pale appearance of kidneys 0 0 0 0
0.1 - 0 0
1.0 0 1 1
10.0 0 1 1
P=5 Right kidney enlarged containing 0 1 0 1
hemorThage 0.1 . - 0 0
1.0 0 0 [a]
10.0 0 0 0
DO 131160

= Indicates none examined or not applicable.
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TABLE 32 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGICAL OBSERVATIONS ON FEMALF BATS EXPOSED FOR 14 WEPES
AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed :
Level Moribund During Terninael W Cumlative
. Observations {ppm) Recovery Period Fill Results
Number of tats per group 0 19 0
0.1 20 20
1.0 19 20

10.0 17 20

UBINARY BLADDER
Organized plug within urinary bladder

INTEGUMENT AND SUBCUTANEOUS

Subcutaneous wass - inguinal, mammary or
gidcervical region
- mumber per rat: 1

[
oO-O0O0o
s .
[=N=0

Subcutanecus mass ~ inguinsl, mammary or
widcervical tegion
- pumber per rat: 2

[
o-HOO
.
cow

Absceas of clitoral gland

[
o OO
- .
oOoL

Galactocele formation

. s
(= -0

[

Cutaneous nodule or mags - body, head
or limb region

- pumber per rat: 1

O 1O OQI1 O OCI1I O OO0 1 0O WOl o
COHO HFOOH OO0 WOO O NWHWn
QOHO HOOKFHF OMFHOOC WOO O nwdhu

-

OoO~00 OFOO
H

oo

SALIVARY GLAND

Enlarged salivary glands with or without
purulent material or hemorrhage

THORACIC CAVITY
Bydrothorax

TONGUE
Mass involving tongue

- Indicates none examined or not applicable.
e "?’172“\]
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TABLE 33

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSEZRVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEERKS AND THEN HELD FOR UP_TO 32 WEEKS OF RECOVERY

Exposure Disd or Filled

Diagnosis Level Moribund During Terminal Cumulative
Code Observaticns {ppm) Recovery Period _ Kill Results

Number of rats par group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20

ENDOCRINE SYSTEM
Adrenal Glands - Numbar of tissues examined 0 3 17 20
0.1 1 19 20
1.0 0 19 20
10.0 2. 18 20
A-1 No visible lesions 0 3 2 5
0.1 0 3 3
1.0 - 1 1
10.0 0 0 0
A-2u, Focus(i) of altered calls, cortex 0 0 11 11
A-2us, - ynilateral 0.1 1 8 9
A-8 1. - 9 9
10.0 (4} 4 4
A-2b, Focus(i) of altered cells, cortex 0 0 4 4
A=2bs = bilateral 0.1 0 8 8
1.0 - 9 9
10.0 0 n 1
A-3 Throubus, adrenal blood vessel 0 0 1 1
0.1 0 0 0
1.0 - 0. 0
10.0 0 0 0
A-bu Nodular hyperplasia, cortex 0 0 0 0
-~ gultifocal, unilateral 0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
A=4b, Nodular hyperplasia, cortex 0 0 0 Q
A=4bm, ~ multifocal, bilateral 0.1 0 0 0
A=8b 1.0 - 1 1
10.0 2 16 18
A=5u, Ectatic sinusoids 0 0 0 0
A-5us ~ mitifocal, unilateral 0.1 1] 0 0
1.0 - 0 0
10.0 0 3 3
A-5b Ectatic siousoids 0 0 0 0
~ mltifocal, bilateral 0.1 0 [} 0
1.0 - 0 0
10.0 1 0 1
A=6, Hematocyst , cortex 0 0 0 0
A-6u « unilateral 0.1 0 0 0
1.0 - 0 0
10.0 0 2 2
A-6b Hematocyst, cortex 0 0 0 0
A-11b ~ bilateral 0 0 0 0
1 - 0 0
0 0 2 2

[
« s
L=R=0

- Indicates none examined or not applicable.
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TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVEKY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS

EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure Died or Killed
Diaguosis Level Moribund During  Terminal Cumulative
Code . Observations (ppm) Recovery Period 11 Resulty
Number of rats par group [1] 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
ENDOCRINE STYSTEM (cont'd)
Adrenal Glands (cont'd)
A=Tu Pheochromocytoma - unilateral 0 0 0 0
0.1 0 0 [}
1.0 - 1 1
10.0 0 1 1
A-9s3, Nodular hyperplasia, medulla 0 0 0 0
A-%u, - focal, unilateral 0.1 0 1 1
A~%us 1.0 - 1 1
10.0 0 2 2
A-10s Aggregate of mononuclear lymphoid cells, 0 0 0 0
cortex = slight 0.1 0 0 0
1.0 - 1 1
10.0 0 0 0
Pituyitary - Number of tissues examined 0 2 15 17
0.1 1 0 1
1.0 0 1 1
10.0 2 18 20
P-1 No visible lesions 0 2 9 11
0.1 1 - 1l
1.0 - 0 0
10.0 1 14 15
P-2 Cyst 0 0 2 2
0.1 0 - "]
1.0 - 0 0
10.0 0 1 1
P-3, Focus (1) of altered cells anterior pertion 0 o 4 4
P=3s 0.1 0 - 0
1.0 - 0 0
10.0 0 2 2
P=4 Adenoma, anterior portionm 0 0 0 0
0.1 [} - 0
1.0 - 1 1
10.0 1 1 2
P-5g Pigmented (golden brown) macrophages, pars 0 0 0 0
intermedia - focal, slight 0.1 0 - 0
1.0 - 0 0
10.0 0 1 1
Pjoeal Gland - Number of tissues examined 0 (] 1 1
- 0.1 0 0 0
1.0 0 0 0
10.0 0 0 0
PI-1 No visible lesions 0 - 1 1
0.1 - - -
1.0 - - -
10.0 - - -
~ Indicates none examined or not applicable,
DO 1317683
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TABLE 33 (Continuad)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSFRVATIONS ANRD NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO_32 WEEES OF RECOVERY

Exposure Died or Killed
Diagnoais Level Moribund During Terminal Cumulative
Code Observations {ppm) Racovery Period Kill Results

Numbar of rats par group [1] 3 17 20
0.1 1 19 20
1.0 4] 20 20
10.0 2 18 20

ENDOCRINE SYSTEM (cont'd)
Thyroid Gland - Number of timsues examined o 3 16 19
0.1 1 0 1
1.0 0 0 0
10.0 2 18 20
Th-1 No visible lesions 0 3 14 17
0.1 0 - 0
1.0 - - -
10.0 2 14 16
Th-2s Hyperplasia, parafollicular cells (C-cell) 0 0 2 2
- focal, slight 0.1 0 - 0
1.0 - - -
10.0 0 3 3
Th=3 Medullary thyroid carcincma 0 0 1 1
- solitary 0.1 0 - 0
1.0 - - -
10.0 0 1 1
Theém Cervical blood vessels near thyroid, 0 0 0 4]
periarteritis - multifocal, woderate 0.1 0 - 0
1.0 - - -
10.0 0 1 1
Th~5 Ultimobranchial cyst 0 0 0 0
- 0.1 1 - 1
1.0 - - -
10.0 0 1 1
Parathyroid Glands - 0 3 14 17
Number of tissues examined 0.1 1 0 1
1.0 (4] 0 0
10.0 2 14 16
PG-1 No visible lesions 0 2 13 15
0.1 1 - 1
1.0 - - -
10.0 1 14 15
PG-2, Hyperplasia - bilateral 0 1 [ 1
PG-2b 0.1 0 - 0
1.0 - - -
10.0 1 0 1
PG-3m Atrophy - moderate 0 0 1 1
0.1 0 - 0
1.0 - - -
10.0 0 0 0

GASTROINTESTINAL SYSTEM
Tongue - Number of tissues examined 0 3 17 20
0.1 1 0 1
1.0 0 Q 0
10.0 2 18 20
TG-1 No visible lesions 0 1 12 13
0.1 0 - 0
1.0 - - -
10.0 1 15 16
D1 31164

- Indicates none examined or not applicable.
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TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

OF DBCP IN RATS AND RARBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED OR MALE RATS

EXPOSED FOR 14 WEERS AND THEN HELD FOR UP TO 32 WEEFKS OF RECOVERY

CONFTDENT TAI

Exposure Died or Filled
Diagnosis Level Moribund During Terminal Cumulative
Code Obsarvations {ppm) Recovery Period Kill Regults

Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20

GASTROINTESTINAL SYSTEM (conc'd) -

Tongue (cont'd) T
%2, Periarteritis - focal or multifocal 0 1 ’ 1 2
TG-2s 0.1 1 - 1
100 - - -
10.0 0 2 2
1G=3 Medial calcificatioun, small artarioles, 0 1 0 1l
. secoudary to savere chronic renal disease 0.1 .0 - 0
1.0 - - -
10.0 1 0 1
TG=48 Aggregate of mononuclear lymphoid cells 0 0 1 1
= focal, slight 0.1 0 - 0
1.0 - - -
10.0 0 0 0
" TG=58 Chronic active inflammation, submucosa 0 0 1 1
- multifocal, slight 0.1 0 - 0
1.0 - - -
10.0 0 [+] 0
TG~6s Subacute inflsmmation, submucosa 0 0 2 2
= focal or multifocal, slight 0.1 0 - 0
1.1 - - -
10.0 0 0 0
16=7, Foreign body grauuloma or subacute inflagp~ 0 0 0 0
TG=7s mation, submucosa 0.1 1 - 1
- focal 1.0 - - -
10.0 0 1 1
Salivary Glands - Number of tissues exsmined O 3 16 19
0.1 1 0 1
1.0 0 . 0 0
10.0 2 bt 17 19
$G=1 No visible lesions 0 3 16 19
0.1 1 - 1
1.0 - - -
10.0 2 17 19
Esophagus - Number of tissues examined 0 3 15 18
0.1 1 0 1
1.0 0 0 0
10.0 2 16 18
Es-1 No viasible lesions 0 3 15 18
0.1 1 - 1
1.0 - - -
10.0 2 16 18

= Indicates none examined or not applicable.
DO 131165
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TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATROLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALPE BATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOR UF TO 32 WEEKS OF RECOVERY

Exposure bied or Filled

Diagnosis Lavel Moribund puring Terminal Cumulative
Eode Observations {ppu) Recovery Period <881 Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
GASTROINTESTINAL SYSTEM (cont'd)
Stomach = Number of tissues examined 0 3 16 19
0.1 1 0 1
1.0 0 0 0
10.0 2 18 20
s-1 No visible lesions 0 1 15 16
0.1 1 - 1
1.0 - - -
' 10.0 1 16 17
§=2, Cystic dilatation, base of crypts, 0 1 1 2
§=-28 glandular portion 0.1 0 - 0
1.0 - - -
10.0 0 0 0
5=3 Transmural calcification, glandular 0 1 0 1
portion, secondary to severe chromic 0.1 0 - 0
renal disease 1.0 - - -
10.0 1 0 1
=4 Submucosal edema, nouglandular portiom 0 0 0 0
0.1 0 - 0
1.0 - - -
10.0 0 1 1
§-5 Diffuse acanthosis and hyperkeratoais, 0 0 0 0
micosa 0.1 0 - 0
1.0 - - -
10.0 - 1 1
§=2 Aggregate of mononuclear lymphoid cells, 0 0 0 0
submicoss, glandular portiom 0.1 0 - 0
~ focal, slight 1.0 - - -
10.0 0 1 1
Small Intestine - Number of tissues examined 0 3 16 19
0.1 1 0 1
1.0 0 0 0
10.0 2 17 19
$I-1 No visible lesions 0 3 16 19
0.1 0 - 0
1.0 - - -
10.0 2 17 19
$1-2 Mucinous adenocarcinoma 0 0 0 0
0.1 1 - 1
1.0 - - -
10.0 Q 0 0
Cecum - Number of tissues examined 0 1 17 18
0.1 0 0 0
1.0 0 0 0 .
10.0 0 17 17

- Indicates noue examined or mot applicable. DO 131166
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TABLE 33 (Continued)

SUBCHRONIC INEALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY |
OF DECP IN RATS AND BABBITS '

HISTOPATHOLOGIC OBSERVATTIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED POR 14 WEEXS AND THEN HELD POR UP_TO 32 WEEKS OF RECOVERY :

Exposure Died or Filled

I
Diagnosis Lavel Moribund During Terminal, Cumulative
Code Observations {ppm) Racovery Period | <68 Results
Number of rats per group 0 3 17 20
0.1 1 19 i 20
1.0 0 20 20
10.0 2 18 ‘ 20

GASTROINTESTINAL SYSTEM (cont'd)
Cecum (cont'd)

Ce-1 No visible lesions 0 1 14 15
: 0.1 - - -
1.0 - - -

10.0 - 17 17

Ce=2 Intraluminal nematode parasites consistent 0 0 3 3
' with pinwvorms 0.1 - - -
1.0 - - -

10.0 - 0 0

Large Intestine - Number of tissues examined 0 3 16 | 19

0.1 1 0 \ 1

1.0 0 ] ! (o]

10.0 2 18 20

LI-1 No visible lesions 0 3 10 13
0.1 1 - 1

1.0 - - -

10.0 1 11 12

LI-2 Intraluminal nematode parasites consistent 0 0 6 6
vith pinvorns 0.1 0 - 0

100 - - -

10.0 1] 7 7

LI-3 Medial calcification of small arterioles, 0 0 0 [}
secondary to severe chronic renal disease 0.1 0 - 0

1.0 - - -

10.0 1 0 1

Liver - Number of tissues examined (] 3 17 20

0.1 1 - 19 20

1.0 0 20 20

10.0 2 18 20

L-1 No visible lesions 0 1 1 2
0.1 1 0 1

1.0 - 1 1

10.0 0 0 0

L-2, Aggregates of mononuclear lymphoid cells or 0 1 3 4
L~-2vs, reticuloendothelial cells 0.1 0 0 0
1-2s ~ focal or miltifocal 1.0 - 2 2
10.0 1 2 3

1-3 Congestion 0 2 o 2
0.1 0 0 0

1.0 - 0 0

10.0 0 0 0

L=dvs Vacuolization cousistent with fatty change 0 0 2 2
- focal or multifccal, very slight 0.1 0 1 1

1.0 - 6 6

10.0 0 6 6

- Indicates none examined or not applicable.
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TABLE 33 (Comtinued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEERS AND THEN HELD FOR UP 70 32 WEEKS OF RECOVERY

Exposure Died or Killed

Diagnosis Lavel Moribund During Terminal Cutmilative
Code Observations (ppm) Recovery Period K11l Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 . 20 20
10.0 2 . 18 20

GASTROINTESTINAL SYSTEM (cont'd)
Liver (cond't)

L-4s Vacuolization consistent with fatty change 0 1 8 9
« focal or wultifocal, slight 0.1 0 12 12

1.0 - 9 9

10.0 1 8 9

L-4m Vacuclization consistent with fatty change 0 0 0 0
« focal or miltifocal, moderate 0.1 0 1 1

1.0 - 0 0

10.0 0 1 1

L-5vs Extramedullary hematopoiesis 0 0 1 1
= focal or multifocal, very slight 0.1 0 0 0

1.0 - 0 0

10.0 0 0 0

L-3s Extramedullary hematopoiesis 0 0 4 4
- focal or multifocal, slight 0.1 0 9 9

1.0 - 9 9

10.0 0 9 9

L-6, Focus(1) of altered hepatocytes 0 0 6 6
L~6s, 0.1 0 7 7
L-6m 1.0 - 8 8
10.0 0 14 14

L-19s Area of altered hepatocytes 0 ' 0 0 0
- slight 0.1 0 0 0

1.0 - 1 1

10.0 0 0 0

1-78 Biliary hyperplasia 0 0 2 2
= focal or multifocal, slight 0.1 0 2 2

1.0 - 2 2

30.0 0 2 2

L-8 Herniated portion of liver, modulsr 0 0 1 1
0.1 0 0 0

1.0 - 0 0

10.0 0 0 0

1~9vs Subacute inflammation 0 0 1 1
- focal, very slight 0.1 0 0 0

1.0 - 0 0

10.0 0 0 0

L~9g Subacute inflammation 0 0 0 [+}
- focal, slight 0.1 0 3 3

1.0 - 1l 1

10.0 0 1 1

1~12s8 Atrophy, hepatic cords, centrilobular 0 0 0 0
region - slight 0.1 0 0 0

1.0 - 0 0

10.0 1 0 1

- Indicates none examined or not applicable,

DO 131168
CONF TDENT TAL




-34l1=

TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DECP IN RATS AND RAMBITS

HISTOPATEOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEEKS AND THEN HELD YOR UP TO 32 WEEKS OF RECOVERY

Exposure Died or Killed

Diagnosis Level Moribund During Terminal Cumulative
Code Observations (ppm) Recovery Period <853 Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20

GASTROINTESTINAL SYSTEM (cout'd) .
Liver (cont'd) z

1~-13s Chronic sctive inflammation, portal triads 0 0 0 0
- slight 0.1 0 2 2
1.0 - 0 0
10.0 () 0 0
L-1l4s Dilated (telangiectatic) sinusoids 0 0 0 0
- slight 0.1 0 0 0
1.0 - 1 1 -
10.0 0 0 0
L~15s Sclerosis, portal triad 0 0 0 0 g
- slight 0.1 0 1l 1 "
1.0 - 1 1
10.0 0 0 0
1-18s Periarteritis, portal triads 0 0 0 0
- focal, slight 0.1 0 0 0
1.0 - - -
10,0 0 1 1
Pancreas - Number of tissues examined 0 3 17 20
0.1 1 0 1
1.0 4] 1 1
10.0 2 18 20
Pa~-l No visible lasions 0 1 11 12
0.1 1 - 1
1-0 - 0 0
10.0 2 12 14
Pa-2vs, Atrophy, with or without inflammatiom, 0 2 6 8
Pa-28 scinar cells - focal or multifocal 0.1 0 - o
1.0 - 0 0
10.0 0 4 4
Pa-3 Medial caleification, pancreatic arteries, 0 1 1} 1
secondary to severe chronic renal 0.1 0 - 0
diseass ~ multifocal 1.0 - 0 0
10.0 1 0 1
Pa-5, Periarteritie - focal or multifocal 0 0 0 0
Pa-5sev 0.1 0 - 0
1.0 - 1 1
10.0 0 1 1
Pa-6s Fibrosis, interstitial 0 0 [+} 0
- focal, slight 0.1 0 - 0
1.0 - 0 0
10.0 0 1 1
RESPIRATORY SYSTEM
Nasal Turbipnates - Number of tissues examined 0 3 17 20
0.1 1 0 1
1.0 4] 0 0
10.0 2 18 20
- Indicates none examined or not applicable. DO 131169
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TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATBOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINFD ON MALE BATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure Died or Killed

Diagnoais Leavel Moribund During Terminal Cumlative
Code Observacions (ppm) Bacovary Period K11 Results

Number of rats par group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
- 10.0 2 18 20

RESPIRATORY SYSTEM (cont'd)

Nasal Turbinates (cont'd)
KT-1 Ko visible lesions 0 1 2 3
0.1 0 - 0
1.0 - - -
10.0 0 0 0
NT-2vs, Aggregates of mononuclear lymphoid cella, 0 1 14 15
NI-+2s submicosa -~ focal or multifocal 0.1 0 - 1
1.0 - - -
10.0 1 17 18
NT-3, Suppurative (acute) rhinttia 0 1 0 1
Ni-3s - focal or multifocal, slight 0.1 1 - 1
1.0 - - -
10.0 0 1 1
NI~3sev Suppurative (scute) rhinitis 0 0 0 0
- focal or multifocal, slight 0.1 0 - 0
1.0 - - -
10.0 1 0 1
Nl-4s Chronic active inflammation Q 0 1 1
= focal, slight 0.1 0 - 0
1.0 - - -
10.0 0 1 1
NT=-5 Malignant schwannoms - primary 0 (] 0 0
0.1 0 - 0
1.0 - - -
10.0 1 0 1
NT=6 Fibrous oateodystrophy, probably secondary Q 0 (o] 1]
to severe chromic renal disease 0.1 0 - 0
1.0 - - -
10.0 1 0 1
NT=73 Acute inflamnation with or without necrosis, 0 0 0 0
mucosa and submucosa of olfactory portion 0.1 0 - 0
of the dorsal medial turbinates 1.0 - - -
10.0 0 2 2
NI-8 Adenocarcinoma 0 0 0 Q
0.1 0 - 0
1.0 - - -
10.0 0 2 2
Trachea = Number of tissues examined 0 3 16 19
0.1 1 [¢] 1
1.0 0 0 0
10.0 2 18 20
Tr-1 No visible lesions 0 3 14 17
0.1 1 - 1
1.0 - - -
. 10.0 2 16 18
Tr-2s Subacute inflammation, submucosa 1] 0 2 2
- multifocal, slight 0.1 0 - 0
1.0 - - -
10.0 0 0 (o]
DO 131170

-Indicates none examined or not applicable.
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TARLE 33 (Continued)

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS .
EXPOSED FOR 14 WEFES AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY £

Exposure Died or Killed

Diagnosis Level Moribund During Terminal Cumulacive
Code Observations (ppm) Recovery Period K111 Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20

RESPIRATORY SYSTEM (cout'd)
Trachea (cont'd)

Tr-3s Periarteritis, submucosa 0 0 0 0
- focal, slight 0.1 0 - 0
1.0 - - -
10.0 0 1 1
Tr=4 Aggragate of mononuclesr lymphoid cells, 0 0 0 0 .
submucosa - focal 0.1 0 - 0 -
1.0 - - - N
10.0 0 1 1 )
Lungs - Number of tissues examined 0 3 17 20
0.1 1 1 2 )
1.0 0 19 19
10.0 2 18 20
Lu-2, Aggregates of ponoouclear lymphoid cells, 0 3 17 20
Lu-23 peribronchial - focal or multifocal 0.1 1 1 2
1.0 - 19 19
10.0 0 18 18
Lu~3s Aggregates of mononuclear lymphoid cells, 0 1 8 9
perivascular - focal or mltifocal 0.1 0 1 1
1.0 - 2 2
10.0 0 5 5
Lu-78 Aggregates of monomuclear lymphoid cells, 0 1l 1 2
subpleural - focal or multifocal 0.1 1 0 1-
1.0 - 3 3
10.0 0 b 0
Lu-10s Aggregates of mononuclear lymphoid cells, (] 0 0 0
interstitial - focal or multifocal 0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
Lu-4 Gensralized congestion 0 3 0 3
0.1 0 0 0
1.0 - 0 0
10.0 1 0 1
Lu-5 Edema, perivascular 0 2 0 2
« focal or multifocal 0.1 0 0 0
1.0 - 0 0
10.0 1 0 1
Lu~-6s Alveolar histiocytosis 0 1 7 8
- focal or multifocal, slight 0.1 0 1 1
1.0 - 3 3
10.0 0 3 3
Lu-8a Subacute inflammation, interstitial 0 0 2 2
- focal or multifocal, slight 0.1 0 0 0
1.0 - [3 4
10.0 0 0 0

= Indicates none examined or not applicable.
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TABLE 33 (Coutinued)
SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS
HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEEES AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY
Exposurs Died or Killed
Diagnosis Level Moribund During Terminal Cusulative
Code Observations {ppm) Recovery Period rill Resulrs
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
RESPIRATORY SYSTEM (cont'd)
Lungs (cont'd)
Lu-9s Granulomatous inflammation 0 0 1 1
= focal, slight 0.1 0 0 0
1.0 - 1 1
10.0 0 0 0
Lu-11s Chronic inflsmmation, bromchiole 0 0 0 0
= glight 0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
Lu-12s Cholesterol clefts 0 0 0 0
- focal, slighc 0.1 0 0 0
1.0 - 0 0
10.0 [V} 1 1
Lu-13s Microgranuloma - focal, slight 0 0 0 0
0.1 0 0 0
1.0 - 1 1
10.0 0 0 0
Lu=-14 Mineraliration, alveolar septae, secondary Q L] 4] 0
to severe chronic remal disease 0.1 0 0 0
1.0 - 0 0
10.0 1 0 1
Lu-15 Mineralization, pleura - miltifocal, 0 0 0 0
secondary to severe chronic renal disease 0.1 0 0 0 -
1.0 - 0 0
10.0 1 0 1
Lu-16 Chronic inflsmmation, pleura - multifocal, 0 0 0 0
secondary to severe chronic rensl disease 0.1 0 0 0
1.0 - 0 0
10.0 1 0 1
Lu-17 Hermorthage - multifocal, secondary to 0 0 0 0
severe chronic renal disease 0.1 0 0 (]
1.0 - 0 0
10.0 1 0 1
Lu-18s Chronic active inflammation 0 a 0 0
- multifocal 0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
HERVOUS _SYSTEM
) Peripheral Nerve - Number of tissues examined O k] 16 19
0.1 1 0 1
1.0 0 0 0
10.0 2 18 20
PN=1 No visible lesions 0 3 10 13
0.1 1 - 1
1.0 - - -
10.0 2 9 11
- Indicates none examined or not applicable.
. (?0 131172




TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY |
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS ARD NUMBFR OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEEKS AND THEN HFLD FOR UP TO 32 WEEKS OF RECOVERY

Exposure Died or Killad
Level Moribund During Terminal | Cusulative
Observations {ppm) Recovery Period K411 Results
Number of rats per group 0 17 20
0.1 19 20
1.0 20 20
10.0 : 18 20

NERVOUS SYSTEM (cont'd)

Peripheral Nerve (comt'd)
Peripheral neurcpathy
= very slight

P'_.
N
(=R ~F ]

Peripheral neuropathy
- slight

[
o= 0oO0
A s w
(=N =0
Croo ol oo
[
wmil ow &t O~

Spinal Cord ~ Number of tissues examined

[
o OOo
“« s s
(=N -0
]

No visible lesicos

I - -
Br 1S BooN witw 1

[
ol 0 OO0OHD

0
0.1
1.0
0.0

[
[

'™
~
[~
(=3

Brain - Number of tissues examined

=
oo O
)
coM
N
586
N
oocw

-
~
[
o

No visible lesions

=
o~Ooo
. h
coM
[l o
0 ©
[
0 0

Malignant schwannoma, infiltrating from
primary site in nasal turbinates.

.
(R0

Mineralization, cerebrum
= focal or mltifocal

HE
(=0 = o

= T
oroO© OrOO
:

Granular cell tumor located in meninges,
cerebrum, dorsal surface

-

Oo=~O 0 O!—‘OO
. .
(=N = o

Vacuolizacion and degeneration of the cere-
bellum, midbrain, and cerebrum
- multifocal, moderate

v .
OO0k
OO0 HFOOO GOOO HOoOOoOOoO

CI 00 OIOO CIOQ FHIOCD HI FW NOHW N HW NOMW
oOrHrOoOO HOoOOO GOOO 0000 W

fos

MUSCULOSKELETAL SYSTEM
Skeletal Muscle - Number of tissues examined

- Indicates none examined or not applicable.
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TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

OF DBCP IN RATS AND RABBITS

BISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEEKS AND THER HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure Died or Killed
Diagnosis Lavel Moribund During Terminal Cumilative
Code Obsarvations (ppm) Recovery Period Kill Results
Number of Tats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
MUSCULOSKELETAL SYSTEM (cont'd)
Skeletal Muscle (cont'q)
SM=-1 No visible lesions 0 3 17 20
0.1 1 - 1
1.0 - - -
10.0 2 17 19
Vertebral Bone - Number of tissues examinad 0 3 17 20
0.1 1 0 1
1.0 0 0 0
10.0 2 18 20
VB-1 No viasible lasions 0 2 17 19
0.1 1 - 1
1.0 - - -
10.0 1 18 19
VB-2, Fibrous osteodystrophy, secondary to severe 0 1 0 1
VB~28 chronic renal diseage 0.1 0 - 0
1.0 - - -
10.0 1 0 1
Vertebral Bone Marrow o] 3 17 20
Nugiher of tissuss examined 0.1 1 (] 1
1.0 0 0 0
10.0 2 18 20
VBM~1 No visible lasions 0 3 17 20
0.1 1 - 1
1.0 - - -
10.0 2 18 20
URINARY SYSTEM
Kidneys - Number of tissues examined 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
R=bus, Mineral deposits, cortex, madulla or 0 0 1 1
K=45 corticomedullary junction 0.1 0 [+} 0
- focal or multifocal, unilateral 1.0 - 1 1
10.0 0 1 1
E=4b Mineral deposits, cortex, medulla or 0 1 0 1l
corticomedullary junction 0.1 0 0 0
= focal or multifocal, bilateral 1.0 - 0 0
10.0 1 0 1
K-5us Mineral daposits, renalspelvis 0 0 5 5
- focal or multifocal, unilateral 0.1 0 2 2
1.0 - 4 4
10.0 0 2 2
- Indicates none examined or not applicable.
nO 131174
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TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DECP IN RATS AND RABBITS

HISTOPATEOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS

e e S At ANV SVRDER O AlooUEe EAAMINED ON MALE RATS
EXPOSED FOR 14 WEEKS AND THEN HFLD FOR UP TO 32 WFEXS OF RECOVERY

Died or Killed

-

Exposure
Diagnosis Lavel Moribund During Terminal Cumilative
Code Observations (pprm) __Recovery Period  <55] _BResults
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
URIKARY SYSTEM (cont'd)
Kidneys (cont'd)
K=-5b, Mineral deposits, renal pelvis 0 0 0 0
K=5bs - focal of multifocal, bilateral 0.1 0 0 0
1.0 - 0 0
10.0 1 1 2
K-6u, Chronic progressive glomerulonephropath 0 1 9 10 f
E~6bs - alight - 0.1 o 1n 1 e
1.0 - 11 11 -
10.0 1 6 7
K-6m, Chronic progressive glomerulosephropathy 0 0 6 6 "
EK-6bm = moderate 0.1 1 8 9
1.0 - 8 8
10.0 0 10 10
F-6aev, Chronic progressive glomerulonephropathy 0 2 2 [
K=6b,sev ' = severe 0.1 0 0 0
1.0 - 1 1
10.0 1 2 3
K=1lus Aggregates of mononuclear lymphoid cells, 0 0 1 1
pelvis 0.1 0 0 0
~ focal or multifocal, unilateral, alighe 1.0 - 0 0
10.0 [+] 0 0
K=-13us Vacuolization, pelvic epithelium 0 0 0 0
= unilateral, slight 0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
K~lbus Byperplasias, pelvic epithelium 0 0 1 1
« unilaceral, slight 0.1 0 0 0
1.0 - 2 2
10.0 0 2 2
E-16 Cyst, cortex 0 0 0 0
0.1 Q 0 0
1.0 - 2 2
10.0 4] 0 v}
E-17us Hydrohephrosis - unilacteral, slight 0 0 1 1
0.1 0 0 0
1.0 - 0 0
10.0 0 0 0
E-18 Adenoma, cortex Q Q 0 0
0.1 0 0 0
1.0 -~ 0 0
10.0 0 1 1
E-24 Focus or (pleomorphic) basophilic cells 0 0 0 0
0.1 0 0 0
1.0 - 0 0
10.0 1} 1 1

- Indicates none exanined or not applicable.
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TABLE 33 (Countinued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS

EXPOSED FOR 14 WEERKS AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposutra Died or Killed

Diagnosis . Level Moribund During Terminal Cumslative
Code Observations (ppm) Recovery Perjod j <551 Resylts
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
_10.0 2 18 20

URINARY SYSTEM (cont'd) ,
17 20

Uripary Bladder « Number of tissues examined 0 3
0.1 1 19 20
1.0 0 20 20
10.0 2 17 19
UB-1 No visible lesions 0 3 17 20
0.1 1 19 20
1.0 - 20 20
10.0 2 17 19

CARDIOVASCULAR SYSTEM

Heart - Number of tissues examined Q 3 17 20
0.1 1 0 1
1.0 0 0 Q
10.0 2 18 20
g2-1 No visible lesions Q 1 14 15
0.1 1 - 1
1.0 - - -
10.0 1 14 15
H-21, Myocardial degeneration with or without 0 2 1l 3
B-5s, inflammation 0.1 0 - 0
B-68 - focal or mmlrifocal, slight 1.0 - - -
10.0 1 4 5
H-3 Medial calcificacion, coronary arterieg, Q 1 0 1
gacondary to severe chronic renal disease 0.1 0 - 0
- miltifocal 1.0 - - -
10.0 1 0 1
B=4vs Aggregate of mononuclear lymphoid cells (o] Q 1l 1
- focal or multifocal, very slight 0.1 0 - 0
1.0 - - -
10.0 0 0 4]
H-4s Aggregate of mononuclear lymphoid cells 0 0 1 1
- focal or multifocal, slighc 0.1 0 - 0
1.0 - - -
10.0 0 0 0
Anterior Mediastinal Blood Vessels 0 3 17 20
Number of tissues examined 0.1 1 0 1
1.0 0 1 1
10.0 2 17 19
ABV-1 No visible lesions 0 1 16 17
0.1 1 - 1
1.0 - 0 0
10.0 1 15 16
ABV-2, Periarteritis « focal or multifocal o 1 1 2
ABV-2s, 0.1 0 - 0
ABV=2m 1.0 - 1 1
10.0 0 2 2

-Indicates none examined or not applicable.
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TABLE 33 (Continued)

SUBCHRONTC TNHALATION REPRODUCTIVE IPXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure Died or Filled
Diagnosis Lavel Moribund During Terminal Cumilative
Code Observations (ppm) Recovery Period Kn Results
Number of rats per group 0 17 20
0.1 19 20
1.0 20 20
10.0 18 20

CARDIOVASCULAR SYSTEM (cont'd)
Anterior Mediastinal Blood Vessels (cont'd)

Medial calcification, secondary to severe
chronic renal disease
= multifocal

—
S
[-X-TS
-
Y-

Cervical Blood Vessels
Number of tissues examinad

[
.- s

(=N -0 o

(=X-B =]

ooO0OC OOl o
OO MO

Periarteritis - multifocal

. s ®
oo K

[ o ]
LI B A |
LI B |

[
=3
~

Mesenteric Blood Vessels
Number of tissues examined

-
oo o

[
M)
(=N =0

No visgible lesions

-
1~

[
iR
O 0o

Periarteritis -~ focal or multifocal

0
0
1
0
0
0
1
0
0
0
1
0
0
0
1
0
0
0
1
0
0
0

>
(=N =N

[

Subintimal mineralization, secondary to
severe chronic renal digease
- focal or multifocal

HION | OF M| HkH RO MW
[ oeg = N [
H1OR H] OH OI HG OO0 KHO

-

'OHOO (=0 ad
M

cCor

MINAL CAVITY
Mesenteric Fat - Number of tissues examined

[
e w
CoOM

No visible lesions

)
OO

Atrophy

[
M)
QoK

Strangulated (necrotic) fat

OtO0 =100 HIIFW RNOHW

OO0 OO0 OO
OO0 HOOO VWO

.
[=R=N

e b
CHOO OHOO ODHOD OHOO

- Indicates none examined or not applicable.
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TABLE 33 (Continued)

SUBCHRONIC INEALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

BISTOPATHOLOGIC OBSERVATIONS AND NU&B!R OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEEKS AND THEN HKILD FOR UP TO 32 WEEKS OF RECOVERY

Exposure Died or Killed

Diagnosis Level Moribund During Terminal Cumilative
Code Observations (ppm) Recovery Period K41l Results
Number of rats par group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
ARDOMINAL CAVITY (cout'd)
Mesenteric Fat (cont'd)
0-3 Necrosis and chronic inflammation of fat 0 0 0 0
0.1 0 1 1
1.0 - 0 (4]
10.0 0 0 0
EEAD REGION
Ear - Number of tissues examined 0 0 0 0
0.1 0 0 0
1.0 0 0 0
10.0 0 1 1
EA-2 Squamous cell carciooma, ptobaBly zymbal 0 - - -
gland origin 0.1 - - -
1.0 - - -
10.0 - 1 1
Eyes - Number of tissues examined [+} 3 17 20
0.1 1 2 3
1.0 Q 6 6
10.0 2 17 19
EY-1 No vigible lesions 0 2 15 17
0.1 0 2 2
1.0 - 5 5
10.0 0 16 16
EY-2b, Keratitis with increased corneal vasculari- 0 1 0 1
EY-2bs, zation = bilateral 0.1 1 0 1
EY-2bm 1.0 - 0 0
10.0 1 0 1
EY-4unm Corneal vascularization and chromic inflam- 0 0 0 0
wation - unilateral, moderate 0.1 0 0 0
1.0 - 1 1
10.0 0 0 0
EY«3us, Retinal atrophy and degeneration 0 0 2 2
EY«3um - unilaceral 0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
MALE REPRODUCTION SYSTEM
Testes = Number of tissues examined (] 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
T=-1 No visible lesions 0.1 1 12 13
Q.1 1 14 15
1.0 - 15 15
10.0 1 5 6

- Indicates none examined or not applicable.
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TABLE 33 (Coutinued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

OF DBCP

IN BATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE IATS
FXPOSED FOR 14 WEERKS AND TEEN HELD FOR UP 170 32 WEEKS OF RECOVERY

Exposure Died or Killed |
Diagnosis Lavel Moribund During Terminal * Cumslative
Code Observacicons (ppmz Recovery Period 5;; lnnultl
Number of rats per group 3
0.1 1 19 i 20
1.0 0 20 20
10,0 2 18 20
MALE REPRODUCTIVE SYSTEM (cont'd) \
Testes (cont'd)
T~2um Aerophy (generalizad) 0 0 1 1
- unilateral, moderate 0.1 0 0 (]
1.0 - 0 1]
10.0 0 1 1
T~2bm Atrophy (generalizad) 0 0 0 0
- bilateral, moderate 0.1 0 0 0
1.0 - 0 0
10.0 1 1 2
T~2u,sev Atrophy (generalized) 0 0 0 0
- unilateral, severe 0.1 0 1 ‘ 1
1.0 - o ! 0
10.0 0 0 ‘ 0
T~3u,vs Atrophy (decreased spermatogenesis of indi- 0 0 1 1
vidual seminiferocus tubules - includes 0.1 0 0 1]
individual seminiferous tubules containing 1.0 - 0 0
predominantly sertoli cells) 10.0 0 0 0
= ynilateral, very slight
T~3us Atrophy (decreased spermstogenesis of indi- 0 0 1 1
vidual seminiferous tubules - includes 0.1 0 2 2
individual seminiferous tubules concaining 1.0 - 5 5
predominantly sertoli cells) 10.0 0 8 8
- unilateral, slight
T~3bs Atrophy (decreased spermatogenesis of indi- 0 0 1 1
vidual seminiferous tubules - includes 0.1 0 1 1
individual seminifercus tubules containing 1.0 - 0 0
predominantly sertoli cells) 10.0 ] 4 4
« bilateral, slight
T~3un Atrophy (decreased ppermatogenesis of indi- 0 0 0 0
vidual seminifercus tubules - includes 0.1 0 - 1l 1
individusl seminiferous tubules containing 1.0 - 0 0
predominantly sertoli cells) 10.0 0 0 0
« focal or multifocal, unilateral, moderate
T=bua Mineralizacion (intratubular calcification) 0 0 2 2
= unilateral, slight 0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
T=bum Mineralization (intratubular calcification) 0 0 (] 0
~ ynilateral, moderate 0.1 0 1 1
1.0 - 0 0
10.0 0 0 0
T-4b, Mineralization (intratubular calcification) 0 0 0 0
T-4ba - multifocal, bilateral 0.1 0 0 0
1.0 - 0 0
10.0 1 1 2
-Indicates none examined or not applicable.
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TARBLE 33 (Continued)
SUBCHRONIC INHALATION RFPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCF IN BATS AND RABBITS
HISTOPATHOLOGIC OBSERVATIONS AND NUMBFR OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEEKS AND THEN EFLD POR UP T0 32 WEEKS OF RECOVERY
Exposure Died or Killed
Diagnosis Lavel Moribund During Terminal Cumulative
Code Observations __(ppm)  Recovery Pariod Kill Resulta
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
MALE REPRODUCTIVE SYSTEM (cont'd)
Testes (cont'd)
T=5b Periartaritis 0 2 0 2
- focal or multifocal, bilateral 0.1 0 0 0
1.0 - 0 0
10.0 1 1 2
T=5ba Periarteritis 0 1] [ 0
- focal or multifocal, woderate 0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
T-6um Edema, ipterstitial 0 0 0 0
= unilateral, moderate 0.1 [+] 1 1
1.0 - 0 0
10.0 0 0 0
T-6u,sev Edema, interscitial 0 0 0 0
0.1 0 1 1
1.0 - 0 1]
10.0 0 1 1
T-Bu Interstitial cell tumor 0 0 1 1
- gnilateral 0.1 0 0 0
1.0 - 0 0
10.0 0 0 0
Epididymides - Number of tissues examined 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20
E-1 No visible leaions 0 3 16 19
0.1 1 17 18
1.0 - 19 19
10.0 1 14 15
E~3um Decreased sperm content in tubular lumina 0 [} [ 0
= ynilateral, moderate 0.1 0 0 0
1.0 - 0 0
10.0 0 1 1
£=3u,sev Decreased sperm content in tubular lumina o 0 1 1
- unilateral, severe 0.1 0 1 1
1.0 - 0 0
10.0 0 0 0
E~3b Decreased sperm content in tubular lumina 0 0 0 0
- bilateral 0.1 0 0 0
1.0 - 0 0
10.0 1 1 2
E~48 Sperm granuloma - slight 0 0 1 1
0.1 0 0 0
1.0 - 0 0
10.0 0 0 0
=Indicates none examined or not applicable. -
oo A 31 1RO
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Diagnosis
Code

TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RAYS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS ARD NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED POR 14 WEEKS AND TEEN HELD FOR UP TO 32 WEFXS OF RECOVERY

Observations

Number of rats par group

E=5u

E~5b

E-6,

E~6u

E-7us

PR~1

PR-3,
PR~3s,
PR=3m

PR~58

PR=-6s

CG-1

MALE REPRODUCTIVE SYSTEM (cont'd)

Epididymides (cont'd)

Increased cellular debris in tubular lumina
- unilateral

Increasad callular debris {n tubulsr luming
= bilateral

Periarteritis -~ focal

Aggregate of mouomuclear lymphoid cells,
perivascular
- focal, unilateral, slight

Prostate Gland - Number of tissues exsmined

No visible lasions

Corpora amylacea-like bodies
~ focal or myltifocal

Papillary hyperplasia, glands
- focal, slight

Hyperplasia, glands
- focal, slight

Coagulating Gland

Number of tissues examined

No visgible lesions

-~ Indicatas pone examined or not applicable.

Died or Killed
Moribund During
Recovery Period
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TABLE 33 (Continued)

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DECP IN RATS AND RABBITS

BISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED_FOR_14 WEEKS AND THEN HELD FOR UP _TO 32 WEEKS OF RECOVERY

Exposure pPied or Killed

Diagnosis Leval Moribund During Terminal Cumulative
Code Observations _(ppm) Recovery Period Kill Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10,0 2 18 20
MALE REPRODUCTIVE SYSTEM (cont'd)
Coagulating Gland {(cont'd)
cG-2 Atrophy 0 o 0 0
0.1 0 0 1]
1.0 - 0 0
10.0 1l 1 2
Seminal Vesicles 0 3 17 20
Nusber of tissues exmtined 0.1 1 18 19
1.0 0 20 20
10.0 2 17 19
§V-1 No visible lesions 0 3 17 20
0.1 1 18 19
1.0 - 20 20
10.0 1 16 17
§V=-2 Atrophy 0 0 0 0
0.1 0 0 0
1.0 - 0 0
10.0 1 1l 2
§V-3 Corpors amylacea-like bodies 0 0 0 0
- focal or nul:i{pc.l 0.1 0 0 0
1.0 - o 0
10.0 1 0 1
Preputial Gland ~ Number of tissues examiped O 0 1 1
0.1 0 1 1
1.0 (] 1 1
10.0 [+] 2 2
PPG-158, Chronic ipnflammation 0 - 1l 1
PPG-2m, « pultifocal 0.1 - 1 1
PPG~23ev 1.0 - 0 0
10.0 - 1 1
PPG-3m, Cystic dilacation, ducts 0 - 1 1
FPG=3sev 0.1 - 1 1
1.0 - 0 1]
10.0 - 1 1
PPG-4 Abscess 0 - 0 0
0.1 - [ 0
1.0 - 1 1
10.0 - 1 1
LYMPHORETICULAR SYSTEM
Thymus ~ Number of tissues examined 0 2 15 17
0.1 1 0 1
1.0 0 1 1
10.0 b 17 19
TY-2m Atrophy - moderate 0 2 15 17
0.1 1 - 1
1.0 - .1 1
10.0 1 17 18
- Indicates none examined or not applicable.
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TABLE 33 (Continued)

SUBCHRONIC INEALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

EISTOPATEOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEEKS AND THFN HELD POR UP_TO 32 WEEKS OF RECOVERY

Exposure Died or Killed
Disgnosis Lavel Moribund During Terminal Cumulative
Code Observations {ppm) _Recovery Period Fill Results
Number of rats per group 0 3 17 20
0.1 1 19 20
1.0 0 20 20
10,0 2 pi] 20
LYMPHORETICULAR SYSTEM (comt'd)
Thymus (comt’d) -
TY=2sev Atrophy = severs . 0 0 0 0
0.1 0 - 1]
1.0 - 0 0
10.0 1 0 1
Spleen = Number of tissues examined 0 3 17 20
0.1 1 0 1
1.0 0 0 0
10.0 2 18 20
Sp~1 No visible lesicus 0 2 17 19
0.1 1 - 1
1.0 - - -
10.0 2 15 17
Sp=2m Hemosiderosis - moderace 0 1 0 1
0.1 0 - 0
1.0 - - -
10.0 0 0 0
Sp-3 Ectopic spleen, Dear adrenal or in omentum 0 0 0 0
0.1 0 - 0
1.0 - - -
10.0 0 1 1
Sp=éa Periarteritis - focal, slight 0 0 0 [+}
0.1 0 - 0
1.0 - - -
10.0 0 1 1
Sp-5s Incressed extramedullary hematopoiesis, red 0 0 0 0
pulp - slight 0.1 1] - 0
1.0 - - -
10.0 0 1 1
Mesenteric Lymph nodes 0 3 16 19
Number of tissues examined 0.1 1 0 1
1.0 0 1 1
10.0 2 16 18
MILN-1 No visible lesions 0 2 12 14
0.1 1 - 1
1.0 - 0 0
10.0 1 16 17
MLN-2 Free and phagocytized red cells in the 0 0 3 3
sinusoids 0.1 0 - 0
1.0 - 0 0
10.0 1 0 1
MLN=3a Simus histiocytosis 0 0 1 1
0.1 0 - 0
1.0 - 0 0
10.0 0 0 0
= Indicates none examined or not applicable.
no 131183
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TABLE 33 (Continued)

SUBCHRONIC INBALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND BABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE BATS
EXPOSED FOR 14 WEEKS ARD THEN BFLD FOR UP TO 32 WEFKS OF RECOVERY

Exposure Died or Killed

Diagnosis Level Moribuad During Terminal Cumulative
Code Observations {ppm) Recovery Period Fill Rasults
Number of rats per group [/} 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20

LYMPHORETICULAR SYSTEM (comet'd)
Mesenteric Lymph Nodes (cont'd)

MLN=4 Reactive hyperplasia 0 0 0 0
0.1 0 - 0
1.0 - 1 1
10.0 0 0 0
MLR-5 Plasmacytosis of the medullary cords 0 0 0 0
0.1 0 - 0
1.0 - 1 1
10,0 0 0 0
Pauncreatic Lywph Nodes 0 0 2 2
Number of tissues examined 0.1 0 0 0
1.0 o] 0 0
10.0 0 1 1
Pa=4 No visible lesious 0 - 2 2
0.1 - . - -
1.0 - - -
10.0 - 0 0
Pa=7 Free and phagocytized red cells, medullary 0 - 0 0
sinuses 0.1 - - -
1.0 - - -
10.0 - 1 1
Renal Lymph Nodes . 0 0 2 2
Number of tissues examinad 0.1 0 1 1
1.0 0 1] 0
10.0 0 0 0
K-20sev Cystic dilatatiocn, sinusoids 0 - 2 2
- severe 0.1 - 0 0
1.0 - - -
10.0 - - -
F-21 Free and phagocytized red calls, medullary 0 - 0 (¢]
sinuses 0.1 - 1 1
1.0 - - -
10.0 - - -
K-22 Histiocytosis, medullary sipuses 0 - 0 0
0.1 - 1 1
1.0 - - -
10.0 - - -
K=23 Accumulations of hematogenous pigment 0 - 0 0
{(henosidarin) 0.1 - 1 1
1.0 - - -
10.0 - - -
Anterior Mediastinal Lymph Nodes 0 2 17 19
Number of tissues examined 0.1 1 0 1
1.0 0 1 1
10.0 2 18 20
- Indicates none examined or not applicable.
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TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY |
OF DBCP IN RATS AND RABBITS ‘

!
BISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOB UP TO 32 WEEKS OF RECOVERY

Exposuras Died or Killed
Diagnosis. Level Moribund During T-rninnﬂ Cimulative
Code Observations (ppm) Recovery Period Ki1l Results
Number of rats par group 0 17
0.1 19
1.0 20
10.0 18

LYMPHORETICULAR SYSTEM (cont'd)

Anterior Mediastinal Lymph Nodes (cont'd)
No visibla lesiona

.

[=-N-0
[
o
g

. =

[

Free and phagocytized red cells in the
medullary sinuses

-
N
(=2 =0 )

Hematogenous pigment (hemosiderin),
medullary siouses

v s %
oW

Sinus histiocytosis

-
s .
o0 -

Axillary Lymph Nodes
Number of tissues examined

o000 Oo 100 O1 OO0 1 OO NI =N
HOOO o1 O OOCt & NOLH O VDI
HOoOOO oOHOC OO NOOO BOH

=
v e »
oo

Reactive hyperplasia

0
0
1
0
0
0
1
0
0
0
1
10
0
0
1
0
0
0
1
0
0
0
1
0

. e .
(= = ]
=11

-

Subcutaneous Lymph Nodes
Number of tissues examined

[
< s w
[=N-0
HOoOQOo

No visible lesions

ol 0woOoin

[
s
[=N=0 o
Lol I |

Lymph Nodes - (origin undetermined)
Number of tissues axamined

]
~OOoOO |l I wnw OO Wwm =

-
.

[~ =0 o
ocCoOHO
OO

No visible lesions

11 o0
1ol

P
oo
Lo I B

-
oO-HOOD OO0 ODFHOO oHMOO O-OO

Free and phagocytized red cells in the
medullary sinuses

[y
s .
(=N =0
LA |
L= B 2 |
L2 |

- Indicates none examined or not applicable.
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TABLE 33 (Continued)

SUBCHRONIC INBALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

BISTOPATROLOGIC OBSERVATIONS AND NUMBFR OF TISSUES EXAMINED ON MALE BATS
EXPOSED POR 14 WEEKS AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure Died or Killed
Level Moribund During Terminal Cumulacive
Observations (ppm) Recovery Period il Results
Number of rats per group 0 17 20
0.1 19 - 20
1.0 20 20
10.0 18 20

LYMPHORETICULAR SYSTEM (cont'd)

Lymph Nodes - (orig.undeterm.) (comt'd)

Hematogenous pigment accumulations, medullary O
sinuses 0.1
1.0
10,0

SKIN AND SUBCUTANEOUS
Skin = Number of tissuas examined

Py
o0 -

-~

No visible lesions

1
.0
0

-

Granulomatous inflammation, eyelid
- focal

. .
(=0 = ]

o

Squamous papilloma

HIE
oo

[
OO0 OMOOD OHODRD OHOO OFROO
. .

Chronic active inflammation and fibrosis,
eyelid

[
.+
oo H

Epidermal inclusiom cyst

=
)
(=20

o000 OI-'.OO o0 O

Squamous cell carcinoma with secondary
cutaneous matastasis

[~ R =N

= =
~ill1lorilooltootimolio 9116 Boob
=100 H) OO0 H 100 O1 O O OW gll‘

[

Subcutaneous - Number of tissues exagined

o

NI IO Ol O QO
[

NIOD 1 O QOO

.
[-R =3

[

Subcutaneous artaries, medial calecifica-
tion, sacondary to severe chronic renal
disease - multifocal

[~ =0

Fibroma

[
OO OHOO
1 OO0 =1 O NOMIW SO0 O1 00 HI1 OO0 C1 00 OI1O0OKM HI N NOKFW

v
s
OO

-_Indicates none examined or not applicable,
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TABLE 33 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED OR MALE RATS
EXPOSED FOR 14 WEEKS AND THEN EELD FOR UP TO 32 WEEKS OF RECOVERY

Exposurs Died or Killed

Diagnosis Level Moribund During Termiosl Curulative
Code Observations {ppm) Recovery Period Kill Results

Number of rats per group 1] 3 17 20
0.1 1 19 20
1.0 0 20 20
10.0 2 18 20

LYMPHORETICULAR SYSTEM (cont'd) .

Subcutaneous (cont'd)

Sq-3 Lipoma 0 0 0 0
0.1 0 - 0
1.0 - - -
10.1 0 1 1
Mammary Gland - Number of tissues examined 0 3 12 15
0.1 0 0 0
1.0 0 0 0
10.0 1 15 16
MG-1 No visible lesions 0 0 0 0
0.1 - - -
1.0 - - -
10.0 0 1 1
MG~28 Acinar hyperplasia 0 3 11 14
- slight 0.1 - - -
1.0 - - -
10.0 1 14 15
MG=-13s Ductal hyperplasia 0 0 1 1
~ slight 0.1 - - -
1.0 - - -
10.0 0 0 0

- Indicates none exsmined or not applicable.
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SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABRITS

BISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEKS AND TEEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Filled
Lavel Moribuad During Terminal Cumulative
Observations (ppm) Recovery Period K11 __Results
Numbar of rats per group 0 19 20
0.1 20 20
1.0 19 20
10.0 17 20

ENDOCRINE SYSTEM

Adrenals -~ Number of tissues examiped 19 20
20 20
19 20

17 20
5

[
e
(=N N

No visible lesions

.
(=N ]
DOl H WO

OO0 OO O

4
]
4
0

6
4
0

[
s

Focus(i) of altered cells, cortex
-« unilateral

Focus(i) of altered cells, cortex
=~ bilateral

Nodular hyperplasia, cortex
- multifocal, unilateral

Nodular hyperplasia, cortex
- pultifocal, bilateral

Ectatic siousoids
- multifocal, unilateral

Ectatic sinusoids
- mltifocal, bilateral

-
. s .
oo
NOOO

A=6u, Hematocyst, cortex - unilateral
A-1lu N
A=1lus

o
N

[=R-0

M HO HOoO OO
&S WO

A-6b, Hematocyst, cortex - bilateral
A-11b

.Ol_-'OO o~OOo o~OO
(=N -]

Hol o (= -1 B - ol o

N OO
wWH OO

-
[
=

= Indicates none examined or not applicable. DO 131188
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS i
msmmnlawmmrmmmaurmKHrzmorucomr -

Exposurs Died or K{lled .
Diagnosis Level Moribund During Terminal Cumylative
Code Observations {ppm) Recovery Period Kill Results
Number of rats par group 0 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 1?7 20
ENDOCRINE SYSTEM (cont'd)
A=12bs Necrosis, cortex 0 0 0 0
~ bilateral, slight 0.1 - 0 0
1.0 1 0 1
10.0 0 0 0
A-13bs Extramedullary hematopoiesis, cortex 0 0 0 0
= bilateral, slight 0.1 - 0 0
1.0 0 1 1l
10.0 [} 0 0
Pituitary -~ Number of tissues examined 0 1 19 20
0.1 0 1 1
1.0 1 0 1
10.0 3 16 19
P-1 No viaible lesions 0 1 17 18
0.1 - 1 1
1.0 1 - 1
10.0 3 16 19
P=3 Focus or foci of altered cells, anterior [} 1] 1 1l
portion 0.1 - 0 Q
1.0 Q - 0
10.0 0 0 0
P-4 Adenoma, anterior portiom 0 0 1 1
0.1 - 0 0
1.0 0 - 0
10.0 0 0 0
Thyroid Gland - Number of tissues examined 0 1 19 20
0.1 0 0 0
1.0 1 0 1
10.0 3 17 20
TE-1 No visible lesions 0 1 17 18
0.1 - - -
1.0 1 - 1
10.0 2 13 15
TH-5, Ultimobranchial cyst 0 0 1 1
TB-58 0.1 - - -
1.0 0 - 0
10.0 0 3 3
TH-6, Parafollicular cell (C-cell) hyperplasia 0 0 1 1
TH-68 - focal 0.1 - - -
1.0 0 - 0
10.0 1 2 3
Parathyroid Clands v} 1 18 19
Number of tissues examined 0.1 0 0 0
1.0 1 0 1
10.0 3 k] 16
DO 131189

= Indicates none examined or not applicable.
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXIICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINFD ON FEMALE RATS

EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed
Diagnosis Level Moribund During Terminal Cumulative
_Code Observations (ppm) Racovery Period Kill Results
Number of rats per group 0 19 20
0.1 20 20
1.0 19 20
10.0 17 20

Parathyroid Glands (cont'd)
No visible lesiona

H
(=R -0

Altered cells - focal

-
oOHOO OO O
.

ool O W]

[
oo

GASTROINTESTINAL SYSTEM
Tongue - Number of tissues examined

[
oo Oo
N
oK
4 ~
oNOoO

No visible lesions

—
erpe
(=R o]

Periarteritis - focal or multifocal

—
[l =T B - ] t:l-‘ln

—
OO0 0o
e
(=R~ )

Aggregate of mononuclear lymphoid cells
- focal, slight

Ol O HO 1 O

'
.
oo+

Subacute inflammation, submucosa
- focal or multifocal, slight

[l = BN ] ol o

=
N
OO

Foreign body granuloma or subacute
inflamnation, submucosa
- focal

—
N
- X-3
Ot

Fibrosis and suppurative inflammation,
lacrimal ducts of toague
- focal, slight

. .
(=N o]

—
(=B ol =N ~] (=N o~ -] Ol-'_OO (=R =N ] orOoCo o~O0OO

Increased number of mast cells, musculature

O o L= I ] ool W (= =2 B
[l =2 I = | (=R~ B o)
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Squamous cell carcinoma
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- Indicates none examined or not applicable. no 131190
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

BISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOB 14 WEERKS AND THEN HELD FOR UP_TO 26 WEEKS OF RECOVERY

Exposure  Died or Killed
Diagnosis Level Moribund During Tcruinnlh Cumulative

Code Observaticns (ppm) Recovery Period ki1l ‘ Results

Mumber of rats per group 0 1 19 20
0.1 0 20 20
1.0 1l 19 20

10,0 3 17 20 --

GASTROINTESTINAL SYSTEM (cont'd)
Salivary Glands - Number of tissues exsmined 0 1 ] 18 19
0.1 0 0 0
1.0 0 0 0
10.0 3 17 20
$G-1 No visible lesions 0 1 18 19
0.1 - - -
1.0 - - -
10.0 3 17 20
Esophagus = Numbar of tissues examined 0 1 18 19
0.1 0 0 ‘ 0
1.0 1 [ 1
10.0 3 14 | 17
\

ES-1 No visible lesions 0 1 18 19
0.1 - - -
1.0 1 - 1
10.0 3 14 17
Stomach - Number of tissues examined - 0 1 19 20
0.1 0 1 1
1.0 1 2 3
10.0 3 17 20
S=1 No visible lasions [} 1 18 19
0.1 - 1 1
1.0 1 0 1
10.0 3 13 16
§~23 Cystic dilatation, base of crypts, 0 0 1 1
glandular portion - slight 0.1 - [} 0
1.0 0 0 0
10.0 1] [ 4
§=-4 Submucosal edema, nonglandular mucosa 0 0 0 0
0.1 - o 0
1.0 0 1 1
10.0 0 0 0
§=7 Hyperkeratosis, nonglanduylar portion 0 0 0 Q
0.1 - [+] 0
1.0 0 2 2
10.0 0 0 (]
5-8 Ulcer, nonglandular portion 0 0 0 0
0.1 - 0 0
1.0 0 1 1
10.0 0 0 0
$-9 Subacute inflammation, nonglandular 0 0 0 0
portion 0.1 - 0 0
. 1.0 0 1 1
10.0 0 0 0

~ Indicates none examined ot Not applicable. DO 13119

CONFIDENTTAL
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TABLE 34 (Continued)

SUBCHRONIC INBALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DECP IN RATS AND RABEITS

HISTOPATROLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Disd or Xilled

Diagnosis Lavel Moribund During Terminal Cumulative
Code Observations {ppm) Recovery Period Kill Results
Number of rats per group Q 1 19 20
0.1 0 20 20
1.0 1 19 20
0.0 3 17 20
GASTROINTESTINAL SYSTEM (cont'd)
Small Intestine = Number of tissues examinaed 0 1 19 20
0.1 0 0 1]
1.0 1 (4] 1
10.0 3 17 20
SI-1 No visible lesions 0 1 19 20
0.1 - - -
1.0 1 - 1
10.0 3 16 19
§I-3 Acute inflammation, serosal surface 0 1] 0 o
0.1 - - -
1.0 0 - 0
10.0 0 1 1
Cecum = Number of tissues examined 0 0 17 17
0.1 0 0 0
1.0 0 0 0
10.0 2 12 14
CE-1 No visible lesions 0 - hh 3 11
0.1 - - -
1.0 - - -
10.0 2 n 13
CE-2 Intraluminal nematode parasitas 0 - 6 6
consistent with pinwvorms 0.1 - - -
1.0 - - -
10.0 0 1 1
Large Intestine - Number of tissues examined 0 1 19 20
0.1 0 0 0
1.0 1 0 1
10.0 3 17 20
LI-1 No visible lesions 0 1 16 17
0.1 - - -
1.0 1 - 1
10.0 3 16 19
LI~2 Intralumina)l nematoda parasite 0 0 3 3
consistent with a piovorm 0.1 - - -
1.0 0 - 0
10.0 0 1 1
LIVER - Number of tissues examinad 0 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 17 20
L-1 No visible lesions 0 0 7 7
0.1 - 9 9
1.0 0 7 7
10.0 0 6 6
= Indicates none examined or not applicable. DO 13 195
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TABLE 34 (Coutinuad)

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP TN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND KUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEES AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed
Diagnosis Lavel Moribund During Terminal Cum:lative
Code Observations (ppm) Recovery Period {11 _Results

Number of rats per group 0 1 19 20
0.1 o 20 20
1.0 1 19 20

10.0 3 17 20 -

LIVER (cont'd)

L-2a Aggregates of mononuclear lyamphoid 0 1 " 3 4
or reticuloendothelial cells - 0.1 - 0 0
focal or multifocal 1.0 0 1 1
10.0 0 1 1
L-és Vacuolization consistent with fatty 0 0 6 6
change - focal or multifocal, slight 0.1 - 7 7
1.0 0 4 4
10.0 2 8 10
L-4m Vacuolization consistent with farty change 0 1 0 1
« focal or multifocal, 0.1 - 0 0
moderate 1.0 0 2 2
10.0 0 0 0
L-5s8 Extramedullary hematopoiesis 0 0 5 5
- focal or multifocal, slight 0.1 - 4 4
. 1.0 0 6 6
10.0 2 4 6
1-~6, Focus or foci of altered hepatocytes 0 0 1 1
L-6s 0.1 - 1 1l
1.0 0 3 3
10.0 0 1 1
L-19 Area of altered hepatocytes - focal 0 0 0 0
. 0.1 - 1] 0
1.0 0 0 0
10.0 0 1 1
1-78 Biliary hyperplasia - focal or 0 0 - 0 0
multifocal, slight 0.1 - 0 0
1.0 0 1 1
10.0 0 0 0
L-9s Subacute i{nflammarion - focal, slight ] 0 0 0
0.1 - 0 0
1.0 0 0 0
10.0 0 1 1l
L-10s Coagularion necrosis and inflammation 0 1 0 1
« focal, slight 0.1 - 0 4]
1.0 0 0 0
10.0 0 0 0
L-17 Altered tinctorial properties to various 0 Q 1 1
portions of the liver lobules 0.1 - 0 0
1.0 0 1] 0
10.0 0 0 0
L-20s Individual hepacocellular necrosis, centri- Q 0 0 0
lobular - multifocal 0.1 0 0 0
1.0 0 0 0
10.0 2 0 2

DO 131193

= Indicates none examined or not applicable.
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TABLE 34 (Continuad)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEKS AND THEN HFLD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Fillaed
Diagnosis Level Moribund During Terminal  Cumulative
Code Observations (ppu) Recovery Pariod Fill Regults
Number of rata per group 0 19 20
0.1 20 20
1.0 19 20
10.0 17 20

LIVER (cont'd)

L=21sev Coagulation necrosis and atrophy,
sinusoids - severe

-
oO~OO
. s
(=R ~-0
o= 0O

s

[
oHOO o~HOO

PANCREAS - Number of tissues exsmined

oo

-

~NOoO oW o000 0o
N

[
.

[

~a

No visible lesions

[
(=N o= =]
N
[=R=-0
e -
L -
[
ol L |

Atrophy, with or without ioflamma-
tion, acinar cells
= focal or sultifocal

NOo 1o [l ol WO

i1l w
Wo il W

0
0.1
1.0
0.0

-

Cystic duct with associated fibrosis
and chronic-active inflamnatiom

-
s e
(=N -0 )
HO Il O

Increased cytoplasmic secretory
material - focal, slight

[ =] or 1o

[
M)

(=N

[ =0 ]

[ == I = ]

Subacute inflammation - focal, slight

-
. .
(=R~
o1 O

Aggregates of mononuclear lymphoid
cells, interstitium

o OO orOO oO~00C OO O
(=2 =2 I -] ol O o001 O Ol O

N
(==
= o =110

-
O 1O

RESPIRATORY SYSTEM

Nasal Turbinates
Number of tissues examined

+ o+ .

(=N =N
[ d

o OO

No visible lesions

(=X =5 B WO
[

« 2 s
(=N o

- -
oOrMOO OrHOO

t: (=X~ 0 B o

Aggregates of mononuclear lymphoid
cells, submucosa
- focal or multifocal

o
oo Oo
s .

o ow

WO
[

L |

DO 131194

= Indicates none examined or not applicable. CONFE TDENT TAL




TABLE 34 (Comtinued)

SUBCHRONIC TNHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP 1IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEES AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed
Diagnosis Level Moribund During Terminal Cumulative
Code Observations (ppm) Recovery Period i Results
Number of rats per group 0 19 20
0.1 20 20
1. 19 20
10.0 17 20.

RESPIRATORY SYSTEM (cont'd)

Nagal Turbinates (count'd)

Acute inflsmmation, with or without
necrosis, tucosa and submucosa,
olfacrory portion, dorsal medial
turbinates

[
oHOO
< s
L=R=3
L B

Dlceration, olfactory epithelium with
or without adherent exudative
material, dorsal madial turbinates

—
oo O

b

oo

HO - ~cO 0

Subscute inflammstion, respiratory
epithelium

OI-‘PO
OO

[
.

Subacute inflamnation, olfactory epithelium,
dorsal medial turbinates

-
orHOoo

. e .

oo

a1l 1w L= 2 N B X ] Lol B )
wo W L= = B ]

Chronic active inflammation, with squzmous
metaplasia, olfactory spithelium,
dorsal medisl turbinataes

'
. s ow
[=R-0 o

Acute (suppurative) or subacuts metaplasia
and cuboidalization, olfactory epithelium,
dorsal medial turbinates

[
. .
[=N-N

=

Suppurative inflaomation associaced with
a foreign body
-~ focal, slight

[=N-0 ]

N
oo o Ol o »~&0 3 O ot o

fe
oo O W =311 0 &1 10 L= B -]

Trachea - Number of tissuss examined

.
(=N = ]
-
[

[
[
L -

No wisible lesions

0
0
0
0
0
0
0
0
0
0
0
0
0
0
1
0
0
0
0
0
0
1
0
1
3
1
1
3

Y-
o e

-

Subacute inflammation, submucosa
- gultifocal, slight

Lol BN BB o t:ll:
[

=
[==0
ool o

- Indicates none examined or not applicable.
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TABLE 34 (Contipued)

SUBCERONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEKS AND THEN EELD FOR UP TO 26 WEERS OF RECOVERY

Exposure Diad or Killed
Level Moribund During Terminpal Cumulative
Obsarvations (ppm) Recovery Period Kill Results
Number of rats per group [} 19 20
0.1 20 20
1.0 19 20
10,0 17 20

RESPIRATORY SYSTEM (cont'd)
Trachea (cont'd)

Subacute inflammation, submucosa
- multifocal, moderate

[
i
OO M

Aggregate of mononuclear lywphoid cells,
subzucosa - focal, slight

*

.
[=R-0
NO 1O Ol O

ot
-

Lungs - Number of tissues examined

I
(=N =0 o

[
h
[

= = =] o~00 OFHFOO OFROC OO0 OFHOO OMMOO OMOO OFFOO OFOO OWOO
ot

» »
w e O OwNo

Aggregates of mononuclear lymphoid cells,
peribronchial
- focal or multifocal, slight

0
1
0
2
19 2
2
2
7
9
1l
2

-
» .

(=N~ ]

-

~

~N

o

*

[
[=]
-
o

Aggregates of wononuclear lymphoid cells,
perivascular - focal or multifocal

i
o oW
o+
(=B o

[
o
~

Aggregates of monoguclear lywphoid cells,
subpleural - focal or multifocal

=
.
[=R=0

Generalized congestion

Ol o oot O OO W WO oot o [~ - I -

o000 OO0

fos
(=R =-0

Edema, perivascular
- focal or multifocal

[~N-R~R-] o000 ~OoO0o0o

[
N

(=3 - )
HOOO

Alveolar histiocytosis
- alight

—
.
(=N~ ]

Subacute inflammation, interstitial
- focal or multifocal, slight

NHO M W o
N O W o

[
P
[=N=-0

Mineralization - focal

[~ =3 - oc1 o ool o o1 0

(== ]
(=N -0 )
OO M

[

- Indicates none examined or not applicable, DO 1311964
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY SIUDY
OF DBCP IN RATS AND RABBITS

BISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALY RATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO 26 WEEFS OF RECOVERY

Exposure Died or Killed
Diagnosis Level Moribund During Termina]l | Cumulative
Code Observations (ppm) Recovery Period Kill + Results
Kumber of rats per group 19 ' 20
0.1 20 20
1.0 19 20
10.0 17 20

RESPTRATORY SYSTEM (cont'd)
Lungs (cont'd)
Granuloma - focal, slight

.« s ®
SO

[
oO~HOO OO0

Medial hypertrophy, pulmonary artary
- focal

. .
o O

OO ool O
(=N -N-N-] 0o
HOOO HOoOOoOW

-

NERVOUS_SYSTEM

Peripheral Nerve
Number of tissues examined

[
. * e
o Q-
-
cocol

No visible lesiona

b
o
oo~

[~

5 5B

Spinal Cord - Number of tissues examined

(=N =]

0
0
1
0
0
0.
1
0
0
0
1
0

s s ®
(=N~

t
[
~

No visible lesions

[y
o0

HIE
SO
11

[

Brain - Numbar of tissuea examined

I

- Y-XS)
[
™o w

[
-
L~

oHOO O OO OH.OO o-HOQ OO0

No visible lesicmns

LN
[=-2

~
. .

QoM
K5

Mineralization, cerebrum
- focal or mulrifocal

[
I
oo

Glial cell tumor

[l = 2 B =~ ] =O O = WO L= 0 o B wWHOoOH (O N A oM
[
~3

=2 o] wooo

~
.
(- =0 o

- Indicates none examined or not applicable.
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

BISTOPAIHOLDGIC OBSFRVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
smmnuwznsmrmnmronmmzsuzmormom!

Exposurs Died or Killed
Lavel Moribund During Terminal Cumylative
Observations {ppm) Recovery Period Eill Results
Number of rats per group 0 19 20
0.1 20 20
1.0 19 20
10.0 17 20

MUSCULOSKELETAL SYSTEM
Skeleta]l Muscle
Number of tissues examined

[
oOHOO
]
OO

No visible lesions

[
orOoo
IR
o 0K

Vertebral Bone - Number of tissues examined

o
[~N R -~
.
oo

No visible lesions

—
oO-HOoOOo
. s .
(= =0 o

Vertebral Bone Marrow
Number of tissues examined

1
0
1
k]
1
1
3
1
0
1
k]
1
1
3
1
0
1
3

[
o+OoOOo
- s .

OO

No visible lesions

.
o0 K
MR-

Myeloid hyperplasia

-
OoFHOOQ QOO
-

-
. .

(=R =0
o1 o

URINARY SYSTEM
Kidneys - Number of tissues examined

-
oroo
. .
o

No visible lesions

-
OO0
i
oM

Dilated renal tubules wvith eosinophilic cast
formation - focal or multifocal,
unilaceral, slight

[l A - | (=3 = I =] Wi O

SN O s

..
CO
NN

[

Dilated renal tubules with eosinophilic casc
formation - focal or multifocal,
bilateral, slight

[
.O!-‘.OO o+HOoo
(=N =0
oo 1 O
IR R N ]
el

po 131198
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- Indicates none examined or not applicable.
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REFPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed

Diagnosis Lavel Moribund During Terminal Cumiilative
Code Observations {ppm) Recovery Pariod Kill Results
Number of rats per group 0 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 - 17 20

URINARY SYSTEM (comt'd)
Eidneys (cont'd)

E-3us Basophilic staining rensl tubules 0 0 1 1
= unilateral, slight 0.1 - 0 0

1.0 0 0 0

10.0 0 0 0

E-3bs Basophilic staining renal tubules 0 0 1 1
- bilateral, slight 0.1 - 0 0

1.0 0 0 0

10.0 0 1 1

k=41, Mineral deposits, cortex, medulla, or 0 1 3 4
K=4us, corticomedullary junction 0.1 - 2 2
E=4m « focal or multifocal, 1.0 0 3 3
unilateral 10.0 2 4 6

K~4b, Mineral deposits, cortex, medulla, or 0 0 6 6
K-4bs corticomadullary junction 0.1 - 3 3
- focal or multifocal, 1.0 0 4 4

bilateral 10.0 1 4 5

K-58, Mineral deposits, renal palvis 0 0 4 [
K-5us « focal or multifocal 0.1 - 2 2
1.0 0 2 2

10.0 0 2 2

K=-5b Mineral deposits, renal pelvis 0 0 0 0
~ focal or multifocal, 0.1 - 1 1

bilateral 1.0 0 0 0

10.0 0 0 0

K=6vs, Chronic progressive glomerulonephropathy 0 0 0 0
K-6bvs - very slight 0.1 - 2 2
1.0 0 4 4

10.0 0 1 1

K~68, Chronic progressive glomerulonephropathy 0 0 9 9
E~6bs - slight 0.1 - 11 11
1.0 0 8 8

10.0 2 13 15

K~6bm Chrouic progressive glomerulonephropathy o 0 0 0
- moderate 0.1 - 0 0

1.0 0 2 2

10.0 0 0 4]

K-8us Inflammation, subacute, reapal pelvis 0 0 1 1
- upilateral, slight 0.1 - 0 0

1.0 0 0 0

10.0 1] o] 0

K-%us Inflammation, subacute, cortex 0 0 1 1
- unilateral, slight 0.1 - 0 0

1.0 0 0 0

10.0 0 0 0

- Indicates nene examined or uot applicable. HO 131199
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND BABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed

Diagnosis Lavel Moribund During Terminal Cusulative
Code Observations {ppm) Recovery Period k11 Results
Number of rats per group [} 1 19 20
0.1 0 20 20
1.0 1l 19 20
10.0 3 17 20
URINARY SYSTEM (cont'd)
Kidneys (cont'd)
E=10us Inflarmation, subacute, interstitium 0 0 0 0
- unilateral, slight 0.1 - 0 0
1.0 0 1 1
10.0 0 0 0
K=10bs Inflammation, subacute, interstitium 0 [ 0 0
- bilateral, slight 0.1 - 1 1
1.0 0 1 1
10.0 0 1 1
E=1lus Aggregates of mononuclear lymphoid cells, 0 0 1 1
pelvis ~ focal or multifocal, 0.1 - 0 0
unilateral, slighc 1.0 0 0 0
10.0 0 1 1
E~15s Lipomatosis, cortex 0 0 0 0
- slight 0.1 - 1] 0
1.0 0 0 0
10.0 0 1 1
K=1%u Transiticoal cell carcinoma 0 1 0 1
- unilaceral 0.1 - 0 0
1.0 0 0 0
10.0 0 0 0
Urinary Bladder - Number of tissues examined 0 1 19 20
0.1 0 0 0
1.0 1 19 20
10.0 3 15 18
UB-~-1 No visible lagions 0 1 19 20
0.1 - - -
1.0 1 19 20
10.0 3 15 18
CARDIOVASCULAR SYSTEM
Heart - Number of tissues examined 0 1 19 20
0.1 0 0 o]
1.0 1 0 1
10.0 3 17 20
B~1 No viaible laaions 0 0 18 18
0.1 - - -
1.0 0 - 0
10.0 2 14 16
H-2s, Myocardial degeneration, with or without 0 1 1 2
H-6s inflawmation - focal or mmltifocal, 0.1 - - -
slight 1.0 0 - 0
10.0 1 1 2

= Indicates none examined or not applicable.
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATROLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEES AND THEN HFLD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed
Diagnosis Level Moribund During Terminal Cumylative
Code Observations (ppum) Recovery Period K11l Results
Number of rats per group 0 19 20
0.1 20 20
1.0 19 20
10.0 17 20

CARDIOVASCULAR SYSTEM (cont'd)
Heart (cont'd)

Mineralization, myocardium
- gultifocal, slight

[
OO0
NE
(=R -0 ]

Endomyocardial disasse, left ventricle
- slight

o
oOHOO

s .

(=0 =0 ]

Lo B I ] L= B B -~ ]

Anterior Mediastinal Blood Vessels
Number of tissues examined

-
s e

(=B -0 )

[

RO O

[

WwHOoO0 ol O o1 O

oHOO o~HOO o=O0OOo OH_OO oM OO0 OO
-
o

No visible lesions

.
oo+

0
1
0
0
0
0
1 19 2
0
1
3
0
1
2

-

.

G | o
1 1w

[y

~N -

Periarteritis, small arterioles
- focal or multifocal

b
0O

-

Medial calcification, aorta
- multifocal

HIE)
(== ]
ol 1o _Ool O

[

Mesenteric Blood Veasels
Number of tissues examined

-
. s ow
oo

No visible lesions

. 54
(= =0 ]
W WO oo 1+ (= =2 B~

-

ABRDOMINAL CAVITY

Abdominal Cavity

Lymphosarcoms, abdominal cavity, tesentery
and serosal surface of nunerous organs

Mesenteric Fat - Number of tissues examined

DO 1371201

= Indicates none examined or not applicsble. CONFTDENT TAl
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REPRUDUCTIVE TOXICITY AND RECOVERY STUDY

OF DBCP IN RATS AND BABBITS
HISTOPATEOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON _FEMALE RATS

EXPOSED FOR 14 WEFEKS AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed
Diagnosis Lavel Moribund During Terminal Cumilative
Code Observations (ppm) Recovery Period Eill Results
Number of rats par group 0 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 17 20
ABDOMINAL CAVITY (cont'd)
Mesenteric Fat (cont'd)
MF-1 No visible lesions 0 1 19 20
0.1 - - -
1.0 1 - 1l
10.0 2 16 18
MF-2 Atrophy 0 0 0 0
0.1 - - -
1.0 0 - 0
10.0 0 1 1
ME-3 Diffuse atrophy with monouuclear cell 0 0 0 0
inflammation 0.1 - - -
1.0 0 - 0
10.0 1 0 1
HEAD REGION
Eyes - Number of tissues examined 0 1l 19 20
0.1 0 0 0
1.0 1 0 1
10,0 3 17 20
EY-1 No visible lasions 0 1 19 20
0.1 - - -
1.0 1 - 1
10.0 3 17 20
FEMALE REPRODUCTIVE SYSTEM
Uterus - Number of tissues examined 0 1 19 20
0.1 0 19 19
1.0 1 19 20
10.0 3 17 20
u-1 No visible lesions 0 0 4 4
0.1 - 2 2
1.0 0 5 5
10.0 2 5 7
U=3, Cystic endometrial hyperplasia 0 0 8 8
U-3s, - slight 0.1 - 6 6
U=3bs 1.0 0 3 3
10.0 0 4 4
U=3bm Cystic endometrial hyperplasia 0 0 1 1
- moderate 0.1 - 0 0
1.0 0 0 0
10.0 0 0 0
U=4, Squanmous metaplasia 0 0 4 4
U=4s 0.1 - 6 6
1.0 0 3 3
10.0 0 0 0
U=4bm Squamous metaplasia - bilateral 1] 0 1 1
0.1 - 0 0
1.0 0 0 0
10.0 0 0 0

-
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO 26 WEEES OF RECOVERY

Exposure Died or Killed '

Diagnosis Level Moribund During Teruinnl‘ Cuzulative
Code Observations {ppm) Recovery Period i1l Rasults
Number of rats per group 0 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 17 : 20

FEMALE REPRODUCTIVE SYSTEM (comt'd)
Uterus (cont'd)

U-5 Endometrial stromal polyp with focal 0 0 1 1
necrosis and inflammation 0.1 - 0 0
1.0 0 0 0
10.0 0 0 0
=7, Endometrial stromal polyp 0 0 1 1
U-7u * 0.1 - 0 0
1.0 0 2 2 "
10,0 0 (1] 0
U-6, Hematogenous pigment 0 0 9 ; 9 :
U~6s 0.1 - 11 . n i
1.0 0 10 10
10.0 0 8 8
U~8aev Granulomatous and necrotic placentitis 0 0 Q 0
- severe 0.1 - 0 0
1.0 0 o 0
10.0 1 o 1
U-9 HemorThage, twesometrial fat 0 1 0 1
- mltifocal 0.1 - 0 0
1.0 0 0 0
10.0 0 0 0
U-10s Suppurative endometritis 0 0 0 0
- focal, slight 0.1 - 0 0
1.0 0 0 0
10.0 0 1 1
U=1llsev Suppurative inflammation and necrosis 0 0 0 0
- transmural, severe 0.1 - 0 0
1.0 1 1] 1
10.0 0 0 0
U-12 Placenta vith severs coagulation necrosis 0 0 0 0
0.1 - 0 0
1.0 1 0 1
10.0 0 0 0
U-13sev Transmural endometritis 0 0 0 0
- focal, severe 0.1 - 0 0
1.0 0 0 0
10.0 1 0 1
Cervix - Number of tissues examined 0 1 16 17 - 5{
0.1 0 19 19 Ej -
1.0 1 17 18 &2
10.0 3 15 18 -
oL
Cc=-1 No visible lesions 0 1 16 17 - :;
0.1 - 18 18 c Z
1.0 1 17 18 c C
10.0 3 15 18 C

= Indicates none examined or not applicable.
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATEOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEXS AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed

Diagnosis - Level Moribund During Terminal Cumulative
Code Observations (ppm) Recovery Period K111 Results
Number of rats par group 0 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 17 20

FEMALE REPRODUCTIVE SYSTEM (cont'd)
Cervix (cont'd)

C=2 Wall=-differentiated stropal cell sarcoms, 0 0 4] 0
submucosa of cervix 0.1 - 1 1
1.0 0 0 0
10.0 0 0 0
Ovaries = Number of tissues examined 0 1 19 20
0.1 0 20 20
1.0 1 18 19
10 O 3 17 20
ov=1 No visible lesions 0 0 18 18
0.1 - 19 19
1.0 0 18 18
10.0 2 10 12
Ov=2u. Cyst - unilsteral Q 0 1 1
0.1 - 1 1
1.0 0 0 0
10.0 0 6 6
ov-2b Cyst - bilateral 0 Q 0 0
0.1 - 0 0
1.0 0 0 0
10.0 0 1 1
ov=-3 Prominent corpora lutea 0 0 0 0
- multifocal 0.1 - 0 [}
1.0 1 0 1
10.0 1 0 1
V-4 Hemorrhage, mesovarial fat 0 1 0 1
- focal 0.1 - 0 0
1.0 0 0 0
10.0 0 0 0
Oviducts ~ Nutber of tissues examined 0 1l 18 19
0.1 0 17 17
1.0 1 16 17
10.0 3 14 17
oD-1 No visible lesions 0 1 18 19
0.1 - 17 17
1.0 1 16 17
10.0 3 13 16
0b=2u Cavernous hemangiosarcoma of the oviduct 0 0 0 (o]

and uterine horm 0.1 - 0 0 I

- ynilateral 1.0 0 0 0 <t -

10.0 0 1 1 C

o Z

Clitors) Gland - Number of tissues examined 0 0 0 0 <A .
0.1 0 0 0 — &
1.0 0 1 1w
—
10,0 0 0 0 = é
s

= Indicates none e¢xamined or not applicable.




TABLE 34 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABRITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEKS AND THEW HELD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Died or Killed
Level Moribund During Terminal Cumulative
Observations (ppm) Recovery Period Xill Results
Number of rats per group 0 19 20
0.1 20 20
1.0 19 20
10,0 17 20

FEMALE REPRODUCTIVE SYSTEM (cont'd)
Clitoral Cland (coat'd)
Abscass - wilateral

[
oHOO O!—‘OO
.
[=N=0

Dilated duct, filled with karatinous debris
= unilateral

[
.
[=N-0

YMPHORETICULAR SYSTEM
Thymus - NMumber of tissues examined

[
~

O+~ 0 0O
e
(=R ~N
OO0 W
[
oo 0o

-
-

No visible leaions

[
oMo O
NG
cooH
~o1l o

[
o
nN
[=2

Atrophy - modaerate

1
0
1
2
0 0
0 -
0 1
1
1
2

P
oo

[
G
[

~N )

Epithelial hyperplasia
- focal, slight

-
= .
oo
L

Spleen - Number of tissues examined

...
coo

wHOoKH GOl o
- b

NHOoOWD W

[ N
ORNOO HOI W

-
o
[
L -]

No visible lesions

I
s
HOoK

Ectopic spleen, near adrepal or in omentum

)
o
LB B L

- [
OrHOO OO0 OFHOOC OHHMO OO0 OMOO
.

Increased extramedullary hematopoiesis
- alight

'
. v .

oo

oCcCt O L~ I =] (-~ B -
Ll = = ]

= Indicates none examined or not applicable.
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TABLE 34 (Continued)

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATEOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEES AND THEN HELD FOR UP 10 26 WEEKS OF RECOVERY

Exposure Died or Killed

Diagnosis Lavel Moribund During Terminal Cumilative
Code Observationa _{ppm} Recovery Period Kill Results

Number of rats per group 0 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 17 20

LYMPHORETICULAR SYSTEM (cont'd)

Splaen (cont'd)

SP=5n Increased extranedullary hematopoiesis 0 1 0 1
- soderate 0.1 - - -
1.0 0 0 0
10.0 2 0 2
SP-5sev Increased extramedullary hematopoiesis 0 0 0 0
- severas 0.1 - - -
1.0 1 0 1
10.0 0 0 [+]
SP-6, Increased hematogenous pigment, red pulp 0 0 0 0
§P-6a 0.1 - - -
1.0 0 0 0
10.0 1 7 8
SP=T7gev Lymphoid daplation, splenic follicles 0 0 0 0
- savere 0.1 - - -
1.0 1 0 1
10.0 0 0 0
Mesenteric Lymph Nodes 0 1 18 19
Number of tissuss examined 0.1 0 0 0
1.0 1 0 1
10.0 3 16 19
MILN-1 No visible lesions 0 1 15 16
0.1 - - -
1.0 1 - 1
10.0 3 14 17
MLR=-2 Free and phagocytized red cells, sinusoids 0 0 1 1
0.1 - - -
1.0 0 - 0
10.0 0 0 (o]
MLN=-3 Sinus histiocytosis 0 0 2 2
0.1 - - -
1.0 0 - 0
10.0 0 1 1
Pancreatic Lymph Nodes 0 0 0 0
Number of tissues examined 0.1 0 0 0
1.0 0 0 0
10.0 0 2 2
PA=7 Free and phagocytized red cells, medullary 0 - - -
sinuses of pancreatic lymph nodes 0.1 - - -
1.0 - - -
10.0 - 2 2

- Indicates none examined or not applicable.
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TABLE 34 (Continued)

SUBCHRONIC INEALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
FXPOSED FOR 14 WEERS AND THEN HFLD FOR UP TO 26 WEEKS OF RECOVERY

Exposure Diad or Killed
Laval Moribund During Terminal Cumilative
Observations {ppm) Racovery Period Fill Results
Number of rats par group 0 19 20
0.1 20 20
1.0 19 20
10,0 17 20

LYMPHORETICULAR SYSTEM (cont'd)

Pancreatic Lymph Nodes (cont'd)

Hematogenous pigment, medullary sinuses
of pancreatic lymph nodes

[

oOrOoOO

s u

oM
1

Anterior Mediastinal Lymph Nodes
Number of tissuss examined

[
.
OO

No visible lasions

[
.
(=X~

Free and phagocytized red cells in the

. e
oo H

medullary sinuses

[

Hematogenous pigment (hemosiderin), medullary
sinuses

.
(=R
NS N

[
.

Sinus histiocytosis

[
« .
SO M

Cervical Lymph Nodes
Number of tissues examinad

HOOO OO = HO IO HOI KH HMHI1O WHO K+
| = =] =] cCoOl - WOl & WO W ':l-'ln

.
[-R -0
(=R~ -N-] 11O

fo
OO0 OHOO OFrOoOC OFOO OFOOC OFHOO OHOO
. h

No visible lesions

-
O
(]
Londl B IS |

Subcutaneous Lymph Nodes
Number of tissues examined

—
]

O oK

NMOOK i1 1
Eoow

No visible lesicus

[
=N

w1l

L -2 B B - VOO,

SKIN AND SUBCUTANEOUS
Skin - Number of tissues examined

L]
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TABLE 34 (Continued)
SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY |
OF DBCP IN RATS AND RABRITS |
EISTOPATEOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS
EXPOSED FOR 14 WEEKS AND THEN HELD FOR UP TO 26 WEEKS OF RECOVERY
Exposure Died or Killed I
Diagnosis Level Moribund During Terminal | Cumlative
Code Observatious (ppm) Recovery Period Eill Regults
Number of rats per group 0 1 19 20
0.1 0 20 \ 20
1.0 1 19 20
10.90 3 17 —20
SKIN AND SUBCUTANEOUS (comnt'd)
Skin (cont'd)
SK-1 No visible lesions 0 1l 19 20
0.1 - \] 0
1.0 1 - 1
10.0 2 17 19
8K=5 Epidermal inclusion cyst 0 0 0 0 .
001 - 1 1 N
1.0 0 - 0 .
10.0 0 0 0
Subcutatiecus - Number of tissues examined Q 1 19 , 20
0.1 0 1 | 1
1.0 1 0 | 1
10.0 2 17 19
8Q=6 Undifferentiated sarcoma 0 0 1 1
0.1 - 0 0
1.0 0 - o
10.0 0 0 0
Mammary Gland 0 1 19 20
Number of tissues examined 0.1 0 4 4
il.0 1 4 5
10.0 3 16 19
MG=-2s Acinar hyperplasia - slight 0 1 4 5
0.1 - 0 0
1.0 0 0 0
10.0 0 5 5
MG-33 buctal hyperplasia - slight 0 0 17 17
0.1 - 0 0
1.0 0 0 0
10.0 2 bak 13
MG=5 Diffuse acinar hyperplasia associzted with Q 0 0 0
a latter stage of pregnancy 0.1 - 0 (]
1.0 1 0 1
10.0 1 0 1
MG-6 Intraductal nodular hyperplasis with asso- 0 0 0 1]
ciated periductal counective tissue 0.1 - 0 0
- focal 1.0 a 0 (]
10.0 0 1 1
SQ=4 Fibroadenoma, masmary gland origin 0 0 4 4
0.1 - 4 4 I
1.0 0 4 4 % '{_:
10.0 2 4 [ -
5Q-4(2) Fibroadenoma, mammary gland origin, 2 io 0 0 0 0 - & -
number 0.1 - 0 0 — =
1.0 0 0 0 o '-Z‘-
10.0 0 1 1 Il =]
U
~ Indicates none examined or not applicable.
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TABLE 34 (Continued)

SUBCHRONIC INEALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AMD RARBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON FEMALE RATS

EXPOSED FOR 14 WEEES AND THEN R 26_WEEKS RECO' :"’
Exposure Died or Killed
Diagnoais Level Moribund During Terminal Cumulative
Code Observaticns (pym) Recovery Period Kill Results
Numbar of rats per group 0 1 19 20
0.1 0 20 20
1.0 1 19 20
10.0 3 17 20
SKIN AND SUBCUTANEOUS (cont'd)
Mammary Gland (cont'd)
§Q=-5 Galactocele forsation, mammary gland origin 0 0 1 1 -
0.1 - 0 0 :
1.0 0 0 0 ¢
10,0 0 1 1
SQ=7 Papillary adenocarcinoms, mammary gland 0 0 0 0 T
origin 0.1 - 0 0 k
1.0 0 0 0 =~
10.0 1 1 2
5Q-8 Adenocarcinona, mammary gland origin 0 0 0 0
0.1 - 0 0 .
1.0 0 0 0
10.0 0 1 1
= Indicates none examined or not lppnclble.'
DO 131209
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XY

Eathology No.

77-7471
77-7477
77-7487

77-7557

77-7680

77-7683

77-7423

77-7566

77~7629

77-7633

77-7634
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TABLE 35

SUBCHRONIC INEALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

CAUSE OF DEATH OR MORIBUND CONDITION OF RATS

DYING OR MDRIBUND DURING
Exposure Conc. Weeks After

Sex {ppw) Last Exposure

M 0 28

M 0 27

M 0 23

M 0.1 3l

M 10 23

M 10 k¥

F 0 2

F 1 23

F 10 22

F 10 18

F 10 24

RECO PERTOD

Fossible or Probable Cause of Death or Illness

Obasity and sudden death
Obesity and sudden dexth

Renal fsilure from sevare chromic prograssive
renal disease.

Obesity and sudden death. Also had & mmall
micinous sdepocarcinoma of the small intsstine.

Mslignant schwannoma in the pasal turbinates
with lecal invasion to brain.

Renal failure from severe chronic progressive
renal disease.

Nonmatastatic transitional cell carcinoma of
kidney.

Focal severe, suppurative transmural ioflsmmation
and pecrosis of the uterus. Focal severs coagu-
lation necrosis of tha placenta,

Malignant glial cell tumor of the brainm.
Lymphosarcoma in the sbdominal cavity.

Unknown, possibly sacondary te a fibroadenoma of
the mammary gland which wvas ulcerated.

Do 131710
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1,2-DIBROMO-3-CHLOROPROPANE: INHALATION FERTILITY

STUDY IN RATS AND RABBITS

TEXT RABBIT TABLES - 36 TO 55

DO 131211
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DBCP:

Week of Study

Pre~exposure

-2
-1

Exposure

1

10
11
12
13
14

Post-~-Exposure

15

-184-

TABLE 36

IMHALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: Body Weights
ppm DBCP
0 0.1 1.0 10
—(kg., mean T S.0.)
3.88 3.91 4.06 3.88
£0.29 £0. 57 +0.44 +0. 44
4.01 3.92 4.12 3.94
20,32 +0. 44 20.42 +0.42
3.96 3.7% 4.02 3.89
#0.34 *0. 42 +0, 38 +0.43
3.96 3.7l 4.02 3.82
+0.31 %0.40 £0.39 +0.39
3,98 3.74 4.02 3.83
£0.31 +0.42 £0.43 - +0.41
4.00 3.75 3.98 3.83
+0.28 %0, 46 £0. 46 +0.41
3.98 3.77 3.89 3.82
*0.27 &0, 48 %0.54 +0.39
3.95 3.77 3.96 3.81
*0. 26 *0.47 %0.50 %0.44
3.94 3.81 3.90 3.86
x0., 35 %0.49 %0.49 0,54
4.03 3.8 3.86 3.81
+0.21 *0,50 £0.50 +0. 47
3.95 3.8 3.93 3.61
*0. 20 &0.46 %0.42 %0, 30
4.00 3.86 3.98 3.64
&0, 25 0,48 %0, 50 *0. 26
3.96 3.85 3.91 3.84
0,31 0. 46 0,52 *0.51
3.99 3.95 3.62 3.86
*0.31 %0.39 &0.58 &0.52
3.93 3.89 3.87 3.91
*0,33 &0.41 0,59 +0.53
3.88 3.93 4.00 3.94
0,38 &0,.39 &0,.48 +0.51
3.94 3.94 4.13 3.92
#0.25 *0.42 %0, 56 +0.50

DO 131212
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TABLE 36 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!

Week of Study

16
17
18
19
20
21
22
23
24
25
26
27
28
29
31
32
33
34

35

Rabbit: Body Weights
~ ppm DBCP
1] 0.1 1.0 10
iﬁ-, mean % gabo)

3.88 3.93 4,14 3.87
+0.29 *0.47 #0.54 £0.39
3.91 4.00 4.14 3.90
+0.27 £0.43 +0.52 +0.43
3.89 4.02 4.21 3.97
£0. 30 +0.55 +0.49 £0.50
3.88 4.15 4.05 3.97
+0.28 £0.45 +0.47 +0.50
3.94 4.19 4.26 4.02
+0.28 40,43 +0. 47 £0.45
3-92 ‘020 4127 - 3097
+0.31 +0.42 £0.46 +0.38
3.89 ' 4.2) 4.16 3.99
+0.27 £0.41 +0.65 20,46
3.91 4.27 4.28 3.93
10.24 40.45 t0:45 +0.39
3.93 4.24 4,32 3.92
+0.19 £0.45 £0.45 £0.40
3.97 4.30 4,36 3.95
t°n22 *0-39 *0-‘2 * *00 ‘2
4.05 4.30 4.32 3.95
+0.23 £0.42 0. 46 20.43
4.00 4.28 4,32 3.96
+0.20 £0.37 £0.47 +0.43
4.08 4.31 4,32 4.02
+0.21 %0.40 £0.52 £0.43
4.09 4.34 4,27 4.04
£0.24 £0.41 #0.63 +0. 49
4.13 4.43 4.34 4.09
*0.27 %0.43 *0.62 +0.49
4.05 4.37 4.27 4.08
+0.27 £0.41 +0.62 £0.48
4.07 4.37 4.27 4.10
$0.25 £0. 45 £0.62 +0,50
4.09 4.27 4.14 4.07
+0.27 *0.41 £0.78 £0.55
4.10 4.32 4.10 4.11
%0.25 %0.42 +0.79 £0.52
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TABLE 1316 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBITY

Rabbit: Body Weights

ppmn DBCP
Week of Study [1] Q.1 1.0 10
(kg., mean ¥ B.D.) —
16 4.08 433 4.15 a1 |
£0.28 £0. 42 £0.78 £0.50 |
37 4.11 4.29 4.17 4.08
*0. 25 0. ‘0 ‘0.78 .o. 54 1
-38 4.10 4.32 4,15 4.13
#0.26 40.43 %0.76 £0. 56
39 4.16 4.39 4.17 4.17
*0127 tO- ‘5 "0.73 *0-57
40 4.07 4.37 4.10 4.18
«0.33 «0.39 #0.77 +0.58
41 4.08 4.37 4.04 4.18
: #0.36 #0. 40 #0.88 £0.59
42 4.14 4.41 3.98 4.14
%0.35 £0.42 £0.97 £0.62
|
43 4.09 4.40 3,91 417
£0.39 £0.42 £1,05 £0.61
44 4.12 4.45 3.95 4.23
£0. 41 +0. 46 41,07 £0.62
45 4.08 4.36 3.84 4.20
+0. 42 £0. 44 £1.01 - 20.58
46P 4.01 4.32 3.79 4.11
£0. 48 £0.43 £1,06 £0. 59

TMale rabbits were exposed to 0, 0.1 or 1.0 ppn of DBCP by
inhalation for 6 hr/day, 5 days/week for l4 weeks. Male rabbits
exposed to 10 ppm of DBCP were exposed for 8 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery.

Agxposures of rabbits to 10 ppm were terminated after B weeks due
to toxicity of the test material. For the 10 ppm males, the post-
exposure period begins on week 9. i

Byalues for the 46th week represent fasted body weights taken
prior to necropsy.

No value differed significantly from the control value, by
Dunnett's test, p < 0.05.

See Table A-28 for individual animal data.

0O 131714
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TABLE 37
DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!
Rabbit: Sperm Count

ppm DBCP

Week of Study 0 0.1 1.0 10

(millions of sperm/ml of semen, mean & S.D.)

Pre-Exposure
-2 835 & 237 576 ¢+ 263 630 % 549 579 ¢ 468
-1 694 &+ 452 673 + 416 552 # 312 546 & 198
Exposure

1 728 & 280 494 1 281 538 & 276 503 + 255

2 671 £ 342 521 &£ 135 373 & 244* 347 £ 141

3 657 & ls81 835 + 488 465 ¢+ 231 392 £ 281*
4 575 £ 275 618 + 290 467 £ 126 548 £ 456

5 474 1+ 205 391 £ 160 353 + 136 467 £ 272

6 675 + 294 576 + 440 473 + 165 455 & 250

7 641 ¢ 501 531 £ 571 386 £ 251 277 £ 170*
g2 426 £ 167 423 £ 232 301l + 167 124 + 254"
9 509 & 255 420 &+ 122 510 £ 122 124 &+ 275*
10 473 £ 206 459 + 284 376 + 288 7.2 &£ 7.0*
11 458 ¢ 132 360 = 201 204 3 131* 5.4 ¢ 2.0*
12 716 + 234 382 £ 208* 356  210* 2.4 & 3.4*
13 758 ¢+ 502 738 1 376 248 ¢ 217* 3.7 % 7.2*
14 602 £ 282 498 + 499 109 & l6o0* 1.9 £ 2.7*

Post-Exposure

16 604 2 273 448 ¢ 157 . 292 £ 210 0.9 £ 0.8*
19 396 & 220 500 % 190 199 &+ 221 0.3 & 0.2*
24 540 £ 560 691 % 121 532 £ 411 0.4 £ 0,5*
26 452 + 133 629 + 115 328 £ 180 1.8 & 3.5*
27 701 % 501 415 £ 259 359 x 189 7.7 £ 10,9*
28 327 £ 213 409 £ 308 542 % 261 5.1 £ 9.6*
30 728 + 678 526 £ 244 411 & 327 4.9 £ 5.9*
32 357 &« 202 628 & 24* 394 % 299 6.0 & 7.0*
34 520 & 467 535 + 235 544 £ 301 7.5 £ 11.9*
36 374 £ 197 486 = 239 471 £ 155 1.7 £ 2.1*
38 667 + 689 497 £+ 196 382 & 442 39.6 £ 73.0*
40 637 & 433 616 % 341 488 & 544 28.7 & 44.1P
42 429 + 284 231 £ 181 559 ¢ 587 2.0 £ 2,5*
44 497 & 219 522 % 196 395 £ 313 8.4 & B,6*
46 637 £ 350 583 £ 276 430 ¢ 107 27.2 £ 37.2*

tMale rabbits were exposed to 0, 0.1, or 1.0 pym of DBCP by
inhalation for 6 hr/day, S days/week for 14 weeks., Male rabbits
exposed to 10 ppm DBCP were exposed for 8 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery. .

aExposures of rabbits to 10 ppm were terminated after 8 weeks due
to toxicity of the test material. For the 10 ppm males, the post-
exposure period begins on week 9.

Psignificantly different from control at p<0.10 using Wilcoxon test.
Small sample size makes statistical interpretation inconclusive,

*Significantly different from the control value by Wilcoxon test,
p <0.05.

See Table A-29 for individual animal data,

DO 1312758
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TABLE 38

INHALATION FERTILITY STUDY IN THE MALE RABBIT'

DBCP:

Volume of Ejaculate

Rabbit;

ppm DBCP

1.0 10

0.1

Week of Study

{ml of semen, mean % S.D.)

& 4
MmN 53“3‘351“332
. 4 4 8 % &8 % & 5 8 % s %

66 6608800 ac88SHG0
AH AHAEHAHHNETHAANANAN
Ve ODVWARONDDODOONS

S & & 8 » 8 % 2 8 3 &8 & =
00 OCODO0OO0O0COCOOOA~NDO

L ]
N~ NunYYymMmMunemMevyLeenl
[ + 5 5 & % S 8 S & % % 8 %

00 OO0OCOROOOO0OCOOO0O
AR R EREEEEREREELERERER]
o 58089109388398

[ 2 8 ' B S 5 s e s 8

oo 00100110000000

- ™ 556647652‘5576
. . * 5 3 s & % 8 5 8 % s o ® ®

[~ 2 =] oooooooooooooo
AR R EREEREEEREEREREEEERER]
~an 00918100‘11201

oo \alololllllllll

~No TYHYNMEMNETEET T oMM
. . ® 2 4 & 8t s & 2 s % & 8 W

00 0000CO00CROOOCO
HA HIHIHIHHHAIAHAN
WY ~fRobPAANO0OMOH®N

00 O00COOCADO~NN~O0Q

L)
N NO~OMN

14

Post=Exposure

o~ m
N —td

Exposure

Pre-Exposure
-2
-1

a
FFOAONAOE TN~ N
* 5 5 5 % B 8 B S 8 % B ¥

000C00000000000
HHHHHHHHHHAHHAAH
eNorON~ANOOO® AN

A OO0 000000 ~~

TOoOOVenNMNNeETETEYLEYM-M
4 B 5 5 S s 8 F 5 8 s 8 e

(-l -R-Rel-N-J-N-R-R-J-RoR-Ne~)-}
HHHHHHHHHAHAIHHWIH
810337 639898803

-
011000000000010

*
757226“2‘32‘34
5 8 % s s " s s s e

cocococccccoocoocco
HHEHHHHHHHHHAHHAAH
221230907092092

. I
111111010101101

NONNMMANNMNONNM N
& & ® & & & 3 & e 2 B8 8 »
[N -J-R-F-F-J-R-F-N-J-F-¥-N-3-]
HHHHHHHHAHHAHHAEAH
910977757726797

011000000010000

30
32
40
42
“
46

16
19
24
26
27
28
34
36
38

Male rabbits
Following

termination of the exposure period, animals were maintained in

inhalation for 6 hr/day, 5 days/week for l4 weeks.
the laboratory for recovery.

TMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by
exposed to 10 ppm of DBCP were exposed for 8 weeks.

For the 10 ppm males, the

post-exposure period begins on week 9.

apxposures of rabbits to 10 ppm were terminated after 8 weeks due
to toxicity of the test material.

*Significantly different from the control value by Dunnett's test,
P <0.05

See Table A-30 for individual animal data.
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TABLE 39
DBCP: INHATATION FERTILITY STUDY IN THE MALE RABBIT'
Rabbit: Proportion of Progressively Motile Sperm

ppm DBCP

Week of Study 0 0.1 1.0 10

(% Progressively Motile Sperm, mean & S5.D.)

Pre=-Expasure
-2 68 & 26 60 % 33 52 + 36 74 & 8
-1 80 £ 5 8 % 6 77 % 6 55 & 38*
Exposure
1 63 & 29 60 + 28 62 & 30 54 & 35
2 69 & 21 57 & 34 52 & 34 80 £ 9
3 53 & 24 42 % 20 53 2 27 64 £ 27
4 71 & 13 51 & 28 50 & 30 55 & 27
5 6l & 15 S6 % 16 56 &£ 19 70 & 13
6 47 & 29 48 35 58 + 24 44 £ 25
7 64 + 20 58 : 23 62 %+ 19 37 ¢ 28
g 49 & 25 54 £ 28 46 % 31 23 & 21
9 37 & 14 47 £ 33 39 & 20 27 & M
10 42 27 48 2 36 24 % 22 15 & 13+
11 62 & 20 4 £ 31 37 & 27 3 & 4
12 56 x 24 40 & 28 46 £ 30 ~b
13 50 £ 31 34 % 24 35 & 21 oc
14 45 + 24 8 2 31 36 & 10 pe
Post-Exposure
16 35 & 36 19 & 34 50 & 34 b
19 17 £ 21 52 & 23% 56 & 26% b
24 63 & 16 37 & 38 41 & 35 -=b
26 58 & 33 20 & 14 45 & 34 38¢
27 21 & 27 20 W 22 30 & 16 3¢
28 67 & 35 15 & 21* 40 & 45 7%
30 ‘ 30 & 31 14 & 20 29 % 29 21 ¢ 21
32 45 & 37 19 + 26 20 & 30 oc
34 46 + 31 4 3 37 26 + 18 7+ 6
36 54 & 25 32 3+ 23 36 £ 28 18 & 21+
a8 49 & 25 37 ¢ 36 18 = 24 15 & 23
40 72 & 22 63 £ 38 38 & 44 26 & 20%
42 57 & 32 53 & 35 43 = 32 20 £ 22
44 S0 & 38 56 + 26 57 + 32 20 + 14
46 56 8 39 ¢ 31 18 & 16* 11 & 16*

TMale rabbits were exposed to 0, 01., or 1.0 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Male rabbits
exposed to 10 ppm of DBCP were exposed for 8 weeks. Following
termination of the exposure period, they were maintajined in the
laboratory for recovery.

3pxposures of rabbits to 10 ppm were terminated after 8 weeks due
to toxicity of the test material. For the 10 ppm males the post-
exposure period begins on week 9.

PInsufficient number of sperm for determination.

©No mean calculated only a2 single value was available.

*Siygnificantly different from the control value by Dunnett't test
p <0.05.

See Table A=}l for individual animal data.
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TABLE 40
DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT'

Rabbit: Proportion of Non-Progressively Motile Sperm

_ppm DBCP
Week of Study 0 0.1 1.0 10
(¢ Non=Progressively Motile Sperm, mean % S.D.)
Pre=Exposure
=2 825 6% 4 745 13 ¢ 6*
-1 11 + 4 11 + 3 10 £ 2 10 + 8
Exposure
b 19 £ 15 17 ¢+ 13 20 & 22 26 * 32
2 23 ¢ 22 32 ¢ 32 34 ¢+ 22 15 ¢+ 8
3 31 + 20 37 2 23 22 £ 21 21l £ 23
4 18 & 13 32 £ 26 37 + 35 23 £ 19
5 2] + 18 29 £ 18 26 £ 17 14 1 10
6 40 % 28 33 & 29 23 & 24 5z 2
7 21 & 13 27 & 26 23 & 12 33 & 16
8a 36 £ 22 30 &£ 22 321 25 40 & 24
9 49 = 20 31 & 24 38 + 22 42 & 33
10 32 & 18 25 & 16 40 & 23 25 % 19
11 3121 38 + 28 36 £ 27 18 + 8
12 18 £ 13 39 ¢ 28 26 + 18 -=b
13 8 + 27 38 & 25 34 % 22 1<
14 30 + 14 46 + 29 37 £ 16 o<
Post=-Exposure
16 43 & 36 57 & 33 37 & 38 —b
19 65 &+ 31 37 £ 30 29 + 20 —b
24 31 ¢£19 49 £ 32 45 % 32 —b
26 32 & 22 64 & 5* 24 & 12 17¢€
27 56 + 28 39 ¢ 27 48 + 14 5¢
28 16 + 14 47 £ 31 52 £ 42 58¢
30 48 + 25 48 & 36 27 & 22 22& 11
32 18 % 12 45 & 36 29 & 30 &°
34 34 & 20 31 & 30 65 + 39 28 ¢ 17
36 34 & 18 50 &« 23 53 & 22 18 & 24
38 342 23 29 & 27 41 + 36 49 ¢ 17
40 21 £ 23 20 + 24 61 &£ 43* 15 & 17
42 38 & 31 26 & 15 45 & 31 3l & 15
44 44 £ 35 ¢ 20 33 & 38 29 £ 10
46 33z 13 47 & 24 a7 £ 7 17+ 9

TMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeka. Male rabbits
exposed to 10 ppm of DBCP were exposed for 8 weeks. PFollowing
termination of the exposure period, animals were maintained in
the laboratory for recovery.

4Exposures of rabbits to 10 ppm were terminated after 8 weeks due
to toxicity of the test material. For the 10 ppm males the post-
exposure period begins on week 9.

Prnsufficient number of sperm for determination.

®No mean calculated only a single value was available.

*Significantly different from the control value by Dunnett's test,
p <0.05.

See Table A-32 for individua)l animal data.
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TABLE 41
DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!
Rabbit: Proportion of Non-Motile Sperm
ppm DBCP
Week of Study 0 0.1 1.0 10
(% Non~Motile Sperm, mean % S.D.)
Pre-~Exposure
-2 24 & 28 33 4 36 40 3 42 12 ¢ 6
-1 9+ 4 11 ¢+ 6 133 8 34 & 45"
Exposure
1 18 £ 24 23 1 26 17 £ 22 19 #+ 31
2 81+ 4 11 £ 5 14 + 19 6+ 2
3 15 £ 19 21 = 29 25 £ 30 14 = 14
4 11 + 6 18 & 8 15 ¢ 11 21 = 16
5 17 = 9 15 £ § 18 + 16 15 £ 8
6 13 £ 9 20 £ 10 19 £ 9 21 ¢ 14
7 15 = 17 15 ¢ 9 15 £ 13 29 £ 16
ga 16 £ 16 16 £ 9 22 £ 31 37 2 30
9 13 £ 9 22 & 18 23 £ 33 31 £ 34
10 27 & 20 27 + 29 36 & 3l 60 + 31*
11 7% 3 19 £ 24 27 £ 23 79 £ é3*
12 26 & 12 2l = 30 28 % 19 -
13 11 £ 9 26 & 30 31 & 17* 99¢
14 26 + 21 16 = 13 26 £ 11 100¢
Post-Exposure
16 22 & 34 24 + 28 12 £ 4 b
19 24 2 27 12 + 13 15 + 9 b
24 65 14 £ 22 14 % 10 ==b
26 11 £ 20 15 & 18 il & 31 45°
27 4 £+ 28 40 + 35 22 £ 13 92¢€
28 18 + 24 38 = 41 7+ 7 35¢
30 22 £ 15 38 £ 33 44 £ 37 57 £+ 24
32 36 x 29 36 & 238 51 & 36 94¢
34 2] = 11 24 &£ 34 9% 2 66 £ 22%
36 13 & 12 19 &« 32 11 « 15 64 & 43*
38 16 = 14 34 & 45 41 £ 36 36 £ 20
40 7 %7 18 « 18 2 % 2 59 &4 25*
42 8 &5 20 £ 28 12+ 8 49 = 32+
44 6 3 14 = 11 10 £ 12 51 £ 21*
46 10 £ 9 14 x 17 34 ¢ 21* 52 £ 18*

*Male rabbits were exposed to 0,
inhalation for 6 hr/day, 5 days/week for 14 weeks.

exposed to 10 ppm of DBCP were exposed for 8 weeks,

0.1, or 1.0 ppm of DBCP by

Male rabbits
Following

termination of the exposure period, animals were maintained in
the laboratory for recovery.

dgxposures of rabbits to 10 ppm were terminated after 8 weeks due

to toxicity of the test material.

post-exposure period begins on week 9.

bInsufficient number of sperm for determination.

°No mean calculated:

For the 10 ppm males, the

only a single value was available,

*significantly different from the control value by Dunnett's test,

p <0.05.

See Table A-33 for individual animal data.
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TABLE 42 ‘
DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!
Rabbit: vViability of Sperm® E
ppm DBCP
Week of Study 0 0.1 1.0 10
(% live sperm, mean & 5.D.) |
Pre-Exposure
=2 87 % 9 88 & 28 92 % 6 87 % 6
-1 93 & 3 88 & 8 89 & € 895
Exposure
1 88 & 15 71 £ 25 8l + 25 89 & 6
2 92 4 5 87 %9 84 & 18 9 £ 6
3 76 & 21 84 & 12 79 & 15 86 = 10
4 88 £ 6 80 & 14 83 £+ 5 76 & 20*
5 78 & 12 8l 5 80 £ 15 78 & 8
6 89 £ 5 86 % 6 80 £ 13* ‘82 ¢ 8
7 88 + 5 87 ¢ 10 86 ¢+ 10 8l £ 11
gb 88 £ 5 85 + 8 73 £ 25 49 + 26+
9 87 £ 11 88 ¢ 12 83 £ 9 53 & 36
10 83 + 16 90 % 6 82 ¢ 11 49 3 17*
11 88 + 5 84 ¢ 18 79 £ 13 31 + 14* :
12 84 £ 10 89 % 6 69 & 22 - :
13 86 + 14 78 + 18 72 % l2* 54 .
14 83 % 13 87 % 6 74 £ 17 —c
Post«~Exposure -~
16 90 £+ 5 93 & 4 84 £+ 8 od
19 8% & 22 92 & 3 92 &+ 8 -
24 79 %+ 8 86 & 7 87 % 16 €
26 96 + 4 96 + 2 92 5 364
27 88 # 12 86 + 24 95 1 4 514
28 96 & 2 76 £ 29 89 & 11 474
30 86 & 15 82 ¢ 15 82 £ 17 46 3 gsa
32 82 £ 15 89 £ 6 86 £ 13 4
34 82 + 11 79 &£ 23 62 £ 31 47 £ 17*
36 85 & 11 8l ¢ 22 89 + 8 47 & 23*
38 86 £ 12 53 & 20* 77 £ 30 53 & 10*
40 B84 & 14 89 % 6 84 & 4 59 & 17*
42 67 + 22 82 %7 8l £ 3 66 & 8
44 8l £ 16 91 & 4 92 & 3 72 £ 1
46 90 & 6 78 & 5§ 68 £ 36 70 £ 13

Tumale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP b

inhalation for 6 hr/day, 5 days/week for 14 weeks,
exposed to 10 ppm of DBCP were exposed for 8 weeks.

Male ¥abbits
Following

termination of the exposure period, animals were maintained in
the laboratory for recovery.

4petermined by staining sperm with eosin-aniline blue stain.

PExposures of rabbits to 10 ppm were terminated after 8 weeks

due to toxicity of the test material.

post=exposure period begins on week 9,

Por the 10 ppm males, the

“Insufficient number of sperm for determination of the percentage
of live sperm.

SN0 mean calculated; only a single value was avajlable,

*Significantly different from the control value by Dunnett's test,

p <0.05.

See Table A-34 for individual animal data.

DO 131270

CONF TDENT TAL




TABLE 43
DBCP: INHALATION FERTILITY STUDY IN THE RABBIT!

Observations Made at the Time of Necropsy of
Unexposed Female Rabbits Mated wit

DBCP Exposed Males (l4 Weeks)

ppm DBCP
V.1 1.0

No. of males 10 9

$ (No. of males
which copulated) 100(9) 90(9) 100(5)

Male Fertility Index,
§ (No. Fertile
Males/No. Bred to
Females) 67(6/9) 100(9/9) B86(6/7) 0(0/5)*

Corpora Lutea/dam@ 10 £ 1 10 &« 3 8 & 4 -—
Implantation/litterd 9 % 1 9 &1l 6% 2" -
Regorptions/litterd 0.7 &+ 0.8 0.9 = 0.8 0.3 & 0.5 -—

% Pre-Imglantation
Lossdr 9 + 15 14 + 13 21 + 20
% Post-Implantation
LoggarC 8 £9 10 £ 9 4 £ 6

TMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Male rabbits
exposed to 10 ppm of DBCP were exposed for 8 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery. During the l4th week of the study,
each male rabbit was allowed to mate with one unexposed female
rabbit, The females were sacrificed on day 28 of geatation.

4Mean i standard deviation.

§ corpora lutea minus ¢ implantations 100
¢ corpora lutea x

c - i - .} resorptions
Post-Implantation Loss 'T'TEBIEEEEETﬁEE" x 100

-~ No data available,

bPre-Implantation loss =

*significantly different from the control value by the appropriate
statistical test, p <0.05.

See Table A-35 for individual animal data.
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TABLE 44
DBCP: INHALATION FERTILITY STUDY IN THE MALE RABpIT!

Observations Made at the Time of Necropsy of ’
ﬂne%Eosed Temale RADDILS Mated wigﬁ
P= xpose ales !! EeeEs! ~

ppm DBCP
[1] 0.l 1.0 10

No. of males 6 6 5 5
% (No. of males

which copulated) 83(5) 100(6) 80 (4) 100(5)
Male Fertility Index,

% (No. males

impregnating one -

female/number bred) 100(5/5) 100(6/6) 100(4/4) 40(2/5)
%, (No. males

impregnating two

females/

number bred) 80(4/5) 100(6/6) 100(4/4) 20(1/5)
Corpora Lutea/Dam? 10 & 1 10 £ 2 1021 12 £+ 3
Implantations/Litterda g & 2b 8 2 82 10 £ 6

Resorptions/Litter® 0.7 & 0.7 0.8 & 0.5 0.2 & 0.3 1.0 &' 1.4

% Pre-lmglantation

Losgdrs 24 z 20 22 £ 17 19 & 13 22 & 26
% Post-Implantation
Loasd,d 16 % 24 15 & 12 343 7 & 10

TMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for l4 weeks, Male rabbits
expogsed to 10 ppm of DBCP were exposed for 8 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery. During the 4lst week of the study,
each male was allowed to mate with two unexposed female rabbits.
The females were sacrificed on day 29 of gestation. )

AMean * standard deviation.
bone fetus from a female bred to a control male exhibited multiple

external malformations including sheort trunk, acaudia, rotated
hind limbs, ectodactyly, and micredactyly.

Coras : = ¥ corpora lutea minus ¢ implantations
Pre~Implantation Loss 7 corpora lutea x 100
d - § resorptions
Post-Implantation Loss = T'TEEIE%EEETEEE x 100

Ho value differed significantly from the control value by the
appropriate statistical test.

See Table A-36 for individual animal data.
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Week of ppm
Study DBCP
-2 0
0.1
1.0
10.0
8 10.0
9 0
0.1
1.0
10.0
13 0
0.1
1.0
10.0

TMale rabbits wvere exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for 6 hr/day, 5 day/week for
Male rabbits exposed to 10 ppm of DBCP were exposed for 8 weeks.

14 weeks.

b [CA S N (1=}
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TABLE 45
DBCP: INHALATION FER?ILITY STUDY IN THE MALE RABBIT'
Rabbit: Hematologic Evaluation
PCV RBC x3 Hgb WBC x WBC Differential Count (5)
3 106[mm g/100 ml 103/mm3 Neut Lymph  Mono Eosin Baso
46 &+ 22 .8 £ 0.8 .7 £ 0.8 9.4 + 2.0 30 61 5 1 3
43 t 1 .4 £+ 0.5 .0 £ 0.4 9.9 &+ 2.5 40 56 2 1 2
42 £ 2 .21 0.6 .9 £ 0.8 8.4 + 0.8 24 69 4 1 2
44 + 1 5% 0.2 .4 £ 0.6 9.5 £ 1.9 26 66 4 2 2
40 6.2 12.4 12.2 66 25 6 1 2
44 + 3 6.6 + 0.6 14.2 + 0.4 10.8 ¢+ 1.0 41 52 3 1 3
38 £ 5 5.6 £+ 0.8  12.1 ¢ 0.9 15.8 £+ 7.2 51 40 4 2 3
37 £ 5 5.6 £+ 0.4 11.9 + 1.7 12.2 + 2.7 55 34 6 0 S
43 5.8 14.4 7.7 43 50 3 0 4
38 £ 2 5.9 £ 0.5 12.9 = 1.2 11.9 x 1.6 49 43 5 1 3
40 £+ 10 5.8 &+ 1.6 12.7 = 3.0 12.9 £ 5.8 59 36 2 1 2
37 £ 6 5.8 £+ 0.3 12.1 % 2.2 10.7 ¢ 2.0 51 41 3 1 4
44 6.1 14.6 6.6 35 53 1 2 9

Following termination

of the exposure period, animals were maintained in the laboratory for recovery.

4Mean t S.

D.

No value differed significantly from the control value by Dunnett's test, p<0.05.

See Tables A-37 through A-41 for individual animal data.
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TABLE 46
DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT?

Rabbit: Clinical Chemistry Values
Week of Study: 14

ppm DBCP

0.1

No. of rabbits@ 3 4 4
Prothrombin time, sec. 8.3 ¢+ 0.5 g.1 % 0.5 8.1 £ 0.2
BUN, mg/100 ml 19 £ 2 27 £ 22 18 £ 3
SGPT, mU/M1 20 £ 7 18 £ 5 21 + 6
SGOT, mU/ml ' 48 1 21 25 4 7 40 ¢ 16
AP, mU/ml 27 17 15 £ 6 29 £ 2

TMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Male rabbits
exposed to 10 ppm of DBCP were exposed for 8 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery.

8A sample was not obtained from one rabbit in the 0.1 and 1 ppm
groups each.

bMean + S.D.
~-= No data available.

No value differed significantly from the control value by
Dunnett's test, p <0.05.

See Table A-42 for individual animal data.
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TABLE 47
DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: FSH and Testosterone Levels

wgiﬁd;f ppm DBCP n FSH (nanogram/ml) Testosterone (nanogram/ml)

14 0 3 6.922.79 1.2¢1.1
0.1 4 5.6+3.4 l.4%1.6

1.0 4 15.1+4.6*% 3.4£2.7

46 0 6  3.5:1.7 1.40.9
0.1 6 4.5+3.8 3.4£2.7

1.0 5 3.7£3.7 0.8%0.6

10.0 5 12.942.0* 1.0«1.0

tMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Male rabbits
exposed to 10 ppm of DBCP were exposed for 8 weeks. Following

termination of the exposure period, animals were maintained in
the laboratory for recovery.
4Mean + S.D.

*Significantly different from the control value by Dunnett's test,
p<0.05.

See Table A-43 for individual animal data.
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Study

ppm
DBCP

DBCP:

Rabbit:
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TABLE L8

INHALATION FERTILITY STUDY IN THE MALE RABBIT?Y

Organ Weights and Organ/Body Weight Ratios Determined at the

no 131776
e

10.0

Interim (B and 1l weeks) and Terminal (46 weeks) Sacrifices

Body Wt.
kg

Liver

g/100g

L.k

3.8240.622

3.94+0.50
3.60+0.66

4.0040.48
4.3240.43
3.7941.06
k.1140.59

9.831+1.08
9.84+40.67
9.9140.5L

9.9740.29
10.4540.76

9.50+0.50

10.2340.52

0.26+0.04
0.25+0.04

0.28+0.0k

0.2540.03
0.24+0.02
0.2740.07

0.2540.03

8.58

8.1240.50
T.2342.31

T.63+0.36

7.5610.62
T.2440.83
7.5641.29
7.0541.01

0.2240.03
0.1840.05

0.22+0.04

0.1940.03
0.17+0.02
0.22+0.08

0.17+£0.01

162.61

99.73+25.60
94.82+33.28
96.29+17.99

73.65+9.94
Th.71+8.12
67.T5+11.67

T0.07+10.15

3.65

2.6140.148
2.36+0.56

2.70+0.43

1.8640.33
1.151’0030
1.851’0. 35

1.71+0.08
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TABLE 48 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: Organ Weights and Organ/Body Weight Ratios Determined at the
Interim (8 and 14 weeks} and Terminal {46 weeks) Sacrifices

Week of ppm Kidney Testes Epididymides Adrenals

Study DBCP n g g/100g g g/100g g _g/100g 'S ~ g/100g

8 10.0 1 18.63 0.42 1.53 0.03 2.42 0.05 --b b
1k 0 3 14.914+0.80 0.40+0.05 6.7840.95 0.2040.05 2.65+0.07 0.08:0.01 b b
14 0.1 b 17.09+3.25 0.43+0.05 6.01+1.31 0.1540.03 3.24+0.56 0.08:0.01 P b
14 1.0 b 17.5743.12 0.49+40.08 3.3340.47* 0.10+0.03% 2.5040.54 0.07+0.02 --b b
46 1] 6 17.10#2.25 0.4430.11 6.0640.54 0.1510.01 2.2840.29 0.0640.01 0.6040.16 0.02+0.01
L6 0.1 6 17.02¢2.08 0.39+0.04 6.4940.43 0.15:0.01 2.3340.27 0.05+0.00 0.70+0.18 0.02+0.00
46 1.0 5 17.28+1.45 0.4940.14% 4.91#1.17*% 0.1440.04 2.4540.69 0.07+0.01 0.7140.0T 0.02+0.00

L6 10.0 S 18.214#0.72 0.45:0.07 1.80+0.38* 0.05:0.01% 1.67+0.13 0.0L+0.01 0.63+0.15 0.02+0.00

fMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for 6 hr/day, 5 days/week
for 14 weeks. Male rabbits exposed to 10 ppm of DBCP were exposed for 8 weeks. Following

termination of the exposure period, they were maintained in the laboratory for recovery,
&Mean + S.D.

badrenals for the B and 1h week interim sacrifice were not weighed.

Significantly different from the control value by Dunnett'’s test, p<0.05.
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TABLE 49

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY
STUDY OF DBCP IN RATS AND RABBITS

TISSUES ROUTINELY COLLECTED AT NECROPSY AND
PRESERVED IN 10Z FORMALIN

esophagus uterus anterior mediastinal
galivary gland mammary gland blood vessels
stomach brain (cerebellum, (aorta)
small intestine cerebrum, brain skeletal muscle
large intestine stem) adrenal glands

(cecum and colon) spinal cord and thyroid gland
pancreas vertebral column parathyroid glands
liver pituitary gland mesenteric adipose
gallbladder peripheral nerve tissue

(rabbits) (sciatic) skin
kidneys trachea eyes
urinary bladder larynx lower jaw, including
prostate lungs (bronchi) tongue
seminal vesicle spleen any gross lesion of
coagulating gland thymus mass
testes lymph nodes
epididymis (thoracic,
ovaries mesenteric)
oviducts heart
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TABLE 50

SUBCHRONIC TNHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS ARD RABBITS

CROSS PATHOLOGIC OBSERVATIONS ON MALE RABBITS EXPOSED FOR UP 710 14 WEEKS®
AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure 8-Weak l4-UWeak
Level 0-8 Interinm 8-14 Interim Terminal Cumulative
(ppm) Veeks K1l Veeks K411 Kill Results
Diagnosis Number of rabbita per group 0 1 0 0 3 6 10
Code 0.1 0 0 0 4 6 10
1.0 0 0 1 4 5 10
10.0 k] 1 1 1] 5 10
ADRENAL GLANDS
A-6 Slightly raised pale focus(i) on 0 0 - - 0 1 1
adrenal 0.1 - - - 0 2 2
1.0 - - 0 0 1 1
10.0 0 0 0 - 0 0
A-7 Baised dark focus(i) on adrenal 0 o] - - Q 0 0
0.1 - - - 0 0 0
1.0 - - 0 0 1 1
10.0 0 0 0 - 0 0
CARDIOVASCULAR SYSTEM
B4 Serosanguineous fluid within the 0 0 - - 0 0 0
pericardial sac 0.1 - - - 1] 0 0
1.0 - - 0 1 o 1
10.0 0 0 0 - 0 0
B~5 Fibrinous or fibrous pericarditis 0 0 - - 0 1 1
(adbesions to epicardium) 0.1 - - - 0 o] 0
1.0 - - 0 0 0 0
10.0 0 0 0 - 0 0
B-6 Heart involved in a suppurative 0 0 - - 0 0 0
inflazmatory responge with 0.1 - - - 1 0 1
abscesas formation 1.0 - - 0 0 0 0
10.0 0 0 1 - 0 1
EYES
D=7 Focal scar on eyelid 0 1] - - 0 0 0
0.1 - - - 1 [ 1
1.0 - - 0 0 0 0
10.0 0 0 0 - 0 0
D-8 Purulent or mucoid exudate 0 0 - - 0 0 0
adhering to conjunctiva 0.1 - - - 0 0 0
1.0 - - 0 0 0 0
10.0 0 0 1 - 0 1
GENERAL -
E~1 No wvisible lesions 0 0 - - 0 1 1
0.1 - - - 0 2 2
1.0 - - 0 0 0 0
10.0 0 0 0 - 0 0
E-3 Postmortem autolysis 0 0 - - 0 0. 0
0.1 - - - 0 0 0
1.0 - - 0 0 0 0
10.0 0 0 1 - 0 1
E-5 Ascites ~ cloudy, dark or hemor- 0 0 - - 0 0 0
rvhagic 0.1 - - - 1 0 1
: 1.0 - - 0 0 0 0
10.0 0 0 0 - ] 0

87op dose rabbits (10 ppm) were only exposed for § weeks and held for 38 weeks of recovery,
- Indicates none examined or not applicable.
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TABLE 50 (Comtinued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGIC OBSERVATIONS ON MALE BABBITS EXPOSED FOR UP TO 14 WEEKS"
ARD THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure 8-Ueek li~Week
Level 0-8 Interim 8-14 Interim Terminal Cumulative
(ppu) Weeks Ei1l Weeks Eill Eil1l Results
.agnosis Numbar of rabbits per group 0 1 0 0 3 6 10
Code 0.1 (1] 0 0 4 6 10
1.0 0 0 1 4 5 10
10.0 3 1 1 0 5 10

GENERAL (cont'd)

7 Exudate or porphyrin-like pig- o - Q - - 1 0 1
ment accumulation lateral to 0.1 - - - 4 0 4

external nares or around eyes 1.0 - - 1 3 0 4

10.0 1 0 0 - o] 1

-9 Perineal soiling 0 0 - - 1 1 2
0.1 - - - 2 0 2

1.0 - - 0 1 3 4

10.0 0 0 0 - 1 1l

-10 Depletion of adipose tissue, 0 0 - - 0 1 1
including serous atrophy of 0.1 - - - 1 0 1

fat 1.0 - - 1 1 2 4

10.0 0 0 0 - 0 0

-1l Loss of body condition and/or 0 0 - - 1 1 2
roughened and dirty hair 0.1 - - - 0 0 0

1.0 - - 1 0 2 3

10.0 0 0 0 - 0 0

-13 Exudate wvithin external ear 0 1 - - 0 3 6
canals 0.1 - - - 0 4 4

1.0 - - 0 3 2 5

10.0 0 0 0 - 3 3

14 Abscass at base of incisor or 0 o] - - 0 1 1
molar tooth 0.1 - - 0 0 0

1.0 - - 0 0 0 0

10.0 0 0 0 - 0 0

-15 Decubitus ulceration and scab 0 0 - - 0 1 1
formation of feet 0.1 - - - 1 0 1

1.0 - - 0 1 2 3

10.0 0 1 0 - 0 1l

-16 Second set of incisors posterior 0 0 - - 0 0 0
to the normal set 0.1 - - - 0 0 0

1.0 - - 0 [} 1 1

10.0 0 0 0 - 0 0

=17 Tapeworm cysts scattered through- 0 0 - - 0 0 0
out peritoneum and omentum 0.1 - - - 0 [¢] 0

1.0 - - 0 0 0 0

10.0 0 0 0 - 1 1

-18 Yallowish, purulent inflammatory 0 1 - - 0 0 1
material occluding ear canal 0.1 - - - 0 0 0

1.0 - - 0 0 0 0

10.0 0 0 0 - 0 0

27op dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none axamined or not applicable.
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TABLE 50 (Continued)

SUBCHRONIC TNHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGIC OBSERVATIONS ON MALE RABBITS EXPOSED POR UP TO 14 WEERS®
AND THEN HELD FOR UP T0 32 WEEKS OF RECOVERY

Exposure 8=leek l4~Veek
Level 0-8 Intarim 8-14 Interizs Terminal Cumulaciva
(ppm) Weeks xi1l Weeks  Kill Kill Results
Diagnosis Number of rabbits per group 0 1 0 0 3 6 10
Code 0.1 0 Q 0 & 6 10
1.0 0 0 1 4 5 10
10.0 3 1 1 0 5 10
GASTROINTESTINAL SYSTEM
F-6 Absence or decreased normal ingesta O 0 - - 0 0 0
in gastrointestinal tract 0.1 - - - 0 0 0
1.0 - - 1 0 0 1
10.0 1 0 0 - 0 1
F-8 Small intestinal mass(es) or 0 0 - - 0 0 o
nodule(s) 0.1 - - - 1 0 1
1.0 - - 0 0 1] 0
10.0 0 0 0 - 0 0
F-12 Mass(es) or nodule(s) in stomach 0 0 - - 0 1 1
0.1 - - - 0 0 1]
1.0 - - 0 0 0 0
10.0 0 0 o - 0 0 R
F-13 Dark area or focus on gastric 0 0 - - 0 [V} o
mucosa, suggestive of hemolyzed 0.1 - - - 0 0 0
blood admixed with bile 1.0 - - 1 0 0 1
- 10.0 0 0 0 - 1] 0
F-14 Pinpoint dark foci on stomach v} 0 - - ] 0 0
mcoss 0.1 - - - 0 0 0
1.0 - - 0 0 0 0
10.0 0 0 1 - 0 1
LIVER
G-3 Diffuse paleness of liver 0 0 - - 0 0 0
0.1 - - - 0 0 0
1.0 - - 0 0 0 0
10.0 0 0 1 - 0 -1
G-4 Accentuated lobular pattern of 0 0 - - 0 0 0
liver 0.1 - - - 0 0 0
1,0 - - 0 0 1 1
10.0 0 (o] 0 - 0 0
G-5 Few small pale foci or focus 0 0 - - 0 0 0
in liver 0.1 - - - 0 0 0
1.0 - - 0 0 1 1
10.0 0 0 0 - 0 0
G-8 Darkened or congested liver 0 0 - - 0 0 1]
0.1 - - - 1 0 1
1.0 - - 1 (1] 1 2
10.0 0 1 0 - - 1
G-9 Firm liver o 0 - - 0 0 0
0.1 - - - 1l 0 1
1.0 - - 1 0 1 2
10.0 0 0 0 - 0 0
4Top dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
= Indicates none examined or not applicable.
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TABLE 50 (Continuad)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGIC OBSERVATIONS ON MALE RABBITS EXPOSED POR UP T0 14 WEERS"
AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure 8-Week 1l4-Week
Level 0-8 Interim 8-14 Interim Terminal Cumulative
(ppm) Weeks Fill Weeks K111 Kill sults
fagnosis Rumber of rabbits per group 1 0 0 3 6 | 10
Code 0.1 0 (4] 0 4 6 10
1.0 - 0 0 1 4 5 10
10.0 3 1 1 0 5 10
T
LIVER (cont'd)
=11 Adhesions and/or inflammation 0 0 - - 0 1 1
of liver capsule 0.1 - - - 0 0 0
1.0 - - 4] 0 0 0
10.0 0 0 0 - 0 0
=12 White focus(i) in subcapsular region 0 0 - - 0 0 0
of liver, suggestive of parasitic 0.1 - - - 0 1 1
lesion(s) 1.0 - - 0 0 0 0
10.0 1] 0 0 - 1 1 .
-13 White focus(i) on liver capsule, 0 ] - - 0 0 0 ,
suggestive of fibrous connective 0.1l - - - 0 0 0 :
tissue 1.0 - - 0 0 0 0
10.0 4] [+] 0 - 1 1
I
-14 Friable liver 0 (1] - - 1] 0 0
0.1 - - - 0 0 ]
1.0 - 0 0 0 0
10.0 0 1 0 - 0 1
-15 Finely nodular surface of liver 0 0 - - 0 0 0
0.1 - - - 1 0 1
1.0 - - 0 0 0 0
10.0 0 0 0 - 0 0
-16 Atrophied liver (decreased size) 0 0 - -~ 0 0 0
0.1 - - - 1 0 1
. 1.0 - - 1 0 0 1
10.0 0 0 0 - 0 0
LYMPHORETICULAR SYSTEM
-3 Enlaryged axillary lymph node(s) 0 0 - -~ 1 0 1
0.1 - - - 0 0 0
1.0 - - 0 1 0 1
10.0 0 0 0 - 0 0
=8 Tan appearance of axillary lymph 0 0 - - 1 0 1
node(s) 0.1 - - - 0 0 4]
1.0 - - 0 0 0 0
10.0 0 0 0 - 0 0
=9 Enlarged thoracic lywph node(s) 0 0 - -~ 0 0 0
0.1 - - - 0 0 0 s
1.0 - - 0 1 0 1 .
10.0 0 0 0 - 0 0
=10 Edema of thoracic lymph node(s) 0 0 - - 0 0 0
0.1 - - - 0 0 0
1.0 - - 0 1 0 1
10.0 0 0 0 - 0 0
"rop dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery,
- Indicates none examined or not applicable.
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TABLE 50 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGIC OBSERVATIONS ON MALE RABBITS EXPOSED FOR UP TO 14 WEERs®
AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure 8-Week lé=Ueek
Level 0-8 Interim 8=14 Interim Terminal Cumilative
(ppm) Weeks Kill Weeks Rill Kill Besults
Diagnoais Numbexr of rabbits per group 0 1 0 [+} 3 6 10
Code 0.1 0 0 0 4 6 10
1.0 0 0 1 [ ) 10
10.0 3 1 1 0 5 10
MUSCULOSKELETAL SYSTEM

I-2 Nodule on mandible consistent 1] 4] - - 0 1 1

with an abacess 0.1 - - - 0 0 0
1.0 - - 0 1 1 2
10.0 0 0 0 - 0 o

I-3 Hock joint swollen and arthritic 0 0 - - 0 1 1

due to an inflammatory reaction 0.1 - - - 0 0 0

1.0 - - (4] (] 0 o

10,0 0 0 0 - 0 0

I~4 Generalized atrophy of muscle 0 0 - - 0 1 1
0.1 - - - 0 0 0

1.0 - - 0 0 1 1

10.0 0 0 0 - 0 0

1-5 Edema of hind limb muscles 0 0 - - 0 0 o
0.1 - - 1 0 1l

1.0 - - 0 0 0 0

10.0 0 0 0 - 0 0

MALE REPRODUCTIVE SYSTEM .

L-1 Decreased size of testicle(s) (1] 0 - - 1 1 2
with or without mineral- 0.1 - - - 1 0 1
like lesions 1.0 - - 0 4 2 &

10.0 1 1 1 - 5 8

L-2 Dark tan appearance of testes 0 0 - - 0 0 0

0.1 - - - 0 0 0
1.0 - - Q 3 1 [
10.0 0 a )] - 5 5
L-6 Edematous appearance of testes 0 0 - - 0 1 1
0.1 - - - 0 0 0
1.0 - - 0 0 0 0
10.0 0 0 0 - 0 0
L-9 Enlarged prostate 0 0 - - 0 1 1
0.1 - 0 0 0
1.0 - - 0 0 1] 0
10.0 0 0 0 - 0 Q
L-10 Edematous appearance of prostate 0 0 - - 0 1 1
0.1 - - - 0 0 0
1.0 - - 0 Q 1 1
10.0 0 0 0 - 1 b

I~-11 Absence or severe atrophy of one 0 0 - - 0 0 0

teastis 0.1 - - - 0 0 0
1.0 - - 0 0 1 1
10.0 0 ] 0 - 0 0

‘Top dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examined or not applicable.
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TABLE 50 (Continued)

SUBCHRONIC IKHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGIC OBSERVATIONS ON MALE RABBITS EXPOSED FOR UP TO 14 WEERS®

AND THEN HELD FOR UP TO 32 WEEES OF RECOVERY

Exposure 8~Week L4~Veek
Level 0-8 Interim 8-14 Interim Terminal Cumlative
(ppm) Veeks K11l Weeks | £3h] i1l Results
iagnosis Number of rabbits per group 0 1 0 0 3 6 10
Code 0.1 0 0 0 4 6 10
1.0 0 0 1 4 5 10
10,0 3 1 1 1] S 10
MALE REPRODUCTIVE SYSTEM (cont'd)
-12 Flaccid testicle(s) 0 0 - - () u 1 1
0.1 - - - 1 = 0 1
1.0 - - 1 2 2 5
10.0 0 0 0 - 5 5
-13 Decreaged size of prostate Q 0 - - 0 0 0
0.1 - - - 1 0 1
1.0 - - 0 2 1 3
10.0 0 0 1 - 3 4
-14 Prostate - flaceid 0 V] - - 0 0 0
0.1 - - - 0 o) 0
1.0 - - 0 1 1 2
10.0 Q v} (4} - 4 4
-15 Dark appearance of prostate 0 0 - - 0 0 0
0.1 - - - 0 0 0
1.0 - - 0 0 0 0
10.0 0 0 0 - 1 1
-16 Prostate - filled with a 0 0 - - 0 0 0
yellowish fluid 0.1 - - - 0 0 0
1.0 - - 0 0 0 0
10.0 0 0 0 - 1 1
-17 Decreagsed size of epididymis(ides) 0 0 - - 0 0 0
0.1 - - - [} 0 0
1.0 - - 0 0 0 0
10.0 0 1 1 - 0 2
=18 Testicle - mottled in color with 0 [} - - 1 0 1
yellow to tan coloved streaks 0.1 - - - 0 v} 0
1.0 - - 0 0 0 0
10.0 0 0 0 - 0 0
RESPIRATORY SYSTEM
-1 Dark or red focus(i) in lungs 0 0 - - 3 1 4
0.1 - - - 2 4 6
1.0 - - 0 3 3 6
10.0 Q Q [¢] - 4 4
-2 Few pale foci in lungs 0 0 - - 0 Q 0
0.1 - - - 0 1 1
1.0 - - 0 0 0 0
10.0 0 0 0 - Q 0
-5 Mottled appearance of lungs 0 0 - - 0 0 0
0.1 - - - 0 1 1
1.0 - - 0 0 2 2
10.0 0 1 1 - 0 2
aTop dose rabbits (10 ppm) were only exposed for 8 weeks and held £6r 38 veeks of recovery.
- Indicates none examined or not applicable.
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TABLE S0 (Continued)

SUBCERONIC INBALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATHOLOGIC OBSERVATIONS ON MALE RABAITS EXPOSED FOR UP TO 14 WEEKS®
AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure 8-Week lb=teek
Level 0-8 Interin 8-14 Interin Terminal Cumlative
(ppm) Weeks Kill Weeks K111 Kill Results
Diagnosis Numbar of rabbits per group 0 1 0 0 3 6 10
Code 0.1 0 0 0 4 6 10
1.0 0 0 1 4 5 10
10.0 3 1 1 0 5 10
RESPIRATORY SYSTEM (cont'd)
M6 Mucopurulent or cassopurulent 0 0 - - 3 1 4
exudate in turbinates 0.1 - - - 1 2 3
1.0 - - 1 4 3 8
10.0 1 1 0 - 1 3
M=7 Erosion or necrosis of nasal 0 0 - - 2 1 3
turbinates 0.1 - - - 0 2 2
1.0 - - 1 2 2 5
10.0 0 0 0 - 1 1
M-8 Lung nodule(s) consistent with 0 0 - - 0 1 1
abscess(es) 0.1 - - - 0 0 0
1.0 - - 0 0 1 1
10.0 0 1 1 - 0 2
M-9 Fibrinous or fibrous pleural 0 0 - - 0 1 1
adhesions 0.1 - - - 0 0 Q
1.0 - - o] 0 0 [
10.0 1 0 0 - (] 1
M=10 Pulmonary atelectasis 0 0 - - 1 0 1
0.1 - - - 0 0 0
1.0 - - 0 1 2 3
10.0 1 0 1l - 0 2
M-11 Hyperemic and/or congested appear- 0 0 - - 1 0 1
ance of nasal turbinates 0.1 , - - - 3 0 3
1.0 - - 0 2 0 2
10,0 1 0 1 - 0 2
M=12 Darkened, congested, consolidated, 0 0 - - 0 0 1]
and/or edematous appeéarance of 0.1 - - - 0 0 0
lungs due to ponewmonia 1.0 - - 1 0 0 1
10.0 1 0 0 - o 1
M-14 Severe abscessation of thoracic 0 0 - - 0 0 0
cavity and lung 0.1 - - - 1 0 1
1.0 - - 0 0 1 1l
10.0 0 0 1 - 0 1
M=15 Red and hemorrhagic appearance of 4] [ - - 0 0 0
trachea 0.1 - - - (1] 0 0
1.0 - - 1 0 0 1
10.0 0 0 0 - 0 0
H-16 Suppurative exudate in bronchi 0 0 - - 0 0 0
0.1 - - 0 0 0
1.0 - - 1 0 0 1
10.0 0 0 0 - 0 0

3Top dose rabbits (10 ppm) vere only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examined or not applicable.
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TABLE 50 (Continued)

SUBCHRONIC INBALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GROSS PATEOLOGIC OBSERVATIONS ON MALE RABBITS EXPOSED FOR UP T0 14 WEERS"
AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure . 8-Week ‘ l4-Week
Level Interim 8-14 Interim Terminal Cumulative
_(ppm) K111 Weeks i1l E{11l Regults
0

10
0.1 10
1.0

10
10.0 10

3

Number of rabbits per group

wWo oM
g

URINARY SYSTEM

Focal dark depressed foci or
area(s) in kidney

[
.« s e
QoM
or 1t
oo |
1 oo

(=] oOHOO o<O O

Dilated renal pelvis(es)
(hydronephrosis)

—
M
SO
L2 I I |
(=~ I |
1 000

Mottled appearance of kidney(s)

NOOO 000 oNOE

-
.- .
(=N -0 ]
ol
(=X =2 I |
1 o000

B

Cyst(s) in kidney

e .
(=R )

L=2% I I |
oo 14
1 o000
~OoOoo

" g
6Ero0 OHOO OKO

a4
o0

Byperemic appearance of blood
vessels of urinary bladder

1ooco

0
0
0
0
0
0
0
0
0
0

OO MO HOoOOO NOOoOO HOOO OWo M

—
L=~ I I |
o1l

Polypoid mass in bladder

]
i

=
oroOo

ocooH

< 1

1 coo

OoOQO OO
(=Rl ol o]

Focal hemorrhagic areas on urinary
bladder mucosa

bt
(=N g
1 oo

L~ I I |

Subcapsular white focus(i) in
kidney

[
oo OO Oo
1 o000

. . ¥
(=N~ ]
[ I I |

-

-
oOHOO [« R ol ~] (=]

Hydroureter

OO OoO oO+HOO o OO0

1000

N
QO
[~ I I |

Firm kidneys

o1l o o119 oL o on 1o Q1o

»OoO0Oo ~Oo00 OO0 OHOQ

[
. e
c oM
[=2¢ I B |
i cooCO
~OoOO0O

aTop dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examined or not applicable. .
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TABLE 50 (Continued)

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

GBOSS PATHOLOGIC OBSERVATIONS ON MALE RABBITS EXPOSED FOR UP TO 14 WEERS®
AND THEN HELD FOR UP TO 32 WEEKS OF RECOVERY

Exposure 8-Week 14~Veek
Level 0-8 Interim 814 Interim Terminal Cumulative
(ppm) Weeks k{11 Weeks Kill K11l Resalts
Diagnosis Number of rabbits per group 0 1 0 0 3 6 10
Code 0.1 0 0 0 4 6 10
1.0 0 0 1 4 5 10
10,0 3 1 1 0 5 10
URINARY SYSTEM (cont'd)
P=17 Fidneys ~ irregular surface pitted 0 0 - - 0 0 4]
wvith wvhite fibrous connective 0.1 - - - 0 0 0
tissue extending from capsule 1.0 - - 0 0 0 a
into cortex 10.0 0 0 0 - 1l 1
P-18 Pitted kidnay cortex suggestive 0 0 - - 0 0 0
of nosematosis 0.1 T - - - 0 0 0
1.0 - - 0 0 0 0
10.0 1 0 0 - 0 1
P-20 Roughened or irregular appearance 0 0 - - 0 0 ]
of kidneys 0.1 - - - 0 0 ]
’ 1.0 - - 0 0 0 0
10.0 0 0 0 - 1 1
p-21 Mass or nodule involving kidney 0 0 - - 0 0 0
0.1l - - - 0 0 0
1.0 - - 1 0 0 1
10.0 0 0 0 - 0 0
NTEGUMENT AND SUBCUTANEOUS
Q-8 Subcutanescus edems (4] 0 - - 0 0 0
0.1 - - - 1 0 1
1.0 - - 0 0 0 0
10.0 0 0 0 - 0 0
-1 Subcutaneous abscess 0 0 - - 0 0 0
0.1 - - - 0 0 o
1.0 - - 1 0 0 1
10.0 0 0 0 - 0 0
Q=12 Subcutaneous region containing 0 0 - - 0 0 0
suppurative necrotic debris and 0.1 - - - 0 0 0
fluid suggestive for suppurative 1.0 - - 0 0 0 0
inflammation 10.0 0 0 1 - 0 1
Q=13 Edema apd fluid of the scrotal sac 4] 0 - - 0 0 0
0.1 - - - 1 0 1
1.0 - - 0 0 0 0
10.0 0 0 0 - 0 0
*Top dosm rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weaks of recovery.
= Indicates nona axamined or not applicable.
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TABLE 51

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS A_Ng NOUMBER OF TISSUES EXAMINED ON MALE RABBITS
EXPOSED FOR UP TO 14 WEPKS AND THEN HELD POR 32 WEEES OF RECOVERY '

Exposure 8-Week - l4~Weak
Level 0=-8 Intarin 8-14 Interin Terminal Cumulative
{ppm) Weeks Kill Weaks K111 & EKi11 Resulta
Diagnosis Number of rabbits per group 0 1 0 0 3 ‘ 6 10
Code 0.1 0 [ 0 4 6 10
1.0 0 0 1 4 5 10
\ 10.0 3 1 1 0 ! 5 10
ENDOCRINE SYSTEM
Adrenals 0 1 [ 0 0 6 7
Number of tisaues examined 0.1 0 1] 0 0 1 b
1.0 0 0 1 0 0 1
10.0 3 0 1 0 4 8
A-1 No visible lesions 0 1 - - - 6 7
0.1 - - - - 1 1
1.0 - - 0 - - 0
10.0 3 - 1 - 4 8
A~-2 Malignant lymphowa, secondary 0 0 - - - 0 0
site - bilateral 0.1 - - - - 0 0
1.0 - - 1 - - 1
10.0 0 - 0 - | 0 0
|
Pituitary Gland 0 1 0 0 0 | 6 7
Number of tissues examined 0.1 0 0 0 0 0 0
1.0 0 0 1 0 Y 1
10.0 o3 0 1 0 4 8
P=1 No visible lesions 0 1 - - - 6 I
0.1 - - - - - -
1.0 - - b - - 1
10.0 3 - 1 - 4 8
Thyroid Gland 0 1 0 0 0 6 7
Mumber of tissues examined 0.1 0 0 0 0 0 4]
1.0 0 0 1 0 0 1
10.0 3 0 0 0 5 8
TH-1 No visible lesions 0 1 - - - 5 6
0.1 - - - - - -
1.0 - - 1 - 1
10.0 3 - - - 4 | 1
TH=-2 Colloid cyst ~ focal, slight 0 0 - - - 1 1
0.1 - - - - - -
1.0 - - 0 - - 0
10.0 0 - - - 0 0
TH-3 Atrophy with decreased secretory 0 0 - - - 0 0
contents - bilataral, moderate 0.1 - - - - - -
1.0 - - 0 - - (o]
10.0 0 - - - 1 1
Parathyroid Glands 0 0 0 0 0 1 1
Number of tissues examined 0.1 0 0 (4] 0 0 0
1.0 0 0 0 0 0 0
10.0 1 0 0 0 2 3
PG=1 No visible lesions 0 - ~ - - 1 1
0.1 - - - - -
1-0 - bl - - - -
10.0 1 - - - 1 2

‘Top dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 wvaeks of recovery.

- Indicates none examined or not applicable.
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATIS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINFD ON MALE RABBITS

EXPOSED FO 4 WEFES THEN HELD FOR 32 WEEKS OF RECOVERY

Exposurs 8-Weeak l4=Week
Level 0-8 Intarim 8-14 Interim Terminal Cumulative
(ppm) Heeks K41l Heeks Kill Kill Results
Diagnosis Number of rabbits per group 0 3 10
Code 0.1 4 10
1.0 4 10
0 10

ENDOCRINE SYSTEM (comt'd)
Parathyroid Glands (cont'd)

Ectopic parathyroid tissue, thymus
region, otherwise no visible
lesions

GASTROINTESTINAL SYSTEM

Salivary Glands
Number of tissues examined

OO0
WO~

No visible lesions

1
0
0
3
1
3

wmijiil oo WwWOOO

W~

Esophagus
Number of tissues examined

NO O
[~ NNl
HOOO Lol ol |
0o oo

w

No visible lesions

[ I |
L I I
i

Subacute inflammation, muscularis
- mlsifocal, slight

LI I I |
| 2 T A |
(=T B B

Stomach = Number of tissues examined

oROoOOo ol 1|
Qoo o
~N O,

No visible lesions

~NH | w

Reactive hyperplasia with associated
acute inflammation, edema and multi-
focal necrosis, submucosal and
wucosal edema, severe, Erosions,
gastric mucosa, multifocal woderate.
Fibrin thrombi in blood vessels,

= multifocal

= I I S T Moo Wwm L= I I LV 0 I I VOO Wk

Q1 1 © KNI NOOQOKF OI1 1 C NI I W
[~ R=g -0}

(== B

27op dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
~ Indicates none examined or not applicable.
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY ARD RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATROLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RABBITS
EXPOSED FOR UP TO 14 WEFES™ AND THEN HFLD FOR 32 WEERS OF RECOVERY .

Exposure 8-Heak l4-Weaek .
Lavel 0-8 Interim 8=14 Interim Terminal Cumulati
(ppm) _Weeks xill Heeks i1l 411 Result
Disgnosis Number of rabbits par group [1] 1 Q 0 3 [ 10
Code 0.1 0 0 0 4 6 10
1,0 0 0 1 4 5 10
10.0 3 1 1 0 5 10
GASTROINTESTINAL SYSTEM (cont'd) }
Sovall Intestine 0 1 0 0 0 5 6
Muber of tissues examined 0.1 0 0 ] 0 0 0
1.0 0 0 1 0 0 1
10.0 3 0 1 0 5 9
sI-1 No visible lesions 0 1 - - - 5 6
0.1 - - - - - -
1.0 - - 1 - - 1
10.0 3 - 1 - 5 9
Large Intestine 0 1l 0 0 0 5 6
Number of rissues examined 0.1 0 0 0 0 0 0
1.0 0 0 1 0 0 1
10.0 3 0 1 0 4 8
LI-1 No visible lesions 0 1 - - - 5 6
0.1 - - - - - -
1.0 - - 1 - - 1
10.0 3 - 1 - 4 8
Sacculus Rotundus 0 1 0 0 0 5 6
Number of tissues examined 0.1 0 0 4] 0 0 0
1.0 0 0 0 0 1] 1]
10.0 0 0 0 0 5 -]
SR=1 No visible lesions 0 0 - - - 5 5
0.1 - - - - - -
1.0 - - - - - -
10.0 - - - - 5 5
SR=2 Granulomata and histiocytosis, 0 1 - - - 0 1
submucosa - maltifocal 0.1 - - - - - -
1.0 - - - - - -
10.0 - - - - 0 0
Gallbladder 0 0 0 0 0 4 4
Number of tissues examined 0.1 0 0 0 0 0 0
1.0 0 [} 0 0 0 ]
10.0 3 0 0 0 5 8
GB-1 No visible lesions 0 - - - - 3 3
0.1 - - - - - -
1.0 - - - - - -
10.0 3 - - - S 8
GCB=2m Subacute inflammation, submucosa 0 - - - - 1 1
« diffuse, woderate 0.1 - - - - - -
1.0 - - - - - -
10.0 0 - - - 0 0
LIVER - Number of tissues examined 0 L 0 0 3 6 10
' 0.1 v} 0 0 4 6 10
1.0 0 0 1 4 5 10
10.0 3 1 1 0 5 * 10

1op dose rabbits (10 ppo) were only exposed for 8 weeks and held for 38 weeks of recovery.

- Indicates none examined or not applicabla.
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER _OF TISSUES EXAMINED ON MALE RABBITS
EXPOSED FOR UP TO 14 WEEKS  AND THEN HELD FOR 32 WEEKS OF RECOVERY

Exposure 8-Weak 14-Week
Level 0=8 Interim 8-14 Interim Terminal Cumulative i
(ppm) Weeks kill Weeks K411 Kill Results .
Diagnosis Number of rabbits per group 0 1 0 0 3 6 10
Code 0.1 0 0 0 4 [ 10 ’
1.0 0 0 1 4 ] 10
10.0 3 1 1 9 S 10
LIVER (cont'd)
L-1 No visible lesions 0 0 - - 0 - 0 0
0.1 - - - 0 - 2 .2
1.0 - - 0 0 0 o
10.0 1 0 Q = 1 2
L-2vs Vacuolization of hepatocytes, con- 0 0 - - 0 V] 0
sistent with fatty change 0.1 - - - 1 0 1
- very slight 1.0 - - 0 0 0 0
10.0 0 0 0 - 0 0
L-2s Vacuolization of hepatocytes, con- 0 1 - - 0 0 1
sistent with fatty change 0.1 - - - 0 2 2 g
- slight 1.0 - - 0 0 1 1 .
10.0 0 1 0 - 0 1 .
L-2m Vacuolization of hepatocytes, con- 0 0 - - 3 0 3
gistent with fatty change 0.1 - - - 3 0 3
- moderate 1.0 - - 1 4 -0 5
10.0 1 0 0 - 0 1
L-38 Aggregates of mononuclear predom- Q 1 - - 1 0 2
inantly lymphoid cells 0.1 - - - 2 0 2
- slight 1.0 - - 0 1 (] 1
10.0 0 0 0 - 0 0
L-3m Aggregates of mononuclear predom- 0 0 - - 2 0 2
inantly lywphoid cells 0.1 - - - 0 0 0
- moderate 1.0 - - i 1 0 2
10.0 0 0 0 - 0 0
L-4vs Subacute inflammation, periportal 0 0 - - 0 0 0
- gultifocal, very 0.1 - - - 0 1 1
slight 1.0 - - 0 0 - 1 1
10.0 0 0 0 - 0 0
L-4s Sybacute Inflammation, periportal 0 0 - - 0 2 2
- multifocal, slight 0.1 - - - 0 1 1
1.0 - - 0 0 0 0
10.0 0 0 0 - 1 1
L~4m Subacute inflammation, periportal 0 0 - - 0 4 4
- multifocal, moderata 0.1 - - - 0 0 0
1.0 - - 0 0 3 3
10.0 0 0 V] - 3 3 ap
L=-5s Subacute inflammation within lobule 0 0 - - 0 1 1
- multifocal, slight 0.1 - - - 0 0 0
1.0 - - 0 0 1 1
10.0 0 0 0 - 0 0

a'rop dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of racovery.

- Indicates none examined or not applicable. \
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TABLE 51 (Continued)

SUBCHBONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATEOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINFD ON MALE RABBITS

EXPOSED FOR UP TO 14 WEERS AND THEN HELD FOR 32 WEFES OF RECOVERY

Exposure 8-Waek lé4-aek
Level 0-8 Interim 814 Interim Tarminal Cumslatis
(ppm) . Weeks Eil1 Weeks  Kill K11 Results
Diagnosis Number of rabbits per group 0 1 0 0 3 6 10
Code 0.1 0 0 0 4 6 10
1.0 0 0 1 4 3 10
10.0 3 1 1 0 5 10
LIVER (cont'd)
L-15 Subacute inflammation, centri 0 0 - - 0 0 0
lobular = multifocal, slight 0.1 - - - 0 0 0
1.0 - - 0 0 1 1l
10.0 0 0 0 - 0 0
L-9s Subacute inflamuation with focal 0 0 - - 0 0 0
fibrosis - slight 0.1 - - - 0 0 0
1.0 - - 0 0 1 1
10.0 0 0 0 - 0 0
L-6s Centrilobular congestion with or 0 0 - - 0 0 0
without hepatocellular degenara- 0.1 - - - 1 0 1
tion, mltifocal coagulation 1.0 - - 0 0 1 1
necrosis and slight mononuclear and 10.0 0 0 0 - 0 [}
polymorphonuclear inflammation
L=12 Diffuse congestion 0 0 - - 0 0 0
0.1 - - - 1] 0 0
1.0 - - 0 0 1] 0
10.0 1 0 1 - 0 2
L-13 Coagulation necrosis 0 0 - - 0 0 0
- focal 0.1 - - - 0 0 0
1.0 - - 0 0 0 0
10.0 1 0 0 - 0 1
L-7s Biliary hyperplasia 0 0 - - 0 0 0
- focal, slight 0.1 - - - 1 0 1
1.0 - - Q 0 0 1]
10.0 0 0 0 - ,0 0
L-8 Granulomata with mineralization, 0 0 - - 0 0 0
probably parasitic in origin 0.1 - - - 0 1 1
- alight 1.0 - - 0 0 0 0
10.0 0 0 0 - 1 1
L~10s Dilated (telangiectaric) sinusoids, 0 0 - - 0 0 o
subcapsular region 0.1 - - - 0 0 0
1.0 - - 0 0 1 1
10,0 0 0 0 - Q 0
L-14 Fibrinous adhesions, capsular 0 0 - - 0 0 [}
surface - focal, slight 0.1 - - - 0 0 0
1.0 - - 0 0 1] Q
10.0 0 0 0 - 1 1
PANCREAS - Number of tissues examined 0 1 0 0 0 6 7
0.1 0 0 0 0 0 0
1.0 0 0 1 0 0 1
10.0 3 0 1 0 5 9

37op dose rabbirs (10 ppm) were only exposed for 8 weeks lnd held for 18 weeks of recovery.
= Indicates none examined or not applicable.
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TABLE 51 (Coatinued)

SUBCHERONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS

NUMBER OF TISSUES EXAMINED ON MALE RABBITS
EXPOSED FOR UP TO 14 WEEKS  AND THEN HELD FOR 32 WEFKS OF RECOVERY

Exposure 8-Week lé~Week
Level 0-8 Interim 8-14 Interim Terminal Cumulative
{ppm) Weeks Kill Weeks Kill Kill Results
Diagnosis Number of rabhits per group 0 1 0 0 3 [ 10
Code 0.1 0 0 0 4 [ 10
1.0 0 0 1 4 5 10
10.0 3 1 1 0 5 10
PANCREAS (cont'd)
PA-1 No visible lesions Q 1 - - - 6 7
0.1 - - - - - -
1.0 - - 1 - - 1
10.0 3 - 1 - 5 9
RESPIRATORY SYSTEM
Trachea - Number of tigsues examined O 1 0 0 0 6 7
0.1 0 0 0 0 0 0
1.0 0 0 1 0 0 1
10.0 3 0 1 0 5 9
TR~1 Ro visible lesions 0 1 - - - 5 6
0.1 - - - - - -
1.0 - - 0 - - 0
10.0 1 - 1 - [ 6
TB~28 Aggregates of mononuclear predom-~ 0 0 - - - 1 1
inantly lymphold cells, submucosa 0.1 - - - - - -
- multifocal, slight 1.0 - - 0 - - 4]
10.0 0 - 0 - 1 1
TR~3 Chronic active tracheitis 0 0 - - - 0 0
0.1 - - - - - -
1.0 - - 1 - - 1
10.0 0 - 0 - 0 0
TR=4 Suppurative necrotizing tracheitis 0 0 - - - 0 0
0.1 - - - - - -
1.0 - - 0 - - 0
10.0 1 - 0 - 0 1
TR=5 Mild acute tracheitis 0 0 - - - 0 0
0.1 - - - - - -
1.0 - - 0 - - 0
10.0 1 - 0 - ] 1
Nasal Turbinates 0 1 0 0 0 6 7
Number of tissues examined 0.1 0 0 0 0 0 0
1.0 0 0 0 0 0 0
10.0 2 0 0 0 5 7
NT-1 No visible lesions 0 0 - - - 0 0
0.1 - - - - - -
1.0 - - - - - -
10.0 0 - - - 1 1
NI-23 Aggregates of mononuclear predom- 0 1 - - - 6 7
inantly lymphoid cells, submucosa 0.1 - - - - - -
- multifocal, slight 1.0 - - - - - -
10.0 0 - - - 4 4
%7op dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examined or not applicable.
PO 131043
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY ,
OF DBCP IN RATS AND RABBITS . \

|
BISTOPATHOLOGIC OBSERVATIONS ﬂg NUMBER OF TISSUES EXAMINED ON MALE RABBITS

EXPOSED FOR UP_TO 14 WEEKS AND THEN EFLD FOR 32 WEEKS OF RECOVERY
Exposure 8-Week 14-Weak
Level 0-8 Interinm 8-14 Inter Terminal Cumulati
(ppm) Weeks Fill Veeks Kill ki1l Result
Diagunosis Mumber of rabbits per group 0 1 2] 0 3 6 10
Code 0.1 (1] 0 0 4 6 10
1.0 0 0 1 4 | 5 10
10.0 3 1 1 0 5 10
RESPIRATORY SYSTEM (cont'd) |
Masal Turbinates (cont'd)
NT-38 Acute inflammation with associated 0 0 - - - 1 1
foreign body 0.1 - - - - - -
- focal, slight 1.0 - = - & - -
10.0 0 - - - 0 0
NT+is Focal ulcer with chronic active in- 0 0 - - - 1 1
flammation, mucosa and submucosa 0.1 - - - - - -
- slight 1.0 - - - - - -
10.0 0 - - - 0 0
NT-35s Suppurative inflammation 0 0 - - - 1 1
- alight 0.1 - - - - - -
1.0 - - - - - -
10.0 0 - - - 1] 0
NT=-5a Suppurative inflammation 0 0 - - - 1 1
- moderate 0.1 - - - - - -
1.0 - - - - - -
10.0 0 - - - 0 0
NT-5sev Suppurative inflammation 0 0 - - - 0 0
- gevere 0.1 - - - - - -
1.0 - - - - - -
10.0 0 - - - 1 1
NT-6m Suppurative necrotizing rhinitis 0 0 - - - 0 0
- moderate 0.1 - - - - -
1,0 - - - - - -
10.0 1 - - - (] 1
NT-6sev Suppurative necrotizing rhinitis 0 0 - - - 0 0
- gevere 0.1 - - - - - -
1.0 - - - - - -
10.0 1 - - - 0 1
Lungs - Number of tissues examined 0 1 0 0 1 6 8
0.1 0 o 0 1 0 1
1.0 0 0 1 0 2 3
10.0 3 1 1 0 5 10
LU-1 No visible lesiona 0 0 - - 0 0 0
0.1 - - - 0 - 0
1,0 - - 0 - 0 0
10.0 1 o 0 - 0 1
Li-2s Aggregates of mononuclear predom- 0 1 - - 0 6 7
inantly lymphoid cells, peri- 0.1 - - - 0 - 1)
bronchial 1.0 - - 0 - 0 0
- multifocal, alight 10.0 1] 0 0 - 5 L
i"L'cpp doge rabbits (10 ppm) were only exposed for 8 weeks and hald for 38 weeks of recovary.
' - Indicates none examined or not applicable,
o 131244
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBECF IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RABBITS
EXPOSED FOR UP _TO 14 WEFRS™ AND THEN HELD FOR 32 WEEKS OF RECOVERY .

Exposure 8-Week li-Week
Level 0-8 Interin 8-14 Interim Terminal Cumlative
(ppm)" Weeks Kill Weeks Kill Kill Results
Diagnosis Number of rabbits per group 0 1 0 0 3 6 10 i
Code 0.1 0 0 , 0 4 6 10
1.0 1] 0 1 4 5 10
10.0 3 1 1 0 5 10
RESPIRATORY SYSTEM (cont'd)
Lungs (cont'd)
LU-3 Bronchopheumonia and/or bronchio- 0 0 - - o 1 .
litis - focal or multifocal 0.1 - - - 0 - 0 :
1.0 - - 0 - 0 0
10.0 o 0 0 - 2 2
Lo-6 Suppurative necrotizing broacho- 0 0 - - (1] 0 0
poeunonta - multifocal, severe 0.1 - - - 1 - 1 l
1.0 - - 1 - 0 1 -
10.0 1 0 0 - 0 1
LU-9 Interstitial pneumonia 0 0 - - 0 0 0 :
0.1 - - - 0 - 0
1.0 - - 0 - 0 0
10.0 1 V] 0 - 0 1
LU-~48 Subacute inflammation 0 Q - - 0 3 3 .
- multifocal, slight 0.1 - - - 4] - 0 !
1.0 - - 0 - 0 0
10.0 0 0 0 - 2 2
LU-51, Abscess formation 0 0 - 0 1 1
LU~5m, 0.1 - - - 1 - 1
LU=5sev 1.0 - - 0 - 2 2
10.0 0 1 0 - 1 2
Lu-7 Atelectasis -~ multifocal 0 0 - - 0 0 0
0,1 - - - 1] - 0
1.0 - - 0 - 0 0
10.0 1 0 0 - 0 1
LU-8 Suppurative necrotizing pleuritis 0 0 - - 4] 0 0
0.1 - - - 0 - 0
1.0 - - 0 - 0 0
10.0 1 0 1 - 0 2
LU-10s Microgranulomata 0 0 - - 0 0 0
« pultifocal, slight 0.1 - - - 0 - 0
1.0 - - 0 - Q 0
10.0 0 0 0 - 1 1
NERVOUS SYSTEM
Peripheral Nerve 0 1 0 0 0 4 5 b
Number of tissues examined 0.1 0 0 0 0 0 0 r
1.0 0 0 1 0 0 1
10.0 1 0 1 0 3 5
PN~1 No visible lesions 0 1 - - - 4 5
0.1 - - - - - -
1.0 - - 1 - - 1
10.0 1 - 1 - 3 5
*
ATop dose rabbits (10 pPpm) were only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examined or mot applicable.
1]
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TABLE 51 (Continued)

SUBCERONIC INHALATTON REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS ﬁg NUMBER OF TISSUES EXAMINED ON MALE RABBITS

EXFOSED FOR UP TO 14 WEEKS™ AND THEN HELD FOR 32 WEFKS OF RECOVERY

Exposure 8~-Weak l4-Week
Level 0-8 Interim 8-14 Interim Terminal Cummlatis
(ppm) _ Weeks Kill Vaeks k111 K111 Result:
Diagnosis Number of rabbits per group 0 1 0 0 3 [ 10
Code 0.1 0 0 0 4 6 10
1.0 0 0 1 4 5 10
10,0 3 1 1 0 5 10
NERVOUS SYSTEM (cont'd)
Spinal Cord 0 1 0 0 0 5 6
Numbar of tissues examined 0.1 0 0 0 0 0 0
1.0 0 (] 0 0 0 0
10.0 2 0 0 0 3 5
sC-1 No visible lesions 0 1 - - - 5 6
0.1 - - - - - -
1.0 - - - - - -
10.0 2 - - - 3 [
Brain - Number of tissues examined 0 1 0. 0 0 6 7
0.1 ¢ 0 0 0 0 0
1.0 0 0 1 0 0 1
10.0 3 0 1 1] 5 9
B-1 No visible lesions 0 ) - - - 2 2
0.1 - - - - - -
1.0 - - 1 - - 1
10.0 3 - 1 - 3 7
B2 Chronic active meningitis and enceph- 0 1 - - - 0 1
alitis, secondary to middle ear 0.1 - - - - - -
infection 1.0 - - 0 - - 0
10.0 0 - 0 - 0 Q
B-3s Subacute inflammation, perivascular 0 0 - - - 4 4
- pultifocal, slight 0.1 - - - - - -
1.0 - - 0 - - 0
10.0 0 - 0 - 2 2
B-4s Glial nodules ‘ 0 0 - - - 0 0
- mltifocal, aligh 0.1 - - - - - -
1.0 - - 0 - - 0
10,0 0 - 0 - 2 2
SCULOSKELETAL SYSTEM
Skaletal Muscle ] 1 0 0 0 5 6
Number of tissues examined 0.1 0 0 0 0 0 0
1.0 0 0 1 0 0 1
10.0 3 0 0 0 5 8
SM=1 No visible leaions 0 1 - - - 4 5
0.1 - - - - - -
1.0 - - 1 - - 1
10.0 3 - - - 5 B
SM~28 Atrophy - slight 0 0 - - - 1 1
0.1 - - - - - -
1.0 - - 0 - - 0
10.0 0 - - - 0 0
a'rop dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examined or not applicable,
DO 131246
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TABLE 51 (Continued)
SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RABBITS
EXPOSED FOR UP TO 14 WEEKS AND THEN HELD FOR 32 WEERS OF RECOVERY ‘

Exposure 8-Week li=Week
Level 0-8 Interim 814 Interim Terminal Cumulative
(ppm) Weeks Kill Weeks ki1l Kill Results
Diagnosis Number of rabbits per group 0 1 0 [1] 3 [] 10
Code 0.1 0 0 o 4 6 10
1.0 0 0 1 4 5 10
10,0 3 1 1 0 5 10
MUSCULOSKELETAL SYSTEM (cont'd)
Vertebral Bone 0 0 0 0 0 5 5
Numbar of tissuss examined 0.1 0 0 0 0 0 0
1.0 0 0 0 0 1] 0
10.0 [4] 0 [ 0 4 4
VB-1 No vigible lesions 0 - - - - 5 5
0.1 - - - - - -
1.0 - - - - - -
10.0 - - - - 4 4
Vertebral Bone Marrow [ 0 0 0 0 5 5
Number of tissues examined 0.1 0 0 0 0 0 0
1.0 0 0 0 0 0 0
10.0 0 0 0 0 4 4
VBM~-1 No visible lesions 0 - - - - 4 &
0.1 - - - - - -
1.0 - - - - - -
10.0 - - - - 4 4
VEM=2 Myeloid hyperplasia 0 - - - - 1 1
0.1 - - - - - -
1.0 - - - - - -
10.0 - - - - 0 0
Mandible — Number of tissues examined O 0 0 0 0 1 1
0.1 0 1] 0 0 1] 0
1.0 o] 0 0 . 0 1] 0
10.0 0 0 [ 0 0 0
M=1 Abscess 0 - - - - 1 1
0.1 - - - - _ - -
1.0 - - - - - -
10.0 - - - - - -
Hock - Number of tissues examined 0 0 0 0 0 1 1
0.1 0 0 0 0 0 0
1.0 0 0 0 0 0 0
10.0 0 0 0 0 0 0
BK-lsev Chronic active inflammation with 0 - - - - 1 1
abscess formation 0.1 - - - - - -
- diffuse, severe 1.0 - - - - - -
10.0 - - - - - -
URINARY SYSTEM
Kidneys = Number of tissues examiped 0 1 0 0 3 6 10
0.1 0 4] 0 4 6 10
1.0 0 0 1 4 5 10
10.0 3 1 1 0 5 10
a'rop doge rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examined or not applicable,
HOo 1312747
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS éﬁg NUMBER OF TISSUES EXAMINED ON MALE RABBITS
EXPOSED FOR UP TO 14 WEEEKS AND THEN HELD FOR WEEKS OF RECOVERY . |

Exposure B=Waek l4~Yaek
Level 0-8 Interim 814 Interim Terminal Comulatis
{ppm) eks Kil1 Weeks Fill Kill  Result:
Diagnosis Number of rabbits per group 0 10
Code 0.1 10
1.0 10

10.0 10

URINARY SYSTEM (cont'd)
Kidneys (cont'd)
No visible lesiona

-
B
oo

1o
O |
[N

Mineral deposits, reoal pelvis
-» ynilateral or bilateral,
focal or multifocal,
alight

NOoONO [=R=2 o o)

-
e s
o0 M
(=X -1 B ]
1 0CcoO

Mineral deposits, corticomedullary
juniction - unilateral or bilateral,
multifocal

[
i
[=n=0
ol r i
Qo
1 =00

Subacute inflammation, interstitium,
with or without fibrosis
- multifocal, slight

N
oo
Lol I I
[=E-18 I |
PR

-

Subacute inflammation, iotersititum,
with or without fibrosis
~ multifocal, moderate

[ -R~-N =]

0
0
1
0
0
0
1
0
0
0
1
0
0
0
1
0
0
0
1
0

[
. e

(== o
L=0 I I |
L= =1 I |

Hydronephrosis
- ynilateral, severe

i
(= =3
1 OO QC

—

Dilated renal tubules with eosino-
philic cast formation
- multifocal, slight

fo
s
[-X-0
[=R=0 |
oo w

o OO OO0 OFROO OoOHOO OFHOOD

Cyst, cortex ~ multifocal, bilateral,
alight

—
e w
(=N =0
(=B I
ool
P Ooc o

Malignant lyuwphoma, secondary site

[=R=R =] PoOoOQ o000 HOOO HOOO [PV Y] = WwNe o

[
e W
coow
1 0o 0O

Urinary Bladder
Number of tissues

(=R =0
VWM OHOO HOO0O OQ0O0M HOOOD HODOQ SNOOW HPNOQ WOMNKFE AN WW

OO o1l o [~ T I - ol 1l o (=1 B B -] o1 1 O oF o [~ T I -} [ I w1
ool

s
HPOooOo L=20 I I |
oo [=0 i B
[~N-R-N-]
(LR R R ]

[

“Top dose rabbits (10 ppw) were only exposed for 8 weeks and held for 38 weeks of Tecovery.
~ Indicates none examined or not applicable,
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TABLE 51 (Continued)

SUBCHRONIC INHEALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

BISTOPATBOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RABBITS

EXPOSED FOR UP 10 14 WEEKS AND THEN HELD FOR 32 WEERS OF RECOVERY

Exposure B-Waek 14-Yeak
Lavel 0-8 Interim 8-14 Interim Terminal Cumulative
(rpm) Weeks Fi11 Weeks Kill Kill Resulta
lagnosis Number of rabbits per group 0 1 [} 0 3 6 10
Code 0.1 0 0 0 4 6 10
1.0 0 0 1 4 5 10
10.0 3 1 1 0 5 10
URINARY SYSTEM (cont'd)
Urinary Bladder (cont'd)
3-1 No visible lesiocns 0 1 - - - 3 4
0.1 - - - - 0 0
1.0 - - 1 - 0 1
10.0 1 1 1 - 2 5
3-28 Aggregatea of mononuclear predom- 0 0 - - - 1 1
inantly lymphoid cells 0.1 - - - - 0 0
- multifocal, alight 1.0 - - 0 - 0 0
10.0 0 0 0 - 0 0
3-3g Subacute inflsmmation, micosa and 0 1] - - - 1 1
submucosa ~ multifocal, slight 0.1 - - - - [} 0
- 1.0 - - 0 - 0 4]
10.0 0 0 0 - 0 4]
3=3m Subacute inflammation, mucosa and 0 0 - - - 0 0
subrucosa - multifocal, moderate 0.1 - - - - 0 0
1.0 - - 0 - 0 (]
10.0 0 0 0 - 1 1
3-4 88V Chremic active inflammation, mucosa 0 0 - - - 0 0
and submucosa 0.1 - - - - 1 1
- severe 1.0 - - 0 - 2 2
10.0 0 1] 0 - 2 2
B~3m Edema, wucosa and submucosa 0 0 - - - 0 0
- moderate 0.1 - - - - 0 0
1.0 - - 0 - 0 0
10.0 0 0 0 - 1 1
B=5sev FEdema, mucosa and submucosa 0 0 - - - 0 0
- severs 0.1 - - - - 1 1
1.0 - - 1] - 2 2
10.0 0 0 0 - 2 2
B-6m Increased vascularity, submucosa 0 ] - - - 0 0
- wodarate 0.1 - - - - 0 o
1.0 - - 0 - 0 0
10.0 0 0 0 - 1 1
B-Gaev Increased vascularity, submucosa 0 0 - - - 0 0
- FEVETe 0.1 - - - - 1 1
1.0 - - 0 - 2 2
10.0 0 0 0 - 1 1
B-7s Hyperplasia, mucosa 0 0 - - - 0 0
- mltifocal, slight 0.1 - - - - 0 0
1.0 - - 0 - 0 0
10.0 0 0 0 - 1 1
.Tﬂp dose rabbits (10 ppm) were only exposed for 8 veeks and held for 38 veeks of recovery.
- Indicates none examined or not applicable.
DO 131249

CONF TDENT T4l

s
Ry

|




TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

i
HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE mnirs
EXPOSED FOR UP TO 14 WEERS AND THFN HFLD FOR 32 WEEKS OF RECOVERY

Exposure 8~Weak 1l4~teek

Level 0-8 Interim 8-14 Intarim |Terminal Cumulative

(ppm) Weeks Fill Weeks K11 | K11 Results

Numbar of rabbits per group 0 v 6 10
0.1 6 10

1.0 5 10

10. . 5 10

URINARY SYSTEM (cont'd)

Urinary Bladder (cout'd)

Hyperplasia, mucosa
- multifocal, moderate

o

T
.
(=N~

Hyperplasia, mucosa
= multifocal, severe

[
oo
[~ 2 I |
(= =4

UB-8sev Ulceration - multifocal, severe

-
. s w
oo

Urethra - Number of tissues examined

.
(=N ]
(=N =Rel=] oo ol l o [~ |

cCOoO0 0 oF ¥t
OOOé oot 1

-

No visible lesions

SO
N W w [C R N. WY ] oMo ONMO HOoOO0Oo

R B (VR N- BV ] oNHOo OoONMHO HOoOOO

UA~2vs Subacute inflammation, mucosa and
submucosa - diffuse, very slight

.
oo~

e
1 E 1

+

e

Subacute inflameation, mucosa and
submucosa - diffuse, alight

. s %
[-R =0
LI I I
LI I I
LI I I |

-

Subacuta inflammation, mucosa and
submucosa - diffuse, moderate

[l == ) HO MO ooHO

F
e s
(=N -0 ]

Subacute inflammation, mucosa and
submicosa - diffuse, severe

F
B

oo
LI I I |

Chronic active inflaomation,
mucoss and submucosa
- diffuse, moderate

0
0
1
0
0
0
1.
0
0
0
1
0
0
0
1
0
0
0
1.
10.
0
0
1
0
0
0
1
0
0
0
1
0
0
0
1
0
0
0
1
0

LI I S |
LI I I |
LI B A |
OHKFHM HFOOO FHOOKF HOMHO QQOHO

O OO0

-
)
(=X -0

"l'op doae rabbits (10 ppm) were only exposed for 8 veeks and held for 38 weeks of recovery.
= Indicates none examined or not applicable.
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

OF DBCP IN RATS AND RABBITS

BISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RABBITS

EXPOSED FOR UP TO 14 WEEKS AND THEN HELD FOR 32 WEERS OF RECOVERY

Exposure 8=Waek l4-Waak
Level 0-8 Interim 8=14 Interim Terminal Cumulative
(ppm) Weeks Rill Weaks Fill Kil1 Rasults
Lagnosis Number of rabbits per group 0 1 [1] [+] 3 6 10
Code 0.1 0 0 0 4 6 10
1.0 0 0 1 4 5 10
10.0 3 1 1 0 5 10
URINARY SYSTEM (cout'd)
Urethra (cont'd)
\=4m Epithelial hyperplasia 0 - - - - 1 1
« diffuse, moderate 0.1 - - - - 0 0
1.0 - - - - 0 0
10.0 - - - - 0 0
CARDIOVASCULAR SYSTEM
Heart ~ Number of tissues examined 0 1 Q 0 0 6 ?
0.1 0 0 0 [4] 0 0
1.0 0 0 1 0 0 1
10.0 3 0 1 (4] 5 9
-1 No visible lesions 0 1l - - - 5 6
0.1 - - - - - -
1.0 - - 1 - - 1
10.0 3 - 0 - 5 8
-23 Subacute inflammation, myocardium 0 0 - - - 1 1
~ focal, slight 0.1 - - - - - -
1.0 - - 0 - - [+]
10.0 0 - 0 - 4] 0
-3 Severe necrotizing epicarditis 0 0 - - - 0 0
0.1 - - - - - -
1.0 - - 0 - - 0
10.0 0 - 1 - 0 1
Aorta - Number of tissues examined 0 1 0 0 0 3 6
0.1 0 1] 0 0 0 0
1.0 0 0 1 0 4] 1
10.0 3 0 0 0 5 8
>l No visible lesions 0 1 - - - 4 5
0.1l - - - - - -
1.0 - - 1 - - 1
10.0 3 - - - 5 8
J=28 Subacute inflarmation, subintimal 0 0 - - - 1 1
- focal, slight 0.1 - - - - - -
1.0 - - 0 - - 0
10,0 0 - - - 0 0
egenteric Blood Vessels 0 0 [+] 0 0 0 0
Number of tissues examined 0.1 0 0 0 0 Q 0
1.0 0 0 0 0 0 0
10.0 3 0 0 0 0 3
‘rop dose rabbits (10 ppm) were ouly exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examined or not applicable.
FDO 1312853
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TABLE 51 (Continued)
SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RABBITS
~ EXPOSED FOR UP TO 14 WEEKS- AND THEN HELD FOR 32 WEEXS OF RECOVERY

Exposure 8-Week l4-Yeak
Level 0-8 Interim 8-14 Interin Terminal Cumplative

Diagnosis
Code

(ppm) Weaeks Kill Weeks Kill Kill Results
Number of rabbits per group [} 1 10
0.1 0 10
1.0 0 10

k]

10, 10

CARDIQVASCULAR SYSTEM (cont'd)
Mesenteric Blood Vessals (cout'd)

No visible lesions

ABDOMINAL CAVITY

Mesenteric Fat
Number of tissues examined

=0
SCOoM

cooo
wHOO

No visible lesions

= 1
OHOOC ORHOO
s <

© O

e b

Omentum - Numbar of tissues examined

1
3
0
0
0
1

-
o+HOO
QoM

(=R =R =N -]

Parasitic granulomas with caleifi-
cation - gmultifocal

—
OO O
R
oCOoOM
L |
Lol B B |

HEAD REGION

Lacrimal Gland
Numbar of tissues examined

-
N
Qo

OO o (=B o =N =] oo o
B h

Subacute inflammation

]
1

11 1 OoOoOK
111 OOoOMM

-
. .
oo

1

1

1

Eyes - Number of tissues examined

.
o0 K-

oo
oocoO0

-
[F R eg=l..]

No visibla lesions

HIE
oo

Lol o B |

Aggregates of mononuclear predom-
inantly lymphoid caells, corneal
scleral junction

- focal, unilateral,
slight

[
[~ R =N~ (=2 o= -]

h .

P o wi e WooM
ol @ | o OO~

o QKM
]
oo |
| B B S 1w

=
(=]

ATop dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weaks of recovery.
- Indicataes uone examined or not applicable. DO 131252
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP 1IN RATS AKD RABBITS

HISTOPATHOLOGIC OBSERVATIO

EXPOSED FOR UP TO 14 WEE

ONS AND NUMBER OF TISSUES EXAMINED ON MALE RABBITS

WEEKS = AND THEN HELD FOR 32 WEEKS OF RECOVERY

Exposure 8-Week . l4-Veek
Level 0-8 Interim 8-14 Interim Teruinal Cumulative
(ppm) Weeks Fill Weeks Kill i1l Results
Yagnosis Number of rabbits per group o 1 0 0 3 6 10
Code 0.1 0 0 0 4 6 10
1.0 0 0 1 4 5 10
10,0 3 1 1 0 5 10
HEAD REGION (cont'd)
Middle Ear 0 1 0 0 0 (4] 1
Number of tissues examined 0.1 o] 0 0 0 0 0
1.0 0 0 0 0 0 0
10.0 0 0 0 0 0 0
€1 Severe suppurative otitis media 0 1 - - - - 1
with necrotizing inflammation 0.1 - - - - - -
of the bone 1.0 - - - - - -
10,0 - - - - - -
THORACIC CAVITY
Anterior Mediastimum 1] 0 0 0 0 0 0
Number of tissues examined 0.1 0 0 0 1 0 1
1.0 0 0 1 0 1 2
10.0 2 0 0 0 0 2
iM-1gev Abscess formation 0 - - - - - -
- severe, multifocal 0.1 - - - 1 - 1
1.0 - - 0 - 1 1
10.0 0 - - - - 0
=2 Localized suppurative anterior 0 - - - - - -
mediagtinitis 0.1 - - - 0 - 0
1.0 - - 1 - 0 1
10.0 0 - - - - 0
AM=3 No visible lesions 0 - - - - - -
0.1 - - - 0 - 0
1.0 - - 0 - 0 0
10.0 1 - - - - 1
AM-4 Suppurative necrotizing 0 - - - - - -
mediastinitis 0.1 - - - 0 - 4]
1.0 - - 0 - 0 0
10.0 1 - - - - 1
Anterior Mediastinal Fat 0 1 0 0 0 0 1
Number of tissues examined 0.1 0 0 0 0 0 0
1.0 0 0 ] 0 0 0
10.0 0 0 0 0 0 0
AMF-1 No visible lesions 0 1 - - - - 1
0.1 - - - - - -
1.0 - - - - - -
10.0 - - - - -
A7op dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
~ Indicates none examined or mot applicable.
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RABBITS
FXPOSED FOR UP TO 14 WEEKS AND THEN HFLD FOR 32 WEEKS OF RECOVERY

Exposure 8-Week l4-Week

Level 0-8 Interim 8-14 Interim Terminal Cumulstive

_{ppm) Weeks K11l Heeks Kill Xill Resslta
Diagnosis Number of rabbits par group 0 1 a 0 3 [ jr3
Code 0.1 0 0 0 4 6 2
1.0 0 0 1 4 5 1B
10.0 3 1 1 0 5 i

VALE REPRODUCTIVE SYSTEM

Testes - Number of tissues examined 0 1 0 0 3 6 »
0.1 0 0 0 4 6 10
1.0 1] 0 1 4 5 10
10.0 3 1 1 0 5 1
=1 Ko visible lesions 0 1 - - 1 5 7
0.1 - - - 1 5 6
1.0 - - 0 0 3 3
10.0 0 0 0 - 0 ]
T-2um Atrophy (decreased spermatogenesis) 0 0 - - 1 0 X
- unilateral, moderate 0.1 - - - 0 0 ]
1.0 - - 0 0 1 1
10.0 1] 0 0 - 0 f
T=2bs Atrophy (decreased spermatogenesis) O 0 - - (V] 0 ]
= bilateral, slight 0.1 - - - 0 0 o
1.0 - - 1 0 0 1
10.0 0 0 0 - 0 [
T=2bn Atrophy (decreased spermatogenssis) 0 0 - - 0 0 ]
= bilateral, modarate 0.1 - - - 0 0 o
1.0 - - 0 3 1 4
10.0 0 0 0 - 0 0
T-2b,gev Atrophy (decreased spermatogenesis) 0 0 - - 0 0 0
- bilateral, severe 0.1 - - - 0 0 1]
1.0 - - 0 1 0 1
10.0 3 1 1 - 5 10
T-3 Hypoplastic seminifercus tubules Q 0 - - 1 Q 1
- focal 0.1 - - - 0 0 0
1.0 - - 0 0 0 0
10.0 0 0 0 - 0 [
T~4us Multinucleated spermatids 0 0 - - 1 0 1
- uynilateral, slight 0.1 - - - 0 1 1
1.0 - - 0 0 0 0
10.0 1 0 0 - 0 1
T-4bs Mulrimicleated spermatids 0 0 - - 1 0 1
- bilateral, slight 0.1 - - - 3 0 1
1.0 - - 1 2 0 3
10.0 0 0 0 - 3 3
T-4bm Multinucleated spermatids 0 0 - - 0 0 o
- bilateral, moderate 0.1 - - - Q 0 [\
1.0 - - 0 1 0 1
10.0 0 0 Q - 0 o

870p dose rabbits (10 pPm) were only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examined or not applicable.
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATEOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RABBITS

EXPOSED FOR UP TO 14 WEEKS AND THEN HELD POR 32 WEEKS OF RECOVERY

Exposura 8-Waek l4=Week
Level 0-8 Interim 8-14 Interim Terminal Cumulative
(ppm) Weeks K111 Weeks K111 Kill _ Results
iagnosis Number of rabbits per group 0 1 0 0 3 6 10
Code 0.1 0 0 0 4 6 10
1.0 1] 0 1 4 5 10
10,0 3 1 1 0 5 10

MALE REPRODUCTIVE SYSTEM (cont'd)
Testes (cont'd)

=-5m Atrophy, primarily subcapsular, 0 0 - - 0 1 1l .
_probably secondary to severe 0.1 - - - 0 0 0 "
stress and cachexia 1.0 - - 0 0 0 0
= bilaterasl, moderate 10.0 0 0 0 - 0 0
-6u Necrotic debris in the lumen of the 0 0 - - 1 0 1 .
seminiferous tubules 0.1 - - - 0 0 0
- unilateral 1.0 - - 0 0 0 0 '
10.0 0 0 [ - 0 0
-6b, Necrotic debris in the lumen of the @ 0 - - 0 (v} 0
-6bs, semini{ferous tubules 0.1 - ~ - 0 0 0 .-
=6bm -~ bilateral 1.0 - - 1 3 0 4
10.0 2 0 0 - 0 2
=-7b Increased prominence of Sertoli 0 0 - - 0 0 0
cells, secondary to decreased 0.1 - - - 0 0 0 !
spermatogenesis 1.0 - - 1 2 0 3
- bilateral 10.0 3 1 1 - 0 5
-8 Moncuuclear predominately lywphoid 0 0 - - 0 0 0
cell inflammation 0.1 - - 0 0 s}
- focal, slight 1.0 - - 0 1 0 1
10.0 0 0 0 - 0 0
-9 Normal-appearing seminiferous 0 0 - - 0 0 0
tubules occupying less than 252 0.1 - - - 0 0 0
of total sections 1.0 - - 0 0 0 0
- multifocal 10.0 0 0 0 - 3 3
=% Normal-appearing seminiferous 0 0 - - 0 0 0
tubules occupying between 25% and 0.1 - - - 0 0 0
50% of total sections 1.0 - - 0 0 0 0
- mpltifocal 10.0 1] (] 0 - 2 2
=10us Dilated seminifarous tubules with 0 0 - - 0 0 0
decreased spermatic elements 0.1 - - - 0 0 0
- upilateral, slight 1.0 - - 1] 0 b 1
10.0 0 0 0 - 0 0
=10bm Dilated seminiferous tubules with 0 0 - - 0 0 (v}
decreased spermatic elements 0.1 - - - 0 1 1 i
~ bilateral, moderate 1.0 - - 0 0 0 0 R
; 10.0 0 0 0 - 0 0
Epididymides 0 1 0 0 3 6 10
Number of tissues examined 0.1 0 0 0 4 6 10
. 1.0 0 0 1 4 5 10
10.0 3 1 1 0 5 10
27op dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examipned or not applicable.
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

BISTOPATHOLOGIC OBSERVATIONS AND NUMBER QP TISSUES EXAMINED QN MALE RABBITS
EXPOSED FOR UP 70 14 WEFKS AND THEN HELD FOR 32 WEEKS OF RECOVERY

Exposure 8=Week lé~Week
Level 0-8 Interim 8=14 Interim hhrninal Cunulative
(ppm) Weeka Eill Weeks ki1l | K411 _Results
Number of rabbits per group 0 1 * 10
0.1 0 10
0
3

1.0 ! 10
10,0 10

MALE REPRODUCTIVE SYSTEM (comt'd)
Epididymides (cont'd)
No visible lesions

[
[

[~ B - orOWw

-

]
roasmN

[
oo O O:‘OO
(=0 = ]

Sperm granuloma
- focal

[
.

=R =0 ]

1 OO K

Decreased spers in tubular lumina
- unilateral

.- »
(== ]
1 © O =

oy

Decreased sperm in tubular lumina
= bilateral

.

H
(=N = ]
Nl o ol 1l o o1 1o ol

0
0
1
0
0
0
1
0

-t
IO O

»

Decreased sperm in tubular lumina
= bilateral, severe

s
R
(=N~
1o
oo o

o=O0OO O-HOO

Epithelial hyperplasia
- ynilateral, slight

[
HE
[=R=0
L= I |
1 o0 o

Vacuolization, mucosa
- pultifocal, uni-
lateral, slight

-

.
[~N=0
1 oCc O

[~ 2 I I |

[
.

[
oHOoOOo oo o .OHOO (=1 = =]

Decreased in size (atrophy)
= bilateral

S
(- -
P OO0

Lo I I

Increased intratubular, cellular,
and/or proteinaceous debris
= bilateral

P
N
ooH
L= 20 I I |
[ -2=2-]

Questiounable (equivocal) decrease
in sperm, tubular lumina
=~ bilateral

o000 VMOOO WwWOoOOoOo ONOO OFHFOOD WVWOOO (=R~ =) o000 [~ R~ o) (- - -

oNo o VMOOO NOoOODOOD ONOOD OHOO wWmOoOOoOo SN0 0O [-X-N-~0_]

L= T I I - Q11 Qo IO QI 1o Ol 1O ©i

[
.
[=R-N o]
L= S I |
1 NOO

3Top dose rabbits (10 ppm) were only exposed for 8 weeks and held for 3B wveeks of recovery.
- Indicates none examined or not applicable.
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TABLE 51 (Continued)

SUBCHRONIC INHALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS ﬂg NUMBER OF TISSUES FXAMINED ON MALE RABBITS

EXPOSED FOR UP TO 14 WEEKS™ AND THEN HFLD FOR 32 WEEKS OF RECOVERY

Exposure 8~Week 1l4-Week
Leval 0-8 Interim 8-14 Interim Terminal Cumulative
(ppm) Weeks xill Weeks Kill Ki1l Results
Number of rabbits per group 0 0 10
0.1 10
1.0 10
10,0 10

MALE REPRODUCTIVE SYSTEM (cont'd)

Accessory Sex Glands
Number of tissues examined

10
10
10
10

[
.

10
10
10
10

No visible lesions

H
(=N ]
[ I WO o

L 3 N " (- AV

[
(=l =N~} O!—‘OO OO0
.
oo

10
10
10

9

Prostate = Number of tissues examined

. .
(=R =g
WO O K w o

=
.

No visible lesions

P W oW

(=R g
Wil

0
0
1
0

.
.

[

Aggregates of mononuclear predom—
inantly lymphoid cells, submucosa
- gultifocal, slight

[
)
oo
[ =]

-
o= 00 OO O OHOO OHOO OO0 ORHOO
. . . b

Squamous metaplasia, with or
without keratinization
- focal or multifocal

H
[~ N0 ]
1 HWwo

[

Epithelial hyperplasia
~ focal or multifocal,
slight

oo
1 oo

Subacute inflammation
- multifocal, slight

-
P
(=R~
1 o000

Interstitial fibrosis
- alight

. .
[=R=0 )
o000

-

DPilated acini

(=R )
cCoOoOoCQ OoOHPF O [~ =3 =] oMHNO OO [=E=N<N-] W o wmun o wviin o [F RN W]

OO0 OHF O OOrHO QO HNO oD OOON LI - ]

ot 1o o110 ol 1o ol 1 O ol 1o ol 1l o

[
1 =00C

anp dose rabbits (10 ppm) wvere only exposed for 8 weeks and held for 38 weeks of TecCOovVery.
- Indicates none examined or not applicable.
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TABLE 51 (Continued)

SUBCHRONIC INBALATION REFRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AER NUMBER OF TISSUES EXAMINED ON MALE RABBITS
" EXPOSED FOR UP_T0_lé WEEKS. AND THEN HELD FOR 32 WEEKS OF RECOVERY

Exposura 8=Week 1l4-Week
Level 0-8 Interim 8-14 Interim Terminal Cumulative
(ppm) Ki1l Weeks Kill ki1l Results
Nupber of rabbits per group 0 10
0.1 10
1.0 10
10.0 10

3

UOOI—"

YMPHO TCULAR,_SYSTEM
Malignant lymphoma, primary site

[
)
(=N =

Thymus - Number of tissues examined

wooo 0000
o000 0000
o OO OO O
- =N-N-] o000

oo

No visible lesions

[ I ¥

1
[}
&

)

(=N = o

]

(=]
&M 1w OO CQOOO

»
(=]
]

I

TY-23ev Atrophy

0
0
1
0
0
0
1
10
0
0
1
0
0
0
1

. .
[~ W= ]

—

Spleen - Number of tissues examined

a .
oo-

[

No visible lesions

L~ B - OO~ Lo B L X~ BV ] -~ O L~B o - N ]

=
o
oM
QO

Acute gsplenitis

H
oo

OO o OI—'_OO o~O0oO 0o [=]

—
.
(=~ |

Severe congestion

. e
oo

[
L=R I I

Hemosiderin within histiocytes

-
QO
Ty b

[
orOoOOoO ou—-‘oo OO O
.

o

Maligonant lymphoma, secondary site

)

H
(=N -0
o110 O1 10 Ot l1l Qo OL1L 1O Wil WOOO O I -

ol1o ol 1o O ro ont - Wil 1l QO WoOOoK Wil

O Q OO OISO OoIl1 W

[

47op dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 weeks of recovery.
- Indicates none examined or not applicable,
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TABLE 51 (Continued)

SUBCHRONIC IMNHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

OF DBCP IN RATS AND RABBITS

HISTOPATHOLOGIC OBSERVATIONS AND NUMBER OF TISSUES EXAMINED ON MALE RABBITS
A A s e S Ay PR AOertd RAASET s I CWAun SACNSNS

EXPOSED FOR UP TO 14 WEEKS™ AND THEN HELD FOR 32 WEEKS OF RECOVERY

Exposure 8-Week 14-Week
Level 0-8 Interim 814 Interim Terminal Cumulative
(ppm) Weeks K411 Weeks ki1l r111 Results )
.agnosis Number of rabbits per group 0 1 0 0 3 6 10 i
Code 0.1 0 0 0 4 6 10 t
1.0 0 0 1 4 5 10
10.0 3 1 1 0 5 10
LYMPHORETICULAR SYSTEM (cont'd)
Mesenteric Lymph Nodes 0 1 0 0 0 5 6
Number of tissues examined 0.1 0 0 0 0 0 0
1.0 0 0 1 0 0 1
10.0 3 0 0 a 2 5
N-1 Ko visible lesions 0 1] - - - 5 5
0.1 - - - - - -
1.0 - 0 - - 0
10.0 3 - - - 2 5
=2 Reacrive lymphoid hyperplasia, 0 1 - - - 0 1 .
paracortical zones and 0.1 - - - - - -
medullary cords 1.0 - - 0 - - 1]
10.0 0 - - - 0 0
N-3 Free and phagoeytized red blood 0 0 - - - 0 0
cell, medullary sinuses 0.1 - - - - - -
1.0 - - 1 - - 1
10.0 0 - - - 0 0
Anterior Medisstinal Lymph Nedes ] 1 0 0 0 2 3 .
Rumber of tissues examined 0.1 0 0 0 0 0 Q
1.0 0 0 1l 0 0 1
10.0 1 0 0 0 3 4
N-1 No visible lesions 0 1 - - - 2 3
0.1 - - - - - -
1.0 - - 0 - - [}
10.0 1 - - 3 4
N-2 Suppurative lymphadenitis 0 0 - - - 0 0
0.1 - - - - - -
1.0 - - 1 - - 1
10.0 0 - - - 0 0
SKIN AND SUBCUTANEQUS
Skin - Number of tissues examined 0 1 0 0 0 [] 7
0.1 0 0 0 0 0 0
1.0 0 v} 1 b 0 2
10.0 2 0 0 0 5 7
=1 No visible lesions 0 1 - - - 6 7
0.1 - - - - - -
1.0 - - 1 0 - 1l
10.0 2 - - - 5 7
=2 Subcutaneous abscess formation 0 0 - - - 0 0
0.1 - - - - - -
1.0 - - - 1 - 1
10.0 o] - - - 0 0
2Top dose rabbits (10 ppm) were only exposed for 8 weeks and held for 38 wveeks of recovery. i
- Indicates none examined or not applicable. .
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Pathology

Number

78-186

78-867
78-154
78-155
78-192

78-880
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TABLE 52

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS -

CAUSE OF DEATH OR MORIBUND CONDITION OF RABBITS
DYING OR KILLED MORIBUND DURING THE RECOVERY PERIOD

Exposure Concentrate

Weeks of Exposure

{ppm) or Recovery Possible or Probable Cause of Death or Illness

0 7 weeks of exposure Severe suppurative otitis media with secondary
bone and brain inflammation.

1.0 10 weeks of exposure Severe rhinitis énd bronchopneumonia.

10 7 weeks of exposure Not determined.

10 7 weeks of exposure Severe rhinitis and bronchopneumonia

10 8 weeks of exposure  Suppurative pleuritis and pneumonia.

10 8 weeks of exposure Severe pleuritis and epicarditis.

plus 3 weeks of
recovery
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TABLE 53

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY

OF DBCP RATS AND RABBITS
NUMBER OF RABBITS EXAMINED BY ELECTRON MICROSCOPY

Exposure Number Examined Number Examined
Level After B Weeks After 14 Weeks
(ppm) Exposure Exposure

0 0 3
0.1 0 4
1 0 4
10 1 0

Number Examined
After Recovery
Period
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TABLE 34

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DECP IN RATS AND RABBITS

NUMBER OF ULTRASTRUCTURALLY ABNORMAL SPERMATOZOA IN RABBITS
IMMEDIATELY AFTER EXPOSURE PERIOD

Total
Number of
Spermatozoa
Counted

Duration

of Pathology
Exposure Number

Number of
Abnormal
Spermatozoa

Number of
Normal
Spermatozoa

Percent of
Abnormal
Spermatozoa

Average
Percentage
Abnormal
Spermatozoa

Mean
Percent
+ 5.D,

14 weeks 78-791 18 222 240 k¥4

78-792 103 100 203 512
78-793 4 55 59 7%

overall

14 weeks 78-799

142
78-800 7%
78-801

102
78-802 1o%

overall

14 weeks 78-795

78-796
76-797
78-798

overall

18+122

8 weeks 10 ppm 78-226 none present mnone present

3yithout rabbit number 78-792 which had a spontaneous unilateral testicular abnormality.
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TABLE 55

SUBCHRONIC INHALATION REPRODUCTIVE TOXICITY AND RECOVERY STUDY
OF DBCP IN RATS AND RABBITS

NUMBER OF ULTRASTRUCTURALLY ABNORMAL SPERMATOZOA IN RABBITS
AFTER RECOVERY PERIOD

Total Average
Number of Number of Number of Percent of Percentage

Pathology Abnormal Normal Spermatozoa Abnormal Abnormal
Number Spermatozoa  Spermatozoa Counted Spermatozca  Spermatozoa

Mean
Percent
+ S.D.

14 weeks
exposure
plus
32 weeks
recovery

78-1732 6 107 113
78-1733 9 163 172
78-1734 72 " 80
78-1735 72 76
78-1736 67 67
78-1737 83 89

overall

14 weeks
exposure
plus
32 weeks
exposure

78-1738 200 211
78-1739 109 118
78-1740 - 102 108

overall

14 weeks
exposure
plus
32 weeks
recovery

78-1744
78-1745
78-1746

overall

242102

8 weeks
exposure
plus
38 weeks
recovery

78-1749
78-1750
78-1751

overall
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1, 2-DIBROMO-3-CHLOROPROPANE: INHALATION FERTILITY

STUDY IN RATS AND RABBITS

TEXT FIGURES - 1-9

DO 131265
CONFTDENTTAL




LEGEND TO FIGURES

Schematic Illustration of the cells within a normal seminiferous
tubule.

Normal seminiferous tubule showing Sertoli cells (SC) and
spermatogonia (SG) on the basal lamella (BL) and the relation-
ship of these structures to the primary (PR) and secondary (SEC)
spermatocytes, Original magnification 2,600X.

Normal seminiferous tubule near the luminal surface illustrating
cap-phase spermatids (CP) and spermatozoa (§). Original
magnification 2,070X.

Seminiferous tubule from a rabbit exposed to 10 ppm of DBCP for

8 weeks., Note the absence of spermatozoa on the luminal surface
and the absence of spermatogonia, primary and secondary spermato-
cytes, and the lack of cap-phase spermatids, Original magnifi-
cation 2,600X.

A. Interstitial cell from a control rabbit.
B. Interstitial cell from a rabbit exposed to 10 ppm of DBCP

and containing increased lysosomes (LY) in the cytoplasm.

Original magnification 4,100X.

Normal-appearing seminiferous tubule from a rabbit that had
been exposed to 10 ppm of DBCP for 8 weeks followed by

38 weeks of recovery. BL = basal lamella; SG = spermatogonia;
SC = Sertoli cell; and PR = primary spermatocyte, Original
magnification 8,300X.
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LEGENDS TO FIGURES (Comn't)

FIGURE 7 Seminiferous tubule from a rabbit exposed to 10 ppm DBCP for
8 weeks followed by 38 weeks of recovery. Note the absence of
spermatogenesis. BL = basal lamella and SC = Sertoli cell.
Original magnification 8,300X.

FIGURE 8 Abnormal spermatozoa seen in rabbits exposed to 1 or 10 ppm
! of DBCP. A-C are from control rabbits and D-F are from
| treated rabbits.

i FIGURE 9 Seminiferous tubule from a rabbit exposed to 1 ppm of DBCP
? for 14 weeks followed by 32 weeks of recovery. Note the

i degenerative spermatozoa (4) within Sertoli cells (SC).

BL = basal lamella and PR = primary spermatocyte. Original
magnification 8,300X.
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1, 2-DIBROMO-3-CHLOROPROPANE: INHALATION FERTILITY

STUDY IN RATS AND RABBITS

INDIVIDUAL ANIMAL DATA TABLES A-1 TO A-44
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Tuble A-1

IFHALATION FERTILITT STUDY IN TEE RATY

RAT: Male

Week of Stu
=1 1 F ? L] r‘f ¥
0 RG5.0 %69,0 R13-0 N&2.0 'FLE-(s. A3k We.1 CRBS.6
.0  hT7.0  WT3.0  A80.0  AB3.Y  ATE. $16. STY.h 5254
502.0 $12.0 519.0 3330 327T.9 A9T.T 543.8 555.h  S560.6
STh.0 $68.0 473.0 S58T.0 391.0 &06.1. 61T.T 616.% 622.%
880.0 M32.0 MB2.0 S51h0 5.2 MW9.0 Ag2.6 508.1 51h.9
500.0 51h.0  502.0 M1.0 518.8 S18.5 41A.7 550.5 ;1.8
$02.0 513.0 5280 51M0  523.3  53k.0  5h3.S  S5T.2 53%.1
hg2.0 305.0 502,0 $03.0 503.0 519.8 522.3 53IT.0 53%.0
537-0  S5hh.0  538.0 515.0 Sha.8  5WT.5  860.3 5689  562.T
505.0 S18.0 %09.0 $48.0 M96.3 509.6 %18.7 S513.2 sSA.T
557.0 566.0 ST1.0 56h.0 S568.7 Secrificed R— -
558.0 5T5.0 568,0 5804.0 5T2.8 Sacrificed - J—
S3k.0  5M8.0 @-0 $69.0  $69.5 Sanrificed -— -
AT.0 %0%.0 .0  500.0 $S01.8 Sacrificed . -
%80.0 ng.o §91.0 538.0 A92.3 Sacrificed -— -—
«0 0 «0 +Q 38.9 26.9 3. =3 -2
o (o o weo o G 23 Bvd Bod
597.0 615.0 622.0 632.0 618.5 6h2.0 6hh.3  6IT.6  GL.S
$23.0 529.0 533.0 338.0 5280 $37.6 S3T.T SAIT  Sh3.2
20 ATT.0  M70.0 84,0  MTh.A  ATB.N  AB3.3  500.2  3502.5
518.0 525.0 533.0 543.0 337.1  561.0 565.% 556.9 3T™2
517.0 51.0 521.0 Sh1.0 532.%  SA2.6  550.2 535.5  Shh.T
A719.0  870.0 hTh.O  MBT.0  A7S5.9 h91.5  AST.1  kBO.9  A9S.2
Ghh.0% 656.0% 661.0% €66.0% MA3.) 667.6% 685.6% EAT.T* TuR.
510.0 501.0 512.0 51T.0 506.2 509.5 5132 sA.1  s2h.2
$26.0 527.0 5hh.0  Sh9.0 %428 558.6 5548 SGh.0  563.3
hoh.0  516.0 SI1M0  530.0 516, 536.2  Sh3.3 539.2 5367
531.0  5h2.0 5240 552.0 Sh9,1 56h.0  SEh.h 5606  5T3.A
#80.0 50 h9l.0  498.0 493.0 M99.6 Sah.1  518.1 533
$26.0 53%5.0 ShE.0  556.0 SAT.S  SET.Y  S62.h  $58.1  Su6,
h92.0 h98.0 502.0 5120 S518.h  52h.6  $35.T 526.0 591.9
540.0 5AT.0 5h1.0 560.0 550.8 $65.3 ST9.h  STR.1  SS2.h
$22.0  526.0  $32.0 k2.0 525.2 ShS.M 512,01  339.h  SAT.
h96.0  500.0 503.0 522.0 S11.3 S26.8 SAT.8  S51T.9  S1T.h
500.0 h96.0 %02.0 50T.0 k.7 S1h.B  S1T.2 S0T.6  $31.6
11 518 519 528 526 5% 5T 39 Shh
250 3 435 36 1 138 8 % &35
h60.0  W55.0  58.0  h62.0  W63.8  NTT.2  ABT.A AMBA.S  MGL.E
520.0 517.0 53h.0 5h6.0 Sh9.6  555.3 56T.9 576.9 5T1.9
528.0 518.0 5M1.0  S5T5.0 ShT.8  56L.5 568.2 5539  SGA.T
s6k.0  562.0  5T9.0 $hS.0  583.6 59%.1  601.6 %9B8.1 6&09.h
526.0 52k.0 k5.0 55M.0 STE.T  583.0 59%.6 599.9 60k.S
527.0  532.0 5k6.0 5h8.0 %65.1 581.T 588.5 588.5 595.2
512.0  505.0 S520.0 5#8.0  $35.0 55%.1 SN.2  55T.T  $%%.0
§76.0 58k.0 600.0 610.0 &24.3 623.2 622.T7 63T.7T 61T.6
60,0 Skk.0  550.0 569.0 S55T.%  S6h.T  STT.8  STh.6 5861
562.0 555.0 569.0 S581.0 SB2.8  59%.5 601.6 61l.h  609.2
k83,0 hT3.0 kB2.0 ABT.0  MgS.M  Sacrificed - -
51h.0  52h.0  $2T.0  5h0.0  5A9.8  Sacrificed - -—
%300 5310 Sh0.0  3550.0 $54.9 Bacrificed - -_
863.0  h53.0  A62.0  MTAO  ABT.M  Baarificed - -
$20.0 523.0 528.0 549.0 559.2 Bacrificed — -
523.0 %22.0 438.0 S2h.0 Shl.3 562.6 STh.9  56%5.9 5TT.9
502.0 89,0 Ap8.0 511.0 S10.3  520.1  S32.h 5315 SMl.l
533.0 525.0 530 S5h6.0  53T.A Shh.Y 355.9 5529  359.8
§70.0 h60.0 hTI.0  MOS.0  W9E.8  MBT.T  A90.6  M338 ATH.S
522.0 Sh3.0 hS5.0 51,0 42,8 330.6 5566 5155 5%6.1
506.0 $00.0 790 510.0 08.7 523 5I9.5 FI.0  Sh6.2
$36.0 5h1.0 550.0 551.0 5%9.0 572.8 569.8 575.1 580.1
k90.0  50%.0 h;}:o AT5.0  hoT.1  S13.h 526.8  5%0.5 SR-O
515.0 h73.0 M96.0 %00.0 505.6 S515.1 S22,k SI.3  Shh.O
0 540.0 S561.0 560.0 S65.h STE.A  STh.9  368.9 583,
£52.0 550.0 S5A8.0 5T0.0 ST2.3 5T2.8 589.8 STl SOT.S
515.0 521.0 539.0 STL.O  S5MG.3  S5MT.8 -b  5h3.2 3518
5h7.0  550.0 562.0 $52.0 563.T 5M.0 370.0 S83.8 573
$20.0 509.0 516.0 531.0 5h3.0 529.9 5h9.3  S5T.h  S5A.T
M2.0 k76,0 &78.0 h9R.0  hgR.6 5218 W9%.8 ML A9B.6
528.0 510.0 $39.0 Skh.0  SkS.5  567.0 5T0.5  559.9 55h.0
§$3.0 536.0 550.0 %62,0 $55.%5 56T.T 563.0 ST6.% S5T6.T
552.0  533.0 Sk8.0  552.0 %hO. Sk, b 5Sh.2  555.3  350.2
$00.0 hAT.0 500.0 502.0 S502.T %08.3 518.1 S1A.h  309.7
617.0 600.0 623.0 620.0 626.6 618.2 642.0 6M.3 650.2
o2 519 52k 5T 5h2 554 561 539 %63
6 3k %3 37 36 a3k 7 b3 38

Ve

ta

631.7

558
38

$19.8
s22.h

630.1

361
M

$13.2
6%.5

560
a39

53k.1

%
%

sh6.3  5MT.9
$80.3 565,
3.0 82,0,
$30.6  51h.6
533.1  s5h2.b
sA1.8  587.9
STO.A  ST3.A
5989 S8T.4
m'~ 5‘1-2
6.1 Sho.1
519.8 507.2
9.3 6hg.0
STL.T 570.1
531k 52h.6
593.1  588.7
$63.3  %65.0
$23.6 518.8
8.9 Teo.3t
556.3  Shh.S
583.5  %94.9
k). 538.0
$TT.5 568.3
$53.1  5%2.k
565.2  S710.1
$TS.1  $6h.h
617.8  622.8
575.6 581.2
520.T 5324
520.T  505.T7 .
564 561
136 37
5.5 hgr.9
598.%  589.2
559.8 557.6
621.1
aT‘z
m.‘

non
CONF
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Tahle A+l (Contirued)

INMALATION FENTILITY 51UDY IN THE Rart

DBCP:
RAT: Male Body Veights (grame)
Exposare
Level Antmml — Veuk of Study
EE Busber 1% e i6 i1 18 19 20 2 =2 3
- X - — - — — — —
- ™SS Sacrificed — -— -— — -— -— P
Th56  Sacrificed — - -— - - - -
85T  Secrificed _— - — - — -— —
ThS8  Becrificed - -— an - - — -
Th59  Sacrificed - -— -— - - - -
Tl&) Bacrificed - -— -— ™3 - -—_ ——
ThEL Bacrificed - - - —— - s —
“62 Sacrificed - -— — — - - -
™63 Secrificed -— - —_— -_ - - -
T Secrificed - — — - -_ —_ -
ThéS  Seerificed -— -— -— - - - -
T™e6  Sacrificed - — — —_— -_— — -
Th6T Seerificed -— — — —_ - — -
TWEd  Sacrificed -_— — — _— -_ - -
ThE9  5%h.0 STT.1  S5Th.2 5845 598.3 59T.8 6110 616.6 620.6
TeT0  %25.1  S3T.1 5639 553.0 9356.8 56L.% 559.9 581.2 586.0
TeTL 6588  679.6 €83.0 69h.8 692,55 GBAT OB TII.O  T2S5.T
™72  578.2 S8T.T 59h.] €01.6 606.9 601.T 61h.9 601.5 6.7
BR M om0 s Dad duk G9s ioa e ars
.2 53R.0 . N . 2 . 9 T
™S ST3.1  488.6 586.0 S8T.3 S8T.9 :3.1 Goh.k  59T.0  606.
TOT6  523.2 538.6 S3L.3  530.T 5.5 538.9 5339 553.k  36T.h
TSTT  T37.08 TMA.68 TS0.2% TI5.68 T99.9% T62.1% T65.M T6T.h  TBh.T
THT8  558.8 STME  ST3.1  SB6.5 596.8 59T.% 60S.6 603.T 616.%
TNT9  590.7 606.3 €12.8 S99.h 612,88 6.1 €18.6 6h1.5 6k9.6
Th80  $%%.2 $70.3 566.7 5T73.2 563.7 I71.9 586 592.3 6ol.h
T™BL  59T.2 L1 612.9 623.8  619.6 621.5 638.7 63T.T 65h.2
Th82  566.5 STh.k  582.8  586.2 586.0 597.0 6LL.T 63i.h  627.8
Th83  597.8 613.1 6161 631.6 619.9 630.6 6h2.5 GAT.0 GEh.D
Th8k  575.1  582.3  585.2 578.5 58h.5 5953 5951 GOk 617.1
A3  629.0 GAT.8  65h.9 66L.T 660.1 6Th.6 6929 691.9 TW.O
™86 588.0 602.2 589.T 610.7 61T.6 684 6385 655.6 4TL.0
TMBT  Sh7.2  558.3  551.2 Sh8.8 Shh.9 SMA.E  SEA.T  565.9 s2.2
Te88 5334 5hB.3 552, 359.5  560.5 563.6 580.2 569.8 %9T.7
Mean 372 585 586 59h 9k 99 611 62k 635
28.0. 5 37 38 240 240 190 "2 153 255
0.1 TI=T528  Sacrificed - - —_ —_ _— - -
T525 Sacrificed -— -— - -_— -— — -_
TS526 Sacrificed — - - -— - -— -
TS2T Saerificed -_— -— -— - -— — —
528 Sacrificed — -— - -_ - - -—
1529 Sacrificed - - - -— - - -
T530  facrificed - - - - - - -
7531 Sacrificed - -— -— —_ - - -
7532 Sacrificed - - - - - - -—
T533 Sscrificed -_— —-— - -— -— — -
753k Bacrificed - - - - — - -
T535 fBacrificed -_— -_ -~ - — - -
T536 facrificed - - - - —_ —_ -
T53T Sacrificed — -— -— - - -_— -—
T53  Sacrificed - — - -— -— - -
T539 606.9 6143  6l2.6 G2h.8  615.5 625.0 6h2.3  65h.2  6%52.0
TS50  Sh8.3  $68.9 $90.0 611.0 595.5 605.1 630.1 6h3.T  661.5
TSh1  5T5.6 586,10 589.1 S9T.3 5926 6069 6ML2 6036 62T.2
T5h2 518.8 522.) %28.6 53%5.2 ST 5138 ST9.7 55h.6  566.6
7583 597.h  61W.T 617.5 E07.8 6313 618.5  §3h.3  630.6 6522
T5hh  SBA.E6  593.9 600.2 6000 599.3 603.%5 61T 62%.5 631.2
T5hs  6G1h.3  GAT.T 6214 632.6 628,9 6h3.0 6hh 65T 662.h
75"5 55‘-'0 51'5-2 S&d ,790~ 51‘" SH- 602-2 “o‘ “-~
THT S62.2 3751 ST ST.8  IIT.0 3816 59T.1  599.h  617.T
TSh8  999.1 60%5.3 €1%.T 630.9 633.3 6X.9 655.2 650.6 ' €7%.0
TS  612.k  61k.3  625.5 6h5.6 6h6.h  6M6.9 6T6.5 6T0.1 668.3
T550 5T5.1 588, 603.2 611.3 618.0 6M.8 6.6 667.6 653.6
TS51  611.0 618.h  £29.0 6335 63h.1 6398  6%2.h  658.h  675.0
T552 601.2 615.0 6133 62T.2 626,60 626.2 6.8 64313 638.6
7553  536.1 527.6 5h2.3 3M1.8 53T %60.9 $62.0 361.5 STT.3
TS5k 60%.3 619.0 629.0 66,6 630.7T 6¥.3 666.9 6T3.9 682.5
7698 581 60%.3 610.6 621.1 622 632.8 6h0.9 6hB.h 662N
7555 502.3 60%.3 602.1 602.3 597.T 62%.2 631.9 6h0.9 658.%
T5%6 93%5.0 5374 Sho.8  952.8  55%.8 363k S6L.3  582.0 se2.0
TS5T 6M.9 687.1 685.7 T00.0 68k.6 T02.3 Tih.9 TIA3 T2T1.5
Mean 584 595 601 608 606 616 632 636 [~
#®.D. 135 37 235 238 137 237 937 2h0 238

. F>] I« B S
99.9 611.2 617.9 621.6 636.6 620.2
568.2 STT.5 ST9.2 S01.8 596.8 s8h.6
699.5 TOT.2 Ti2.3 TIN.6 ThO.9 TIAS
612.% 611.8 618.6 620.8 640.9 €29.1
s6h.1  5T0.9 5831 381.9 599.3 T8
612.8 6.7 61,5 Gh2.0 652.8 §39.2
%93.1 956.1 605.1 610.5 6N 608.0
ho.T T66.6 538.2 339.2 580.1  %65.7
66,3 T166.6 T92.9% TBh.1 To98.k T0O.8
$96.1  601.2 610,0 621.9 63T.9 621
629.1 63,6 657.1 658.1  66T.5 3. T
583.0 550.8 @&1h.3  608.0 617.3 59T.2
636.9 630.1 632.3 63h.3  673.3° 6h6.2
622.0 €2h.% k2.5 GAT.T 650.3 6M0.9
6h6.3 652,k 6%6.2 672,0 TO0.3 681.0
603.8 610.5 626 £20.0 £27.8 622.0
688.0 £ 2.4 NI TINE  650.1
6hh.6  653.0 666.% 658.T 6TT.2  676.6
sh7.6  5%6.2 55T.8  9%6.5  939.T 5.5
ST8.T  592.1  599.5 6OT.6 60h.6 598.1
€09 (1 G2 636 650 634
2h2 59 E0 156 157 155
6h0.0  630.5 666.5 673.9 676.2 66h.5
628.5 6hh.3  660.h  6T0.2 6AS.h G656.%
616.1 617.9 622.2 619.0 637.3 6.6
$60.1  532.6 965.3 S6h.3 ST2.1  %M0.6
629.6 638.0 6M.2 662.1 3.6 68,2
613.9 6Q19.6 6%.0 G35.2 L., 6.7
636.9 6GAT.3  632,5 GAS.9  638.h  630.9
605.1 618,9 63h.2 6h2.2  GhT.1  639.6
$9T.7  $93.8 6lh.7 627.1 6MO.T 63R.7T
653.1 6T1.h  6TV.8 6TL.M 6836 6TA.2
656.0 668.1 6BT.2 6835 T03.9 6Bk.T
636.8 635.2 651.9 652.0 6&T9.5 6716.0
656.3 7.0 682.h  69%.1 TOh.b  GBT.S
EhT.1  GhT.T 66h.2 630.3 6B0.3 6T1.2
$671.0 5Ti.1 S$78.0 STI.0 581.1 STA.T
663.6 6Th.0 T02.9 69T.0 TI9.2 693k
6hS.h 65,3 672.5 6T1.h  6TN.T 65h.h
Gh2,3 Ehh.6 676.2 6E8.6 682.0 6T1.5
STO.T S58T.h  500.6 59k0 617.8 58T.8
.1 T23.0 TIS.h  732.3 T53.T T35
629 6356 651 652 665 652
236 239 241 41 h2 139
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Tabls A-1 !Cenu.uwdz
DBCP: INMALATION FERTILITY STUDY 1N THE RaT!
RAT: Male WUaights
Ixposurse
Leval Aciml Veek of Stu
Bumber 30 1 E}) EL) K3 3 o W & &Rt _he
R R T N St R =
7433  Ssorificed —_ -— - - -_ - - - - - - - -
ThS6  Saerificed - a - -— - — - - — - - — -
ThST Bacrificed -— -— - - - - - - -— -_ - — ¢ —
S8 Sasrificed —_ - - - — - - - - - - - -
™S9  Sacrificed -_— — -_— — - — -— - - . - . -
Th60 Bacrificed - - - -— -— - - - — — o -— -
Thél  Sacrificed -_— - - - - - - - - — — - -
Thé2  Sacrificed -_ - - - - - - - - an - — —
763 Sacrificed - . _— - - - a - ~— - - - -
ThEh  Sacrificed - - — - —-— — - - — — - - -
ThE5 Banrificed - — - -_— -— -— — -— - — — — -
Th66  Secrificed - - - - - - - - - -— - - -
Th67 Sacrificed - - -— - -— - - - - - — - -
ThéS  Sacrificed - — - - - - —_ - - - - - -
Th69  629.1 626.2 632.7 6W.8 630.6 63.T 629.9 650.1 637.3 8.8 633.0 626,k 635.T 6.1 6014
TAT0  %6k.9 503.8  S59T.2 59%.6 598.1 STh.T 596.T 600.h 609.T 603.6 €08.2 598.8 590.3 593.2 515
TV TRT.A T3R8 738.2  ThA.2  T35.3 TAT.0  T39.M TMOLE TA9.0 THO.O T38.5 —P  Dead — -
™2 630.9 639.9 6MS.8 650, 64T.8  6h2,0 6h2.3 650.5 6h9.T 649.6 65h.2  623.% 62k 6130 397
T3 581.35  S88.T 60l.3 6L1.6 396.h  $96.9 602.0 601.3 %90.%  399.1 599.1 m:z 58k.6 1.2 5606
ThTh  662.8 667.1 6TT:d 6TT.3 67Th.b 6513 663.3 660k 669.7 6T1.3 667.M 5  639.1 Teb 618
TS 66  610.8 616.1 620.9 606.9 598.1 6m2.3  613.9 601.5 9T.1  589.5 S8h.2  583.2 S5TA2 520
6  5T0.h  568.5 584,10  58M.h  38L.2 STL.B  S579.h  S9L1  595.6 SoM.8  S86.6 STX.A  319.T ST6.2 558
VT T91.% 783k 8OMT  B0T.9 19T.T TEE.6  TTI.L  TTA.S  T69.8 TTB.1 T68.8 —P  Dead — -
T8 620.%  63%.T 6Al.h  639.7T 6364 6348 6hh.2  6h9.0 6h9.3 6%53.1 6hT.3 63 6h1.3  6319.% 624
TaT9  65T.2 668.1 €TR.0 6T3.1 6T2.) 657.7 669.0 667.8 6T%.1 612.5 672.0 651.1 652.7 6hT.2 619
T80  612.1 60h.b 623.T  620.%5 610.2 609.7 Co8.h 23 61h.6  62T.0 629.3 598.5 60k.6 6111 596
Thé1 .6 651.0 637.6 6Ti.9 650.2 6h3.1  65h.2  651.h 661.3  669.h .8 63k.h  632.h 6117 601
Al 6h6.3  65h.S 653 6NG, 638, 629.0 6.6 65h.0 659.3 659.6 639.8 613.5 6hk,B  638.1 619
ThE831  679.5 685.0 6%.6 691.6 691.9 692.3 692.0 T19.0 «9 Til.3 TA.) 685.6 630.6 687.7 661
ThBk  62k.5 626,31 636.8 6h1.8 6315 639.6 632.9 66h.5 6hl.0 6hB.E  6A2, 623.2 630.9 6838 618
TS  Ti20 TER.M TRE.M TR0 T39.1 T33.0 T3BS  Th2.6 THT.T ThR.W TRl TMIL0  TS.2  T2T.S n2
886 688.3 687.2 T03.9 697.3 Til.l 66A.5 TiL.h LT 690.T 696.2 696.0 598.T 66kl 673 634
ThT 566,35 366,80 558.0 5h8.8  5h3.5  513.T  ASh.9 b Dead -— - — -— - -
T8 5948 5981 595.2 616.7 606.3 5.8 612.2 60k.5 613.9 616.1 609.9 600.5 600.9 599.0 580
Muan  6h3 6hS 653 656 650 Gh2 Ghly 661 660 662 59 626 631 630 6ot
28,0 #5T 14 +59 260 #61 62 259 #53 254 +53 255 39 £ho 2hl 2hh
0.1 TI-T52h Bacrificed -— _— -— - - -— -— -— - -— - -— -
7525 facrificed - - - - - - - - — - - - -
T526 Sacrificed -— -— - -— -— -— - — - -— -_ - —
7527 Sacrificed - - - - - - -— - - - - - -
7528  Saerificmsd L -— - - -— - - - - —_ - -— -
7529 Sacrificed - — - - - - - - - - — - -
1530 Sacrificed - -— - - — - - - - - - - -
TSIl Secrificed - —_ - -— - - -— - -— - - - -
1532 Sacrificed -— — -— —— — -— — - — — - — —
1533  Secrificed - - - - - - - - - - - n -
53k Secrificed - - - — - - - - - - - - -
7535 Sacrificed - - -— - - - - - - - - = -
7535 Sacrificed - - -_— - - — - - - - - - -
7537 Sacrificed - - - - - - -— - - - - - —
1538 wuﬂeg 691_ 685.6 T o - - - - - - - - -—
7539 3 3.1 .7 6 67h. Thed  673.7 690.6 6BT.1 6ohuT TOL.9 €6T.8 679.h 691.2 6654
T5h0  673.0 679.8  693.3  T02.5  699.3 692.8 6980 T10.8 T07-1 T0T.% T18.3 69hd  696.5 T03.9 673
TSML 635.7  6AS.1  6MA.S  GMA.h 651 631 652.2  659.8  661.3 G6TN.E  6T2.6 65T.T 65h.9  659.5 636
Tsh2  S8L.6 582.0 58%5.3 585.9 586.1 589.6 396.9 5911 592.6 600.h €00.6 590.3 598.3 601.2 579
1’“3 . 65h.7 666.6 666, 6T1.T 6T5.h §54.9 E72.0 €3.8 €8L.h 83,7 6T0.8 6Th.0  6T72.8 633
TSkh 6305  6AL.9 GAT.3  6MI.T  6h1.3 6331 6338  650.5 630.T 6MT.h  GAS.T 636.3 6AT.A  629.8 602
T34  663.0 638.3 661.5 6T8.8 6T2.9 663.1 659.h 6 6T8.1 682.6 682.5 682.T 683.2 679.6 Gho
TS 6h3.5 638,90 6h3.3  6M3.3  GAM.G  6WN.3 6£53.0 66T.A 662.3 666.9 6T0.1 6ST.T  660.0  665.1 6h2
TSAT 6Ml.0 612 65 641.2 6MB.T  656.2 659.1 6ES.h  665.M 668.0 662.9 661.6 65%5.0 650.h Gh2
TS 6835  68h.6  693.2 678.3 6731 6TT.5 6A2.6 70T.3 698.2 T0T.8 T03.8 6A8.0 T09.8 T01.5 609
TSho  691.6 690.9 689.3 6849 679.2 670.5 689.h -3 T06.T 06.3 TO3.8  GAT.A GBh.T  695.8 656
7350 66h.1  668.2 672.9 675.3 680.8 66B.8  6TT.3 690.0 6BL.T 6913 696.% 62,0 670.9 665.0 (]
951 6861 685.8 TU.0  TO%.h  TIM3 T06.2 £99.9 T0S.7 TIAB  TOL.3 T09.5 696.9 TO1.1 5.5 682
1552 669.2 666.7 663.0 663.5 665.8 6583 665.2 69T 67%.0 £76.0 6TT.6 6%59.8 650.8  661.0 637
7353 394.%  j00.8 58,7 588,3 583.3 52,5  39T.h 6315  €15.2 619.7 616.7 610.1 €06.7 606.% 516
TS5 T09.9  TOT.3  T22.h TALS  T2S.2 TS TI26  THB.0 THS.0  TSO0.T TAS.T T36.3 TAR.0  T52.5 ny
1698  666.0 669.8 663.3 698.1 686.5 690.2 691.5 T00.0 96,5 TIZT T8 645.3 TIT.9 T23.2 660
TE55 6724 6736 68N.T 6BT.M  6Bh.2 6934 69T.0 696.5 708.0 Ti62 728.6 TOLT TI6.5 €2B.9 693
T556  596.8  606.6 623.7 61B.3 63.8 626.5 6:.T 632.6 639.2 6.0 6.5 618.2 . T™T.2 622
5T T3L.3  ThO.0  Th9.2  ThE.E  ThAT  T29.8 TMO.0  TI6.T 1526 TS5l TST.l  TI9)  TIN.T -5 Dead
Mann 660 660 669 669 668 77 670 682 681 685 686 670 [ 6 6h6
28.0- £330 438 £0  ghz 40 43T 438 23T 499 438 o 238 39 iy 136
DO 131277
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DBCP:  INHALATION PERTILITY STUDY IN ‘M MAT?

Rat:

~ 249

Tuble A-1 (Cootinoed)

Male

Exposure

Lavel Anisal
Humber =1 1

1.0 Tre7593 530 530.0
554  5h0,0  539.0
7593 M66.0 M6R.0
396 510.0 515.0
TS9T 500.0 %0T.0
598  ATT.0  WT6.0
T599 W80 MS0.0
T600 52%.0 sS22.0
7601 Sh0.0  Shh.O
T602  STT.0 568.0
7603 588.0 S9T.0
T60h  500.0 502.0
7605 k98B0 W20
T606  k9O.0  MBE.O
T60T  520.0 S1T.0
7608 500.0 508.0
7609  A83.0 M7B.0
7610 AT6.0 AWN.0
7611 435.0 A56.0
T6L2  52%.0 %29.0
613 545.0  Sh6.0
T6Ih  $20.0 506.0
7613  WB6,0  b8O.0
7616 502.0 A92.0
T61T 352.0 55%5.0
7618  $516.0 510.0
7619  A83.0 AWTh.O
7620 503.0 502.0
1621  350.0 552.0
1622 5330 535.0
17623  h96.0 ME3.0
T62h 6100 613.0
1625  3%0.0  Shk.0
7626 516.0 S518.0
™27 L0 311.0
Maan  51h 51h
28.D. 236 F2114

10 T1-7663  538.0 523.0
T66%  %12,0 S0T.0
1665 515.0  $00.0
1666 523.0 51%.0
7667 h98.0  A70.0
T668 503.0 MB6.0
669 523.0 %16.0
T6TO  S0h.0  W8S5.0
7671 S510.0 500.0
1672 Slh, 507.0
TET3  Shl.0 5330
T6Th  M98,0 k630
7675 MT0.0  MST.O
1676 W9T7.0 A83.0
T6TT  $50.0 530.0
TET8  SAT.O0 5T0.0
679 $80.0 507.0
7680 531.0 546.0
™8 563.0 552.0
T6R2  552.0 540.0
T683 1.0 $32.0
7684  512.0 %040
7685 SMB.0  535.0
7686 523.0 S51T.0
7687 55h.0 533.0
7688 s21.0 $0%.0
589 ShT.0  Shh.0
T650 501.0 h90.0
7691 590.0 570.0
6% %86.0 ST1.0
7693  M33.0 k22,0
T6%h  A98.0 AT8.0
7695 560.0 5T0.0
7696 522.0 522.0
TE9T hoh.0  h9R.0
Mean 526 (3]
18.0 132 135

s

of 8
=515 S 1ﬂ3 1L1 4f_u§¥§*%ﬂw 1%1 1ﬂ1 1&1 1n1 191 %5

Shh 0
479.0
s16.0
509.0
80,0
4$9.0
536.0

519.0

86040
351.0
525.0
us.0

506
234

503.0
M2.0
520.0
515.0
a87.0
%29.0
02.0

3271.0
501.0

A75.0

89.0
303.0
$23.0

509
132

bgo.h
5209
sall
5.9
k332
$10.9
ST1.8
367.%
608.0
518.1
521.3
hS.6
mot
A76.9
h81.h
62,1
525.4
Bot

7
V.81
$03.6
55649
512.3
h8.6
30T.0
553-9
ShT.8
hoB. A
622.8
$61.0
512.7
511.6

sz
£38

552-1
533.3
k93.6
MT.1
sho.8
592.1
619.3

Sacrificed
Sacrificed
Saarificed
Sacrificed
Sacrificed

507-8
hy3.3
40,9

463.6 °

534.8

S22
132

518.5
m.‘
‘9‘.3

29
234

5}
1

51‘.7
5T2.8
529.4
498,13
9.9
563.0
619.7
[T ]

m.’
501.6
h96.1
‘n’s
532.2
56343
309.0
51%.6
542.3
603.9
549.2
499.8
$32.5
596.6
592.0
J32.3
649.9
563.7
580.%
?50.5

br23
$hé

5371
23h

339
235

511.3
956.5
515.1

g0

sh8
134

13-9

550
£36

510.2
sav.o 520.4
572.0  ST0.T .
539.1 %161

DO 131278
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Tahle A-1 (Contimed)
DBCP: IMEALATION FERTILITY STUDY 1IN THE mar?
Rat: Mals Vaights
z X ok of 8 '3 —
1 1 1] 1 19 20 21 22 Fx] F3]
'E;Imﬁ_ e - = — e = p— p—
Sacrificed - - -_ - - — - - —
Sacrificed — — — e — - -— - -
Sacrificed — — -— — — -~ -— -— —
Sacrificed - - -— - - -— - —_ -—
Swcrificed _— _— -— — — -— - - -
Sacrificed - -— —_ - - - - - -
Sacrificed — - — -— -_— -— -_— - -_—
Secrificed -— — -— -— — — — -— —
Sacrificed - - - -— - - - - —
Sacrificed -_ - - -_ - - - - -
facrificed — — e — - —_— - -— -—
Sacrificed - — — -— -— -— - - -—
Sacrificed - —_ — - - - - - -
Sacrificed - — -— - - -— -— — -—
56h.1  566.7 566.8 592.0 5T8.5 5OM.3  596.9 390.9 610.8 %92.3 606.8
S18.3  527.6 S53T.h  S5hB.0  Shh,9  SAT.B 3h3.9  535.6  STL.1 %533 565.6
e i by al WD oY B M B MY OB
. L] L) - .l - - - - L] L]
STr.2  586.9 590.9 $91.8 592.3 602.3 61T.h 6.3 636 AIT.T ?-.3.:
617.5 618.2 623.7 632.9 €27.% 6h0.1  655.2 662.1 683.1 586.9 65T.9
$60.9 579.0 5739 578.5 5T2.0 S5T6.3 39L.1 596.0 605.1 589.0 588.3
536.9 M.l SMA.6  553.0 55h.2  566.6  5T9.9 3T3.9 STT.h  566.1 586.h
558.2  $59.7 567.5 %66.T 5T3.b 5761 589.6 598.7 601.2 SBL.T 5993
3.6 659.6 657.6 €T2.2 66B.8B 6TS.6 687.5 gg.x TiT.3 688.% TOT.1
STh.)  596.2 589.6 G0S.2 60%.8 602.6 62h.2 «2  6h0.B 6117 636.3
899.6  509.T7 509.2 509.9 50,0 $02.0 %08.3 508.6 S01.3 AR T W29
556.3 566.6 56h.B 5T2.5 566.1 5T2.1  576.0 585.T S59h.8  STT.T  592.8
615.6 635.6 617.h 627.1 628, 640 650.5 6h6.3 662.6 6¥%.5 6h5.5
65-.;:.; 633.0 6:;2.2 stzg 636.2 5::.3 ssgg.x gg_rsg gg.h 666.6 678.2
. 552.3 554 556, 5T~ -2 .S . .1 - 592.9
656.9 6T1.0 683.5 €98.2 6735 Zu.). 701.3 Tih.E  T27.6 E?' .2 707.7
583.8 603.6 60T.T 622.8 6168 636.8 635.9 6W0.0 65T.6 621.5 €h6.2
5T6.3 579.7 585.2 581.% 591.3 606.6 612.1 609.7 618.3 609.5 €19.8
561.3 STB.O  STh.6 590.6 ST9.h 586.3 601.6 503.0 T %51.9 N
558 580 581 589 $8s 593 €0 608 619 592 612
hé h8 T 149 150 152 156 159 59 155
Sacrificed - - - - - - - - -
Sacrificed -— — -— - -— - - - -
Sacrificed -— - - -— —-— - -_— - -—
Sacrificed — -_— — -— -_— -_— - — —
Sacrificed - - - - - - - - -—
Sacrificed — -_— — -— -— -— — - -—
Sacrificed — - -— - - - -_— -— -
Sacrificed - - -— - -— - - - -
Sacrificed -— -— — - - - - - -
Sacrificed - -~ - - - - - - -
Eacrificed - - -_ - - -_— -— -— -
Sacrificed - - -— - - - -— - -
Sacrificed - - - - - - - - -
Secrificed — -— - - - - - - -
Sacrificed - - — - - — - - -
636.2 6364 636.2 6Wh.T 630.7 639.8 665.3 66T.1 680.2 653.1 677.0
$65,2 STh.0 S83.3 S91.T 5830 588.8 606.6 625.8 61M.0 60L.2 622.7
56T.h 5T3.2 581.8 395.3 SThe6  558.9 619.h  629.2 638.9 616,04 621.1
611.9 630.3 631 6315 632.7 633.5 6k2.8 657.5 670.2 652.1  65T.0
STh.5  59T.2 6l1.h €161 6OoT.1 6116 6&15.6 62h.6 6378  599.9 618.h
567.5 S8h.3  595.T 593.7 601.0 599.0 615.1 6206.5 6k 626.0 630.6
Sh8.5  550.6 569.5 S5TS.T 3623 570.0 3869 603.0 6129 589.0 601.1
STT.5 589.2 599.2 608.2 %92.h 6006 62h.0 619.2 623.8 Goh.h 2.}
$ST.9  558.9 5629 569.8 362.5 5T.9 586.0 583.2 60G.h  STI.A 59N
ST3.5  STT.T S589.8 S589.9 581.1 ¢600.1 59T.6 610.1 630.,3 6oh.h  618.9
s5h,5  STL.h  S88.2 596.2 585.6 600.2 $99.1 600.0 620.1 %%R.h  603.2
5Th.9  585.0 589. 609.5 595.0 GOh.N  608.7 620.3 632.9 60N.M  62%.2
s49.7 $56.0 SA6.6  561.6 563.h  S61L.9 5T0.5 5T6.6 590.6 562.2 580.T
619.9 607.7 629.3 63T 629.0 6492 636.1 6TL.9 677.0 666.9 61R.M
62h.6 640.5 652,7 650.h 665.7 669.5 681.6 100.5 T09.1 690.2 698.3
k78,2 W96.8 h95.h 503.8 sos: 505.9 S16.h  5h3.0 55h.2 3.2 TIT.h
S17.0  S19.7 %23.3 5312 $3L.h  536.2 956.6 «9  558.5 AT.T  853.5
.2 63%.2  6WS.h 6h1.0 1.1 65k.1  661.) 660.8 6T76.2 6h9.6 6T1.T
ST9.5 592.9 606k  612.2 60T.5 616.0 621.6 6266  63T.T 619.6 OGAT.N
L0 516.2 532.6 SMA.5 358.7 S61.9 966.5 519.8 58T.3 6.7 STY.5
512 s80 ] 596 b3 599 610 619 (3 )1 6ol [
239 +h0 ha £39 £38 2ho £ho 2h1 £ho 1h0 242

IIIII!IIIII!IIIlR

I!Illllllllllll|ﬂ

g
0

L IEEAR AR R REY

§
O

[

N -
6h2.5 615.8
sT8.1  560.9
sg.‘r 56T.6

«0 323
B2 ane
120.3 693.2
619.2 616.7
611.5  611.M
627.5 610.2
1.5 6T5.9
655.0 61.8
~91-3 '095.6
628.3 é618.0
691.5 668.%
10,0 689.8
623.h  612.0
6.9 TOR2.1
66h.0 656.0
650. 639.6
1.2  609.0
641 622

+5h
10.5  T09-2
660.6 645.0
660.1  629.9
6%.6 618.2
65T.7 641.2
675.1 658.2
633.6 62.1
651.5 658.5
gol :;z.;
-9 .
m‘a ml
656.0 6h2.6
609.T 632.7
T2.T €15.h
e
Te .
512-; 55h.9
6. 6T9.M
665.3 650,
600.5  579.2
652 6371
hb 2h2
DO 131279
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Table A-1 sCmt!.mtdz

DECP: INHALATION PERTILITY STUDY IN THE RATY
Rat: Male Veights

Vesk of !t.ug‘

[

PLESt L e

)

(NN ERER]

]

NN AR N

o5 e —

Sacrificed
Sacrificed
Sacrificed
Sacrificed
Sacrificed
Sacrificed
Bacrificed
Sacrificed
Sacrificed
Sacrificed
Sacrificed
Saorificed
Secrificed
Sacrificed

618.6  627.7

572.1 5T3.h

$69.3

540.7

“9.1

T0M.7

615.h

m.o

616.9

T21.6

f;z.l

-1

€2h.5

6T6.9

2.k

616.2

T26.9

662.8

641.0

629.T

633
260

|1||||||1=|||||H
NREERRERRREERERL|
REERRANRRRARER
RRERRERRARRRER:
RERSRRRRRRERERE
1t|||n||u|‘°"
ARRRRRIRRRERRRIL
AR RERERRn ]

by
o0
10 & ave o
s
o
s

TSI

32
g
$8
3
£2
38

$53

A

-4
o
1

£

ESEE F
SES L
3%

SGoah

.
)
A
-~
-

-
488

FRERRES 1
VOBONFONN

. 13
0= O VA = R DR

28
B8

-

S2RR2EDE
.;vu—o g = i O

RREZE

Sarrificed
Sacrificed
Bpsrificed
Sacrificed
Sacrificed
Sacrificed
Sacrificed
Bacrificed
Sacrificed
Sacrificed
Sacrificed
Sacrificed
Sacrificed
Sacrificed
Sacrificed
TiL.6  T29.1
65T:4  637.0

651.1

678.1

6903

Pty

Py
L IERNRR RN REEER
)

ARELARRERRREREN

238348
B3

]
]
-
1
.
”» -

o
&
M Q
(8

.I.?Illllll!lllllll

.
L]
by
3

]

$388
ARy

* 8

o

283

" 4 9
(SN 2 TRV E- .Y

2.

-

g8

$5E
5
-

O
=
D
£ge
LY ]
58
-

o g;?. s

OO NG
.§
-

578.3
1Y

691.1
676.7 s
607.6 606. 6208  630.0 631.b 621.3 612.1 6OT.7

50 661 665 669 678 676 682 T6 661 662
2 26 18 48 8T 208 150 9 9 9 E 253

Tiale rats vare exfosed to 0, 0.1, 1.0 or 10 pim DBCP by inhalaticq for § hr/day, 5 days per week for 1k weeks. Following tarmination of the
exposure period, animals wvere msintained in the laboratory for recovery.

fStatistical cutlier {dentified by sequential outlisr test, Alpha = 0.0l; valua not included {n calculations.

Pfo weight taken.

CAs animula were being bald for necropsy on week 46 of the study, snimals were not veighed oo veeks kh and bS.

dyulues for tbe k6th week represent fasted body weights taken prior to necropsy.

1

OO 1321780
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TARLE A-2
DBCP: INHALATION FPERTILITY STUDY IN TME MATT
RAT: Fesals Welights
Exposurs
Lavel Aoimal Vesk of Study -
Bamber =1 1 [
2t TN ] m ~ —eT YT NIT R 'nn -ﬂr; "m's 'sm 1%: —=zzi
» Th20  203.0 2940 291.0 291.1 295.8 nz- 30%.6 m.h 329.2
T2l 292.0 291.0 agh.o 289.0 288.3 3036 3021 302.b m.s 3ob.a 312.h m.g nh.s no. 320.0
Th22 06,0 20h.0 30h.0 208.0 295.3 3129 313.0 NEI NLT N3 N0 WT.2 BAT 109 16
TH23 306.0 316.0 30h. 297.0 296.8 312.0 39 NhT  310.0 1.1 1.0 NS 2.3 A 1S
Thah  280.0 273.0 279.0 203.0 293.1 288.9 296.9 2.1 M0L.B 0.5 n;o.h  MLE  319.8 U6 .
825 Z70.0 277.0 276.0 261.0 287.8 292.6 2300,1 292.6 02 301.3 29h.1 N8 038 299.6 09k
Th26  0MO0 3130 08,0 31hO 32,9 3:.h 0.7 2.9 33N.6 1AE W29 WS.h L8 WT.3 l.2
Nt 2910 299.0 3010 3040 30T.6 I6A  IW.T LA NEE ANk N1 20,5 325.3 2.8 3360
728 37,0 323.0 325.0 320.0 33,5  335,2 31T.5  353.2 WI.M k.Y 332,00 336.6 W0 59,2 0.7
TAZ9  J00.0 292.0 290.0 267.0 2080 296.1 %9 079 09 W6 W88 L8 MOE %2 NG
TH30  270.0 261.0 293.0 281.0 289,k 290.3 ‘31.0 .1 300.2 0h.9 3.0 N8 AT A5 228
™ 2930 205.0 290.0 266.0 292.5 299.3 2938 034 30,1 u28 NXR0 NS NT NP0 328.2
ThI2 241.0 293.0 297.0 298.0 305.9 M%.2 306.9 AU 3.7 W1 30T !0 W22 WAE 170
Tha3  280,0 282.0 2M.0 202.0 29h.7 302.3 9.6 295.8 290.9 Wil.1 H0 W71 P27 N.1 N3
T3k 203.0 278.0 290.0 263.0 293.7 05.M 2927 1T 302.9 3080 309.0 65 NI BRI W8
™his 22,0 290.0 306.0 299.0 291.h 318.0 317.1 163 Uk UTE N0 W29 X300 ns.2 X6
1h36  333.0 323.0 336.0 331.0 3130 3h6.3 3321 L6 3369 S0 1.2 349.0 S8 351.0  35h.8
TH3T  268.0 206,0 290.0 292.0 29h.3 293.0 328.0 309.3 297.7 293.h MR.0 X0.0 M0T.2 0.0 1.2
T8 290.0 276.0 .0 2080 278.9 276.9 298.6 209.7 29%5.3 209.% 292.7 3029 30¥NE 00.6 9.k
Thd9 280.0 282.0 268.,0 202.0 207.0 289.3 292.0 2%6. 295.8  00.5 M1.3 253 9.3 X0 293.8
205.0 290.0 287.0 286.0 286.% 298.2 28%.7 310.8 06.3 4T M2 320.T M9 32,0  308.8
Tebl  300.0 297.0 0 310.0  305.h 3.7 356.1 8.9 N80 0,2 6.5 M. N20E LT 3506
300.0 30h.0 312,0 309.0 297T.1 316 A3k 63 NTS .8 usSS  3A3 83 M3 3N
Thh3  265.0 266.0 283.0 295.0 20h.1 03.2 30A.%  30h.9  306.3 NEO0 .M M N0T  X9.5 M99
TAAA 30%.0  302.0 302.0 WT.0 310.2 302.2 301.6 30.6 IN6.2 6.7 320.5 3252 3265 30.3 3268
TMS  327.0  317.0  325.0 3R7.0 A37.3  3A2.5 30h.5 WSS 302 A8 W9.T  360.2  353.h  3MA.9  X62.3
TebE  28T.0 250.0 2k6.0 250.0 2%h.,3 255.5 253.T7 25h.T 262.6 2625 2%%.5 271.1 26T.9 268.9 2T3.9
TeAT  322.0 310 321,0 3.0 320.5 326.0 330.6 3B M7.T  Ws.A mhh 358.6 M5 3A2.9  35h.S
Thhd  285.0 203.0 2082.0 291.0 2686.1 299.9 06,3 3033 307.5 .0 2.8 .3 326.8 36.3 7.1
Teh9  303.0 300.0 30h.0 310 306.A  Sacrificed - — — — - - —_ -
TASO  300.0 298.0 291.0 29h.0 290.9 Sacrificed -— - - - . - —_ -
™51 253.0 0 257.0 260.0 262.0 Sacrificed - -_ - - - - —_ -
TH52  320.0 3280 328.0 332.0 330.7 Basrificed — -— - e - -— -— -_
The3  303.0 302.0 311.0 MAN7T. 319.1 Sacrificed - -— - - — -— - —_
29} 297 298 37 0 a 2 ns ns 26 23 2 320
8.0, 219 0t 218 +19 19 9 +20 29 +18 20 120 119 219 219 220
Q.1 TT-TM39 300.0 30k.0 295.0 303.0 30h.0 309.0 320.8 313.2 326,21 %1 N9.b  328.6 P64 302 .2
Th$0  317.0 312.0 318.0 3230 3271 32%.1 326.0 33h8  330.5 3339 3h0.3 35T WAk 349.0 0.
TH 09,0 205.0 20k.0 2060 296.2 300.9 310.3 2.1 2.3 5.8 Wi.a m9.5 L5 2.8 0.0
The®  263.0 260,0 255.0 26%5.0 268.2 272.0 270.9 269.6 276.h 203.T 203,0 209.5 207.3 293.6 297.3
Thy3  300.0 297.0 290.0 300.0 1.8 320.9 IIT.0 32%.6 S.1 2.2 1.6 3325 I3h.S 1.2 3W0L)
Thoh  307.0 2y2.0 30T.0 NT.0 7.5 30kl 303.6 299.9 30T.9 299.6 31k.8 32h,2 3W6.2 3030 323.9
Thgs  29h.0 290.0 204.0 298.0 305.T  305.1 305.2 30h.0  30h.S MR35  WT.h 310.3 NE.S 6.2 120.b
ThgE  28k.0 278.0 286.0 205.0 301.0 303.1 318.F  306.9 %.2 N38  310.5 kb 6. ns.h 9.3
THOT  305.0 291.0 309.0 302.0 32,9 309.9 309.%9 MS5.1 307.7 N0.8 %3 R OR1A ns.2 1.9
Thod  208.0 203.0 290.0 296.0 299.2 6.5 IWT.1  N01 N1 199 36. 3hh.9 3206 3236 Ak2
TH99 36,0  31h.0 3160 326.0 32T 3.A 3355 395 3.2 DE.2  I2T.T W0I0 X5 9.9 3516
500  282.0 273.0 28h0 282,00 85,5 288.9 280.6 291.0 293.0 6.5 298k 204, 1.2 NIA 3kl
T301  307.0 302.0 299.0 30%.0 306.% 309.3 308.0 LT 306.3 N6.2 N9 W1 I3k 32kl 3315
7502 331.0 320 330 33h.0 3386 32,5 353.8 W93 WS, 3540 339.9 3638 A0 363 3T.1
TS03  245.0 288.0 28%.0 293.0 }R.1 2.9 29T.1  H3.Ah 298,85 29.6 W62 6.9 AT  WT.T  ANk2
T50h  30h.0 295.0 MO0.0 1.0 U6 6.0 3239 3266 3263 343 IT.h A35.0 NS ST 9.8
™05  32%.0 32,0 M7.0 31h.0 X0%.2  3T.h 0 320.2  320.3  A3%.T X39.0 X9.5 Ml AT WS.2 .l
506 282.0 290.0 2088.0 209.0 0T.3 296.7 0.4 2938 2060 302,33 185 085 NE3 T2 32.8
T50T 290.0 286.0 295.0 316.0 308.0 2068.3 307.3 Ml.9 b NVE W23 W60 39.2 2.6 1)
7508 297.0 2950 298.0 315.0 Mh0o 308.8 139 X0 133 369 9.6 102 WT.9 320 3.2
TS09 363.0 355.0 M%h.0 6.0 .0 35Tl ¥6.9 36h.0 IMR.2 M8 376k IB.1 MAT Wi MRS
TSI0 30%5.0 297.0 305.0 30T7.0 310.7 31k.2 31k.9 3.k 310.5 N8+ 3335 329.5 335.7 339.7 M]37.2
TSI 296.0 300.0 302.0 7.0 MNUT.9 326.0 1.1' 313.5 m.z 0.0 375 10.1 N3 6.9 1K.8
1512 29%.0 290.0 294.0 298.0 306.9 295.7 298.6 301.0 301, 2.9 M60 3NAS 9.} N2 AUTNT
513 31h0  306.0 N1%.0  317.0 319.4 323,80  32h.3  30.5 138,72 Ml WE.A 32,0 350.3  Wo.1 9.8
751k 33T.0  33T.0 382.0 339.0 358.5 356.% 3530 365.7 26T ¥66.5 6T 9.0 3TT.S 1.3 AT.S
T515  205.0 205.0 293.0 296.0 299.1 307T.2 31h.6 303.1 07.7T 3Nl.1 5.6 N2.T ns.h n6.8 MN2.0
7516  330.0 323.0 1.0 330 3ITS  139.6 29 W6l m.s 352.6 6.3 35T 370k 3.6 3625
TS1T  36.0 3T.0 320.0 320.0 322, 337.T 325.9 133.T +3 36,6 30.8 M1l 355.2 0.9 138
7518 293.0 28T.0 295.0 301.0 9.2 30h.3 305.1 3122 310.0 W95 351 W88 kA 325.0 6.7
T519 310.0 303.0 300.0 309.0 316.M Sacrificed -— - —_ - - - - -
T520 291.0 260.0 291.0 296.0 300.7 Secrificed - - -— -— -— - -_ -—
SO 2850 2T7.0 280.0 26h.0 206.1 Sacrificed _— -— - - - - -— —_
TS22  290.0 295.0 209.0 296.0 299.1 Secrificed — - - - -— - _— -—
7523  29%.0 300.0 300,0 30%.0 306.9 Sacrificed - — - - — - - —_
Maumy 303 298 k 1+ 206 n2 ns 18 ns 20 m b 0 m m s
2.0, 219 &19 220 119 219 220 220 222 221 220 220 122 2N 223 121
no 131781
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DBCP: IMNALATION PERTILITY STUDY IS TRE MAT?

RAT:

Pamile

Wil
3381

=253

Ve

TABLE A-2 (Contimued

WWW‘&W%EET%W%%!%%M

339.0 k11 336.8 350.0 355.8 291.0
M.l 3531 362 3.8 3.0 335.5  355.3  358,0 3T2.2  365.0 IST.T  351.1  35h.l Nk
5.5 315.0 3678 310-7 367.6 365 0 36h.2  369.3  36A.8  36h.T  6T.T 3613 361.0 360 . 33h.2
Dead - - -_— — - — - - — - - - -
305.1  319.3 3263 319.8 320.2 9.6 ns-9 2k MN5T 6.6 .0 M6 2.0 Wb 291.0
3363 333.6 335.5 328.0 327.5 32,0 32kl 3323 RT.M 0 3263 1.0 Rk W56 12,6 261.5%
356.9  360.5 356.2 337.0 356.9 351.1  355.% 3618 351.0  3%1.§ X6 3535 359.0 356.7 303.5
36h.9 351.3  35T.6  358.6 3M8.9  3W0.9  3NS.2  3h9.1 ML) WT.T ;%8 32.T  Ms.6 354.0 310.1 I3
395.8  38T.3  365.8 395.F  391.9 395.8 3930 398.0 361 3989 390.8 392,300k hOG.O 153.9
3210 3216 335.8  33T.S  337-h k6.8 2.6 356.1 3%9.3  ITE.3 MAT.h 35,0 k0 ¥0.) N5
3133 66 AUT.2 32N3 322,22 0.4 1365 328,00 0.4 A3M.9  320.9  32h.1  329.6 X355 289.4
329.h  33T.9  3Mh.h 3N5.6 3.6 3M0LT  139.2  3MA6 3&5. 2.3 9.k 351.0  g.h 352, 7.3
339.6 360.8 35h.8  ¥T.2  359.5  361.T MT.9 3666 363.6 3T0.5 3T6.1 b 3T1.6 360.3 320.9
m.2 299.6 N 27.0 32T.6 6.3 W32 WSS A9 2.2 5.1 3T 353.2  X%5.2 0.4
31%.2 396 32h.3 30,1 325k 358 IhE 3h2.2  3¥6.2  336.8  335.9 312k 30,6 32,7 267.8
1.9 338- 3NS5 34h2 W11 3378 33T.3 36ET.3 A0.1 6.7 WT.2 2.8 3530 356.6 5.7
b19.6 ho6.8  395.5 3.8 3.1 W6 3.2 390.3 3019 3792 ITh.9  32.) 385.8  AT.8 W15
3hh,1 3h3-8 30,9 335 6.5 3350 330.3 338,363 9.6 338.9 kB WT.E 3570 6.4
338.%  330.3 328 6.t 3k LT 3.8 5.5 3.3 3.8 k0.1 359 330.) 39.1 206.9
Secrificed — — — — —_ — — — - —_ — — -
Sacrificed - -_ - - - - - - - -— - - -
Sacrificed - - - -~ — | — -— — - -— — — ——
Sacrificed — -— — — - — - — — — — - -—
Sacrificed - - - - - - _ — - - - - —
Bacrificed — — — — — — -— - — — -— -— —
Bacrificed - -— —-— -— -— — - — A — - - -—
Secrificed - - - —_ -— - - - - _ - - -
Sacrificed - - - - - - - -— - - - - -
Sacrificed -— - — — - e — — — — — — ——
Sacrificed - - - - - - - -_ - —_ - - -
Saerificed -— -— -— - - —_ —_ —_ _ - —_ - -
Becrificed - — - - - - - - - - - - - :
Sacrificed - -_— -— - - - - - - - - - - :
Secrificed — -— — — — — -— - — p— — — - H
348 36 368 3k 387 3h6 368 k-2 5 %6 5k 55 353 358 n3
31 »8 23 21 w2 2 220 -] &3 -3 24 226 . 23 £23
.0 366.6 365.9 35h.2  3L.T  I55.1 L2 M3.h 396.2 3.5 w68 hos.6  3T8.3 k2.3 5. T¢
323.3 ATh.a 3761 368.h  3ITH.S 35k 366.0 36T.6  369.6 3835 3SA.2  3&.h 379.9 33 3h9.2
36kl 35h.5  358.8  3h9.6 3&1.2 351.3 6.3 3I5T.h  WhLA  35h.6, 1.7 339.6 ST 360.9 301-:
Jok.l  305.2 303 AUTT ANk 310.% 9.3 MNT.3 M9 138%6 1368 322,1 Nkho 3223 293.
390.3  3Thh  3TT.T  3T2.2  36h.3  36T.8  MT.5  3T5.5 0.8 Moh.S  hoS.h k08T  WOO.3  MLL.M 368.4
AThE 3533 359.2 3.2z 3388 3M3.9  IMAT  ISL.9  3%.T  3h2.7  335.7 k8 3338 3MA.T 329.2
122.5 3236 313MS  3M.1 32k 339.8 3M0.5 7.5 1M1 3538 3T0.T 9.3 MB.8 A3 6.
89,3 333.0 328,17 325k 3276 325.7 @8 339.6 3248 335.9 3233 38 3.0 33T.0 207.3
3T0.T .9 3%3.8 357.6 3%6.3 3h.k 36h.2  3T0.5 I8 3TA.M 359,53 MM 3T2. M3 ng.h
338.9 3335 339.0 330.6 MS.T 9.2 A3 3518 356.3  359.3 3516 3612 3ST.H  36T.8 3k
397.9 36T.5 2.1 3k2.3  380.6  378.5 382,31  3SA.3 35,0  380.1  3TS.1 ITI.S 3TS.1 W3 1311
aoN,1 6T  320.9 287.3 220.9P 306.2 M2.0 325.3  30.8 323 N%.T  AT.5 3083 us.8 267.9
365.2  389.2 3533 3521 358.0 9.0 3%0.7 IT9.T 366.5 3Th.T 359.8 363.h 36T 3830 3t.2
381.6 3ITAT  39k.2  386.%  386.0 390.9 3IBK.6 T.2 3.3 395.3  Wh. MT.6 3.2 W68 0.1
I5h.2  340.1  345.8  345.9 3337 327.6  33h.T  33h.3 329.8  33h0 3281 326.h 325.7 328.3 276.6
68,7 356.7 36l.9  35T.7  358.1  Ish.h 3537 359.1  IMI.2 8.8 366.8 ITh.%  3ME.T  MB.9 ms
393.1 3821 39k 380.1  38h.9 3831 2.4 399.8 3965 9.1 3195 k162 o8B bOLS 3TT.
376 350.6 340,58 3388 0.8 3765 1325 3130.0 J.A A N6.T 0.1 Dl W 290.6
338,7  330.9 330.8 385.9 338.9 3k2.2  336.5  3SL.k 3AS.6  3M6.T 3619 6.9 3k0.2 9.2 291.6
IS 3M6.1 3613 362k 380.2  MT.6 3T 373k 78 3.3 396.2 W39 AT 399 h01.0
Sacrificed — — —— — — = -— — - — - — —
Sacrificed — -— — - -— —— - - -— -_— -— - -
Sacrificed -— — — — - — — - -— — — - -
Sacrificed —— — - — - — — — - - - - -_—
Secrificed - —_ - —_ - -— - - - —_ - - =
Sacrificed - w— - - - - - - - - - -
Sasrificed - - - - - - - - - - - — -—
Sacrificed - — - — - — — — - — e — :
Sacrificed - -— — -— - - - - - -— - - -
Bacrificed — -— — — — — - -— -— -— — - -
SBasrificed — -— -— - -_— — - -— — — — — -
Sacrificed - — -— — - — - - - — - -— =
Sasrificed - -— - - - - - - - - - - -
Sacrificed - - — — bl - - — - - — - -
Sacrificed - - — - - - - - - — - -
361 asz2 354 368 ash 9 M . 3% asé w2 %0 36h asé %9 24
425 P} 12 »2 120 23 9”2 223 0w sl 227 0 229 £3 ] £33
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(SN

Exposure
Lavel Animal

Bumbar
- TrR

10.0 T7-1628
629

DBCP:

Female

-3 Sy

TARLE A-2 (Conrtirmed)

INHALATION FERTILITY STUDY 1N THE RA2?

Vaights

Veek of 8
296.0  290.0 0 312.0 1.5 2 3T.h 319.3
W10  282.0 205.0 292.0 296.% 05.T 3036 3080 316.0
Z15.0 %0 2940 295.0 295.1 307.0 068 W61 M8
290.0 291.0 290.0 287.0 295.2 296.8 290.h 308.7 M1
22,0 2085.0 201.0 290,0 206.8 292.6 303.2 290.1 293.9
2T17.0 2110 208k, 287.0 292.9 291.% 293.8 NC-T 1.9
303.0 1.0 307.0 3020 305.8 9. 1.3} 1.8 T.l
310.0 310.0 323.0 2136.0 3428 3249 1A 30T M9
292.0 283.0 305.0 5.0 300.3 30A.A  309.1 08,5 306.%
2640 297.0 I15.0 2.0 NLO 1.5 36 320.0 20
23,0 2.0 293.0 £90.0 209.8 299.2 300.h  30h.6 30%.5
305.0 30h.0 311.0 &0 N2 168 391 3.0 330.)
30h,0 32,0 3060 3.0 30h.9 310.2 315 Pk N6.1
300.0 302.0 306.0 304.0 8.2 N2T Nk AUALT NAT
335.0 323.0 325.0 33.0 335.3 39.9 0.9 2.1 2.
310,0 3040 M50 3130 k.5 3221 320.5 16 29.6
200.0 0 28h.0 205.0 .208.3 2“09 m.h 06.1 N0.7T
310.0 Nho N0 AT 323.0 ¥22.5 339.9 329.9 320.5
267.0 270.0 275.0 ZIM.0 207.3 2842 263.1 X2.3 206.h
130.0 322.0 3340 32%.0 319.6 33h.2  339.h 30,0 3N
240 2930 2990 293.0 296.5 301.8 1.5 0LT 0.7
290.0 292.0 29%.0 292.0 03.% 308.8 312.9 3N0.0
78.0 200.0 291.0 28h.0 290.1 320 307.3 298.2 M0
297.0 296.0 295.0 30%.0 WUSM P25 32T U5 I.A
263.0 0 255.0 265.0 2T3.9 205.9 20M.2 206.,0 206.%
266.0 2Th.0 262.0 215.0 2T.1 27%.9 276.2 26h.3 7180
06,0 292.0 206.0 307.0 302.F 307.3 A6 3NL9 3113
267.0 276.0 2T.0 276.0 279. 202.6 202.0. 288.9 288%.7
280.0 200.0 262,0 289.0 290.9 301.3 k.1 29T.T 302.3
300.0 29T.0 302.0 300.0 1.8 Sacrificed - -
272.0 2T2.0 276.0 275.0 276.5 Bacrificed - -
295.0 27T2.0 297.0 279.0 278.8 Sacrificed - -
270.0 286.0 288.0 296.0 309.5 Bacrificed - -
225.0 k0 33,0 33,0 330.8 Bacrificed — —_
208 ] 29 302 9 nm Nk ns
1”2 216 219 209 18 218 19 29 118
338.0 315.0 285.0 316.0 299.2 2.1 1.0 310.5 0.8
206.0 288.0 206.0 292.0 298.9 295.7 29%.7 3069 301.7
340.0 331.0 24,0 2,0 130 3376 3053 AW LT
260.0 280.0 289.0 200.0 2BT.8 295.0 299.1 29T.9 29%.3
293.0 261.0 2086,0 292.0 298.1 29T.h  293.1 1.7 209.2
303.0 300.0 0T.0 302.0 3019 318 309.0 N0 30.1
30h.0 N30 W80 3050 316.9 9.4 1A3  320.9 3A.6
202.0 290.0 299.0 289.0 290.& 297.0 298.1 02,6 305.0
280.0 264.0 ZT9.0 2M2.0 298.% 050 297. 299.6 X06.0
307.0 296.0 302,0 323.0 308.8 306.6 321 N6 30,1
270.0 263.0 262,0 26h.0 268.5 27Ti.h  270.8 2739 280.5
202.0 28h.0 205.0 292.0 288.% 201.9 29T.6 299.3 298.h
3340 1.0 NA0  329.0 3263 3k 39,1 3218 334.8
302.0 292,0 297T.0 300.0 M0%1 3085 W65 0.8 M7
30350 300.0 256.0 306.0 M0.h MOl 306.9 3% NO.T
306.0 290.0 273.0 206.0 290.6 2oh.6 296.1 2.6 11h.0
310.0 31%.0 299.0 X0.0 32%.5 3N5%.9 3.2 ANUT.T n1T.1
305.0 292.0 203.0 22.0 293.1 20h.8 296.9 ME.8 3035
263.0 2630 259. 265.0 26h.9 275 262.9 200 2ThT
206.0 293.0 295.0 308.0 3IN.8 3098 3h9 NNAE 0.
280.0 260.0 2T0.0 268.0 27.2 21 279.6 200.6 2T0.h
27%.0 216.0 272,0 285.0 2.9 275.3 1.1 200.7 202.7
296.0 205.0 28h.0 2718.0 Z76.9 279.2 R91.8 280.3 208.8
2T3.0  272.0 261.0 26h.0 268.3 2T7.6 269.% 2T6.1 2818
267.0 303.0 29h.0 3030 09T Nkl 083 N%8  N0.7
302.0 W0 267.0 2T.0 2Th.0 2T5.h 2768 2764 2TI.M
280.0 280.0 2TT.0 311.0 29%8 20%1 13016 30,3 29M.9
300,00 302.0 302,0 289.0 311.3 319.0 3?1 32%.2 ANT.9
305.0 300.0 302,0 293.0 3168.5 330.2 3}®6.0 NT.3  326.T
305.0 297.0 .0 320,0 299.9 306.5 30T.9 326 3130
2540 250.0 285.0 25%5.0 247.2 Bacrificed - —_—
3010 %%.0 292.0 295.0 292.0 Gacrificed — —
260.0 2%8.0 255.0 271.0 280.80 Bacrificed - -—
290.0 292.0 2Wh,0 261.0 299.5 Sacrificsd — -—
265.0 260.0 267.0 2T2.0 276.8 Secrificed - -—
20k 269 20 292 295 ja 300 ] 0h
& £20 218 £20 &20 St ] 18 17 18

7 e s

12
36T
3 1.6

323.1

3.1
no.7
364

m.
323.5
ni.é
323.8
3.6
320.6
10.5
.9
«0
18
9.8
332.2
316.6
.2
7.6
13%.0

27.8
3.6
330.6
202.9
9.0
ns.s
&
W11
323.0
360.0
ni.sy
329
NE.9
n1.1
139.2
291.6
152,
n.2
m.1
nr.2
337.%
m.l
29h.2
317.9
295.h
2.0

82 w8 00

AV EVITR. AV E- R Y X1 L L ¥

GueLs

gERgEE

27.

1 1Y 15-18%
W ne
3.5 137.0
»s.8 M
320.5 N9.5
329.6 131.1
n1.2 7.3
.3 A3
k.9  132.5
351.8  3A9.0
R6.3 1.
;gg.x 351.:
+0 320,
7.8 6.9
2h.1 1%.5
29.7 326.9
.3 3.3
3.6 3839
0.1 N9.6
362.3  3h9.3
287.2 264,
353.9 3613
9.9 N6.7
3240 33%.1
nt.7T x9.9
335.6 9.9
292.7 oR.
291.0  299.7
21.8 5.k
293.3  300.5
0.2  n5.2
27 130
022 2
8.5 325.3
3263 33T
3.9  363.9
138 N6.5
0.9 uI1.0
320.6 332.0
m‘b 3~T|3
n3.3 Nk.3
6.5 nu8.1
6. 35T
283.5 207.8
nr.1 316.3
158.1  153.0
3»0‘ 3hl.
.2 2T
.2 IR0
AT 320.9
ne.3 w2
29%.2 zg:.i
315.0 136,
296.5 07.8
200.2 294,080
299.9 300.3
290.3 298.3
m" 325-8
91.1  267.1
0.2 Nl.A
9.8 k.6
3389 IW.2
26,3 322.8
ny 22
a1y 420
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TARLE A-2 !Euaumdz
OBCP: INRALATIDN FERTILITY STUDT IN TEE PAT!
RAT: TFemale Veights

Lxpow
L] .3 9.9 360.0 360.8 353.2 355.h 353 356.T 35M.3 35T 1579

et e ey ey a3 s m ¥l a3 a1 pos s
15 o7 351.9  3M6.3 3525 I5h.3 Y. W9 39.7 P12 7.1 .3 W1 IT0.2 MY Con2s
7561  363.2 3551 335.0 3%0.7 3R NT.0 MS.T 3541 350.2 Jh6.h ME.T 325 5.5 S k.S
7562 9.3 k.5 3839 3RS 3MG.9  AS.T 339.7 A58 .8 WT.A 3.2 339.5 355.5 35T.M 258.6
7563 365.1 3h9.5 MAT.E 3529 NN 1SS 3301 19T W65 306 MY NS.2 MT.6 3T 275.1
TS6 3858 331 MNS 335 IS 32,0 329.2 K06 3378 3K0.0 M2.3 K26 X186 145.8
R M B3 E B m ma B ome MO oma o & oBy e
. - - - ITh. «9 - « 1 3 -0 . - Desd
7567 361 3636 0 362.8 ¥5T.3 3590 3.3 66 AN.0 V6T 1.9 33%.; 1.6 ml 297.0
7568  399.7 5.6 307.3 3.3 IR M2 M1l MRS YTR.3 390 M2 ITE.h .0 IT9.) m.s
T569 3h%.6 3315 3AL3 328 1.3 M0.h 35%.A 379.5 36%.1 I3A.) 396 1385 M. 33T.0 UT.6
TSTO  3710.8 3639 3T.5 6.1 2.1 ITS.1 9.0 A8 3.8 Mi.A  ITS.y 8.8 393 .S WT.0
TSTL 360.9 360.9 352 3533  352.9 3592 518 359.9 3%0.3 X3R5 .2 ITE.l 37T M. IW.0
TST2 MELA 360.1  M5%.2 35k AT.R M b 352.9  3A0.9 35,2 52.5 Jhhlh 3G 3.3 WM.T 299.1
ST 35 3ST.h 362 3637 370.3  365.3  365.T  ¥%9.3  390.5  3T5-0  3T2.0 378.1  3T.6 3718 263.4
TSt 3T9.1  3TT.0 k.0 381.9 3IM6.5 W28 7.3 boh.6  MI.2 W61 k20.9 M1.3  399.6  h16.8 832.6
TSTS 3637 356.7 MT.9 AT 3635 3.7 329.1 WS 3633 W50 3.6 6.6 139.) 135.2 2#7.1
1576 AOh.9 385  191.9 I8N0 369.9 37S.h  368.1  M1.0 379 Ml-z 381.0 3816 383.h  N%.T 3.6
TSTT 7.6 3083 3038 3UT.4 M2.1  0A.7 %6 1.1 8.2 9.4 290.2 9.0 9.2 W39 251.2
1518 Sacrificed - -— - - - - - - — - — - -
519  Sezrificed - - - - - - - - ~ - - - -
1580 Secrificed - -— — - _— - - - - - - - -
T5681 Banririced - - -— - - - - - - - — e -
7542 Secrificed - - - - — - - - - - - - —-
7583  Sacrificed - -— - — - - - - — -— -— - -
Sacrificed -— -— - — - -— - —— - . — — -
T585 Sacrificwd - -— -— -— - -— -— -— - - -— - -—
7586 Sacrificed - - - - - - — - - - - - -
TS6T  Sacrificed -— -— - — — -— - - - -— -— - -—
facrificed - - — — - -— - -— - - - -— —
7389 merificed - —_ - - - - - - - - - - -
T390 Sacrificed -_— - — — — — - — — — — -— -—
T591  Sacrificed - - -_ - - - - - - - - - -
T892  Sacrificed - - - - —_ - - - - - - - —
Mean 366 1 61 359 336 158 35k 33 365 ¥*h w2 % 9 » 25
$8.0. ¥ e =2 ne 119 el 13 0”6 F24 220 10 226 226 29 161
10,0 7T-7628  336.6 3hS.A 9.3 XINT 3.6 W01 60,1 IS.0  3W0.0  36K.5 K .0 ’ 0
T629  35h.1  3M0.6 M50 3386 33T.3 3h2.9 3.6 135.6 1351 T3 ﬁf. 33;13'.5 m; ;:;.: nt:oﬂ
1630 3868 3M.8 BT 3M.2 3IM1 S B9 AT 2S48 BILE  30.3  M2.A M0.T 6.9 4.8
763 3335 390.8  34%.1 1 MT 369 399 395 - kT 3991 M0M.9 3219 6.7 A0LS 5.0
7632 1.8 2T.h 6 36.5 3.2 P2 9.7 -7 3235.8 3.3 3566 MBS0 S8 m9.b 9.0
1633 33h.4  3T.6  290.9 13T W50 WMT.9 TS IBNT  ISh.0  I5h.T  365.T  3g0.A —t — Duad
TEI  360.2  3ST.8 AT AT 3739 IS 35h.T m.z 6.1 W4 W31 k26,3 W92 S0P Dead
7633 325.2  327.3  330.5 3383 3h2.6 3386 3h0.9 5.6 AT 69 IN0.3 3T k.2 .9 289.3
7636 LA 3285 320.1 3M0.2 ML) 3R 3393 39.0 0 5.9 3336 36.9 354.3 0.0 A8 24,4
T63T  3h5.1 3328 3527 3534 362.0 3561 3626 1965 3883 k0T.2 .1 ¥ou2 382.5 n.y
TEW W7 3032 LS 3030 2990 296.6 0.2 1.5 2.6 20%5.6 32%.0 0.5 309.0 .0 275.9
T639 3354 3303 A5 TR0 3 3.6 3262 R6.2 15T 3.9 A5 WA 36 b 297.1
16k0 2 285.0 3959 MG 3The2  ITS.5 3862 1.5 hll.g A0 MLL.D  AZS.2 Mb.9  MALT 2.1
7681 3h9.9  3S.1  355.1 36,2  3h2.0 WA.0 350.T 3M0.0 3739  IT0.1  379.% .0 3%8.0 M.l 34,5
Téh2 69N 3529 3509  IS.T 30,1 1.9 3%0.1 3521 3513 3333 Me.8 I3 Y1 9.0 315.4
763 0.8 36,2 3RLE  WOM 3556 383 MMBp 3513 353A 355.3 62,9 AT 359l 36h.3 k.7
T6 3905 A0 379.3 3758 M08 3] M98 MGk ok 396.3 0 A1.6  k13.k  396.8 Frrgiy
I65 3354 ITA 3bh3 O WTA O BET %9 0.8 325 WA 3360 35h.5  350.8 3556 I8T.2 62.0
;2? gg;.: m: gg;.l'. m; ;&.; ggg.:. ;n.a 3::.& m.a W16 0.6 2.7 2.2 3INLE 267.9
o . N o R .1 . .
TE  Gacrificed | e e o DAl BRI DLW ATA Rez NeS 308 AT .3
TENS  Bacrificed - - - - - - - - - - - - -
7650 Saarificed -— - - -— — — - - - —- - - -
7651 Secrifined - - - - - - - - - — - - -
1652  Sacrificed - - - - - - - - - - - -
7653  Sacrificed - -— - - -— -— — - —_ — - - -
Secrificed - - - - - - — - - - - - -
7635 Searificed - — -— - — - —_ - - - - - i
TES6 Bacrificed - -— - - - - - — —_ - - -
7657 Bacrificed - - — - - - - —_ —_ -~ — —_ -
7658 Bacrificed -— - -— - - - — - - - - -
7659 Secrificed -— — — - — - -_ — —_ - _- — -
Sacrificed - -— - . - - - - - - - - -
1661  Sacrificed -— -_ - -_ —_ - — _ - - -— - -
Sacrirised - - - - - - - - - - - - -
Mewn 38 Ihk 0 1 ns 33 wns 354 m2
18.D.  g2h 128 3.5 27 223 23 225 130 2% ”z;o ’:’ﬁ gs ’:’!9 ,gl 336

Temala rats wre sxposed to 0, 0.1, 1.0, or 10 ppm of DBCT for 6 hr/day, 5 days/week for 1% weeks. Folloving tarmisation of tiw
exposure period, anisals vere mintained iz the laboratory for TeCOvAry.

Sramales ware hred to werposed mle revs during weeks 15, 16, and 32, 33 of the powt—exposure period. During weeks 16, 1T, 18 and
33, 36, 35 femalss ware pregnast and dus %o deliver ms; n:nc- h;r weights taken during thees wedks u:.‘n-un“ ;n :'cpﬂod-

tstatistical outlier identified by ssquential cutlisr test, Alpha = 0.01; value not included.
SValuss for the MOth wek repressnt fested body weights thken prior to necropay.
dio weight taken.
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Individual Observations Made at the
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TABLE A-3

DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Time of Necropsy of
BLr-Exposed Males

nexposed remale RAts Hated with D
Week of Study: 2
Exposure Level: 0 ppm
Animal Ear Ear A A
Number Number Number Corpora Pre-imp Post-imp
Male Male Female Lutea Implantations Resorptions Loss loss
77=-7469 1019 1501 1s . . 15 2 0 6
1502 14 14 0
7470 1021 1503 non-pregnant 0 0
1504 14 14 0
7471 1022 1505 16 16 2 0 16
1506 16 16 3
7472 1023 1507 14 14 0 3 0
1508 16 15 0
7473 1024 1509 19 17 3 10 18
1510 non-pregnant
7474 1025 1511 17 17 1 0 16
1512 12 12 3
7475 1026 1513 15 15 0 0 3
1514 16 16 1
7476 1027 1515 non-pregnant 0 0
1516 15 16 0
7477 1028 1517 16 . 15 0 6 0
1518 non=-pregnant
7478 1029 1519 14 1 - 46 0
1520 13 15 0
7479 1030 1521 12 14 2 12 22
1522 17 13 4
7480 1032 1523 18 15 2 16 16
1524 13 1l 2
7481 1033 1525 non=pregnant 7 0
1526 15 14 0
7482 1034 1527 14 15 1 4 4
1528 13 13 0
7483 1035 1529 12 12 1 0 12
1530 11 12 2
7484 1036 1531 13 11 1 15 9
1532 non-pregnant
7485 1037 1533 non=-pregnant 21 27
1534 14 11 3
7486 1182 1535 16 15 3 16 18
1536 16 12 2
7487 1039 1537 16 15 0 3 0
1538 12 12 0
7488 1040 1539 18 18 0 12 0
1540 16 12 0
Mean % 5.D. 1542 1442 1.121.2 8xll 849
Total fertile males = 20
Total fertile males impregnanting two females = 13
DO 131285
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TABLE A-3 (Continued)

INHALATION FERTILITY STUDY IN THE RATT

Individual Observations Made at the Time of Necropsy of
nexpose emale ats Mated wil Xpose ales

Week of Studys 2

Exposure Level: 0.1 ppm
Anima) Ear Ear X ‘X
Number Number Number  Corpora Pre-imp Pozt—imp
Male Male Female Lutea Implantations Resorptions Loss a8
|
77-7539 1057 1541 15 15 1 0 7
1542 non-pregnant
7540 1058 1543 16 16 0 3 6
1544 16 15 2
7541 1059 1545 non-pregnant 0 8
1546 13 13 1
7542 1060 1547 non-pregnant 0 6
1548 16 16 1
7543 1062 1549 killed, animal out of water
1550 killed, animal.out of water
7544 1063 1551 non-pregnant 0 14
1552 14 14 2
7545 1064 1553 13 13 0 0 0
1554 13 13 0
7546 1065 1555 killed, animal out of water
1556 killed, animal out of water [
7547 1066 1557 13 13 1 0 4
1558 11 : 11 0 !
7548 1068 1559 15 15 2 0 13
1560 non-pregnant
7549 1069 1561 12 12 0 0 4
1562 13 . 15 1
7550 1070 1563 13 13 1 0 4
1564 12 13 0
7551 1072 1565 non~pregnant 0 15
1566 12 13 2
7552 1073 1567 14 13 0 7 0
1568 non-pregnant
7553 1074 1569 13 14 1 "] 7
1570 non-pregnant
7554 1075 1571 15 16 1 0 3
1572 11 13 0
7698 1175 1573 16 13 1 16 8
1574 15 13 1
7555 1077 1500 11 11 1 0 9
1576 non=-pregnant
7556 1078 1577 14 14 1 0 7
1578 non-pregnant
7557 1181 1579 16 16 1 4 3
1580 15 14 0
Mean % S.D. 142 141 0.9+0.6 2+4 614
Total fertile males = 18
Total fertile males impregnating two females = 8§
DO 1371784
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TABLE A-3 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Individual Observations Made at the Time of Necropsay of
Unexposed Female Rats Mated with DBCE-Exposed gaIea

Week of Study: 2
Exposure Level: 1.0 ppm

Animal Ear Ear A X
Number Number Number Corpora Pre-imp Post-imp
Male Male Female Lutea Implantations Resorptions Loss Loss

77-7608 1097 . 1581 16 16
1582 17 17
7609 1098 1583 18 18
1584 non=pregnant
7610 1099 1585 13 13
1586 18 18
7611 1100 1587 15 14
1588 non-pregnant
7612 1101 1589 13 12
1590 13 13
7613 1102 - 1591 killed, animal out of water
- 1592 killed, animal out of water
7614 1103 1593 18 18
1594 13 12
7615 1104 1595 12 12
1596 13 13
7616 1105 1597 17 17
1598 non=pregnant
7617 110% 1599 14 8
1600 11 13
7618 1107 1601 17 17
1602 non-pregnant
7619 1110 1603 non-pregnant
1604 non-pregnant
7620 1111 1605 non-pregnant
1606 19
7621 1112 1607 12
1608 non-pregnant
7622 1113 1609 non-pregnant
1610 15
7623 1114 1611 15
1612 13
7624 1115 1613 11
l6l4d 15
7625 1116 1615 12
1616 non-pregnant
7626 1117 1617 10
1618 16
7627 1118 1619 15
1620 15

=0 N =00

-~ OWOOoOO

CONW HOMOOO

Mean & S.D. 1542 0.6£0.7 16k22

Total fertile males = 18

Total fertile males impregnating two females = 10
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TABLE A-3 (Continued)

DBCP: INHALATION PERTILITY STUDY IN THE RAaT!

Individual Observations Made at the Time of Necropsy of
Unegggsea Female Rats Mated with DBCP-Exposed Males

Week of Study: 2
Exposure Level: 10 ppm

Animal Ear Ear A X
Number Number Number Corpora Pre=imp Post-imp —
Male Male Female Lutea Implantations Resorptions Loss Loss i
77-1678 1136 1621 16 15 0 6 0
1622 non-pregnant
7679 1137 1623 13 1 0 8
1624 non-pregnant
7680 1138 1625 14 16 4 0 25
1626 16 16 4
7681 1139 1627 17 14 2 18 14
1628 non-pregnant
7682 1140 1629 11 11 2 0 13
1630 12 13 1
7683 1141 163l 13 11 2 8 9
1632 13 13 0
7684 1142 1633 non-pregnant 14 0
1634 14 12 0
7685 1143 1635 10 10 0 0 4
1636 15 15 1
7686 1144 1637 12 12 0 0 0
1638 non-pregnant
7687 1145 1639 17 17 0 0 0
1640 14 14 0
7688 1146 1641 15 15 1l 4 14
1642 15 14 3
7689 1147 1643 16 16 0 4 10
1644 15 14 3
7690 1148 1645 16 16 0 12 4
1646 17 13 1
7691 1149 1647 12 10 0 19 0
1648 14 11 0
7692 1150 1649 non-pregnant
1650 non=-pregnant
7693 1151 1651 15 14 0 4 3
1652 18 18 1
7694 1152 1653 non-pregnant 0 12
1654 17 17 2
7695 1153 1655 11 11 0 21 7
1656 12 7 1
7696 1154 1657 16 16 0 9 4
1658 17 14 1
7697 1155 1659 non-pregnant 9 20
1660 11 10 2
Mean * S.D. 14%2 1342 1.0al.0 Th7 Bh7

Total fertile males = 19

Total fertile males impregnating two females = 12

L
[

tMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for

6 hr/day, S days/week for 14 weeks. Following termination of the exposure
period, animals were maintained in the laboratory for recovery. Each exposed
male was housed with 2 unexposed females for a 7-day breeding period during the
2nd week of the study.

apata inadvertantly were not recorded.

The average values for the two female rats bred to each male were calculated. l
Group means were then calculated from these averaged values.
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TABLE A-4
DBCP: INBALATION FERTILITY STUDY IN TEE RAT*
Individual Observations Made at the Time of Necropsy of
““TUnexposed l'emale Rats Mated with DBor-Exposed gaies

Week of Study: 4
Exposure Level: O ppm

Animal Ear Ear I A
Number Number Number Corpora Pre=imp Post-imp
Male Male Female Lutea Implantations Raesorptions Loss Loss
77-7469 1019 1661 13 12 1 12 8
1662 18 15 1
7470 1021 1663 13 13 2 8 12
1664 13 11 1
7471 1022 1665 15 14 1 4 4
1666 16 16 0
7472 1023 1667 15 11 0 14 0
1668 16 16 0
7473 1024 1669 non=pregnant 10 0
1670 19 17 0
7474 1025 1671 14 14 1 0 4
1672 16 18 0
7475 1026 1673 19 15 0 16 0
1674 20 18 0
7476 1027 1675 13 5 0 37 7
1676 16 14 2
7477 1028 1677 15 15 0 0 0
1678 12 12 0
7478 1029 1679 non=pregnant 17 7
1680 18 15 1
7479 1030 lesl 12 14 0 14 4
1682 17 12 1
7480 1032 " 1683 13 14 0 0 0
1684 non=pregnant
7481 1033 1685 12 5 0 58 0
1686 non-pregnant
7482 1034 1687 16 12 2 19 12
l688 15 13 1
7483 lo3s 1689 15 15 0 0 0
1690 14 15 0
7484 1036 le9l 14 14 0 6 4
1692 15 13 1
7485 1037 1693 13 9 0 31 0
1694 non=-pregnant
7486 1182 1695 18 16 1 12 7
1696 15 13 1
7487 1039 1697 15 15 1 0 10
1698 14 14 2
7488 1040 1699 16 14 0 6 4
1700 12 12 1
Mean % S.D. 15+2 1343 0.6+0.6 13£14 414
Total fertile males = 20
Total fertile males impregnating two females = 15
DO 131789
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TABLE A~4 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RAT!
Individual Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated with DBCP-Exposed Males

Week of Study: 4
Exposure Level: 0.1 ppm

Animal Ear Ear Y X .
Number Number Number Corpora Pre—imp Post-imp i
Male Male Female Lutea Implantations Resorptions Loss Loss i
77-7539 1057 1701 18 18 0 o 0
1702 non=-pregnant
7540 1058 1703 non-pregnant
1704 non-pregnant
7541 1059 1705 16 17 o 14 5 -
1706 14 10 1l
7542 1060 1707 12 12 2 0 17
1708 non=-pregnant
7543 1062 1709 16 12 0 16 3
1710 17 16 1
7544 1063 1711 14 13 0 4 0
1712 13 13 0
7545 1064 1713 13 12 0 10 4
1714 15 13 1
7546 1065 1715 non=pregnant 62 0
1716 13 s 0
7547 1066 1717 17 18 0 0 0
1718 le 16 0
7548 1068 1719 14 14 0 14 8
1720 18 13 2
7549 1069 1721 15 14 2 13 7
1722 21 17 0
7550 1070 1723 14 14 0 0 0
1724 15 15 0
7551 1072 1725 non=pregnant 0 6
1726 16 16 1
7552 1073 1727 13 13 0 4 4
1728 15 14 1
7553 1074 1729 15 14 1 4 7
1730 15 15 1
7554 1075 1731 16 16 4 6 16
1732 16 14 1
7698 1175 1733 14 11 2 21 18
1734 non-pregnant
7555 1077 1735 14 8 7 32 44
1736 18 14 0
7556 1078 1737 15 16 0 0 4
1738 12 13 1
7557 1181 1739 13 16 2 4 10
1740 15 14 1
Mean % 5.D. 15x2 1443 0.9t1.0 11215 8%10
Total fertile males = 19
Total fertile males impregnating two females = 14 B
DO 1317290
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DBCP: INHALATION PERTILITY STUDY ;N THE Ratt
ndividual Observations Made at the Time of Necro

TARLE A-4 (Continued)

=262=

1 of
Unexposed Femal d with DBCE= d ;

emale Rats Mated w

Expoged Males

Week of Study: 4
Exposure Level: 1.0 ppm
Animal Ear Ear X X
Number Number  Number  Corpora Pre-imp Post~imp
Male Male Female Lutea Implantations Resorptiona Loss Loss
77-7608 1097 1741 non=-pregnant 0 18
1742 17 17 3
7609 1098 1743 14 11 1 40 42
1744 19 8 6
7610 1099 1745 15 16 1 0 3
1746 14 15 0
7611 1100 1747 18 17 0 3 6
1748 14 15 2
7612 1101 1749 non-pregnant 0 12
1750 16 16 2
7613 1102 1751 15 14 0 7 0.
1752 non-pregnant
7614 1103 1756 15 15 1 0 4
1757 12 13 0
7615 1104 1758 non-pregnant
1759 non-pregnant
7616 1105 1760 12 16 2 0 10
1761 14 14 1
7617 1106 1762 16 15 0 6 0
1763 non=pregnant
7618 1107 1764 13 12 1 10 4
1765 18 16 0
7619 1110 1753 13 13 0 3 4
1754 16 15 1
7620 1l11 1766 non-pregnant 12 0
1767 16 14 0
7621 1112 1768 non-pregnant v} 0
1769 14 14 0
7622 1113 1770 15 13 0 13 0
1771 non=-pregnant
7623 1114 1772 non-pregnant 7 7
1773 15 14 1
7624 1115 1774 14 14 1 0 7
1775 non=-pregnant
7625 1116 1776 15 16 1 0 6
1777 non-pregnant
7626 1117 1778 16 18 2 3 6
1779 17 16 0
7627 1118 1780 11l 15 1 0 7
1781 14 15 1
Mean % S.D. 1541 1542 0.9%1.0 549 7410
Total fertile males = 19
Total fertile males impregnating two females = 9
DO 1317293
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TABLE A=4 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RAT!

Individual Observations Made at the Time of Necropsy of
~ Unexposed Female Rats Mated with DBCP=-Lxposed Hales
Week of Study: 4
Exposure Level: 10 ppm

Number Number Number Corpora Pre=imp st-imp

Animal Ear Ear X 4° X
Male Male Female Lutea Implantations  Resorptions Loss Loss

77-7678 1136 1782 11

1783 15

7679 1137 1784 non=-pregnant
1785 14

7680 1138 1786 20
1787 12

7681 1139 1788 non-pregnant
1789 10

7682 1140 1790 17
1791 16

7683 1141 1792 non=pregnant
1793 14

7684 1142 1794
1795

7685 1143 1796
1797

7686 1144 1798
1799 non-pregnant

7687 1145 1800 13
1801 13

7688 1146 1802 non=-pregnant
1803 non=pregnant

7689 1147 1804 non-pregnant . 15
1805 13

7690 1148 1806 14 0
1807 13

7691 1149 1808 19 21
1809 non=pregnant

7692 1150 1810 15 0
1811 non-pregnant

7693 1151 1812 13
1813 non=-pregnant

7694 1152 1814 18 17
1815 18

7695 1153 1816 14 10
1817 15

7696 1154 1818 14 4
1819 14

7697 1155 1820 11 19
1821 13

NW HRNWR~ND Og4o ==~ OO0

0

Mean &% S.D. 1442 14416 12410

Total fertile males = 19
Total fertile males impregnating two females = 1)

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for

6 hr/day, 5 days/week for 14 weeks. Pollowing termination of the exposure
pPeriod, animals were maintained in the laboratory for recovery. Each exposed
male was housed with 2 unexposed females for a 7-day breeding period during the
4th week of the study.

The average values for the two female rats bred to each male were calculated.
Group means vere then calculated from these averaged values.

DO 131292
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TABLE A=5

INHALATION FERTILITY STUDY IN THE RAT!

Individual Observations Made at the Time of Necropsy of

Unexposed Female RAats Mated w

Mated with DBCE-Exposed Males

Week of Study: 7

Exposure Level: 0 ppm
Animal Ear Bar X A
Number Number Number Corpora Pre-imp Post-imp
Male Male Female Lutea Implantations Resorptions Loss Loss
77-7469 1019 801 17 16 1 6 10
802 16 15 2
7470 1021 803 17 19 1l 4 2
804 15 14 0
7471 1022 805 14 14 0 0 0
806 non=pregnant
7472 1023 807 15 16 3 4 10
808 12 11 0
7473 1024 809 12 15 3 6 14
810 15 13 1
7474 1025 811 17 15 0 12 0
812 non-pregnant
7475 1026 813 14 13 2 4 14
814 13 15 2
7476 1027 815 non=pregnant 0 6
B16 17 17 1
7477 1028 817 non=pregnant 0 6
818 16 16 1l
7478 1029 819 non=pregnant 6 7
820 16 15 1
7479 1030 821 14 12 0 11 0
822 13 12 0
7480 1032 823 non=-pregnant 24 15
824 17 13 2
7481 1033 825 14 13 1 4 4
826 17 17 0
7482 1034 827 16 13 3 19 23
828 non-pregnant
7483 1035 829 15 15 4 22 14
830 16 9 0
7484 1036 831 15 15 0 0 4
832 15 15 1
7485 1037 833 16 13 1 10 4
834 M 17 0
7486 1182 835 15 15 1 0 4
836 16 17 0
7487 1039 837 14 15 1 3 4
838 18 17 0
7488 1040 839 18 18 3 0 8
840 15 15 0
Total fertile males = 20
Total fertile males impregnating two females = 13
DO 131293
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TABLE A-5 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RaTtt
Individual Observations Made at the Time of Necropsy of
—U“ne'xp_osea Female Rats Mated With DBLP-Exposed Hales

Week of Study: 7
Exposure Level: 0.l ppm

Animal Ear Ear A X )
Number Number  Number  Corpora Pre-imp Post-imp !
Male Male Female Lutea Implantations Resorptions Loss Loas
77=7539 1057 841 17 15 2 12 13
842 non-pregnant
7540 1058 843 16 12 1 12 4
844 15 17 0
7541 1059 845 17 12 2 29 17
846 non-pregnant
7542 1060 847 15 16 0 0 0
848 non-pregnant
7543 1062 849 16 14 0 22 8
850 18 12 2 .
7544 1063 851 14 15 2 4 10 i
852 14 13 1 '
7545 1064 853 14 14 k 0 14
854 14 16 1 r
7546 1065 855 15 15 3 0 10 !
856 14 14 0
7547 1066 857 15 17 1 0 3
858 14 15 0
7548 1068 859 12 7 4 42 57
860 non-pregnant
7549 1069 861 14 14 1 0 4
862 12 14 0
7550 1070 863 non=pregnant
864 non=pregnant
7551 1072 865 16 16 0 3 0
866 16 15 0
7552 1073 867 17 17 1 1] 6
868 15 15 1
7553 1074 869 non=pregnant 14 8
870 14 12 1
7554 1075 871 non=pregnant 0 6
872 14 16 1
7698 1175 873 16 15 1 3 7
874 14 1s 1
7555 1077 875 14 12 2 10 12
876 14 13 1
7556 1078 877 non-pregnant 7 0
878 15 14 0
7557 1181 879 16 17 2 28 14
880 14 6 1
Mean £ S.D. 15%1 1422 1.24£0.9 1012 10+£12

Total fertile males = 19

Total fertile males impregnating two females = 12

e
P
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TABLE A-5 (C ntinued)

DBCP: INHALATION FERTILITY STUDY IN THE RAT!

Individual Observations Made at the Time of Necropay of
Unexposed Female Rats Mated wi ~EXpPOS ales
Week of Study: 7

Exposure Level: 1.0 ppm

Animal Ear Ear X X
Number Number  Number Corpora Pre=imp Post=imp
Male Male Female Lutea Implantations Resorptions Loss Loas

77-7608 1097 88l non=pregnant 15 18
882 13 1
7609 1098 883 16 6 0
884 non-pregnant
7610 1099 8a5s 17
886 non-pregnant
7611 1100 887 17
888 15
7612 1101 889 16
890 17
7613 1102 891 16
892 16
7614 1103 893 12
894 13
7615 1104 895 non-pregnant
896 16
7616 1105 897
898
7617 1106 899
901
7618 1107 902
903
7619 1110 904
905 non-pregnant
7620 1111 906 20
907 non=-pregnant
7621 1112 908 13
909 non-pregnant
7622 1113 910 13
911 15
7623 1114 912 15
913 12
7624 1115 914 15
915 14
7625 1116 916 non=-pregnant
917 non-pregnant
7626 1117 918 17
919 18
7627 1118 920 16
921 16

ONW OO~ O W NHFNONWOD COoOHOHOFO «Q oNn

x (- W~y -]

Mean % S.D. 1582

o
.

Total fertile male = 19

Total fertile males impregnating two females = 12
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TABLE A-5 (Continued)

~267~

INBALATION FERTILITY STUDY IN THE RAT'

Individual Observations Made at the Time of Necropsy of
Une sed Female Rats Mated with DBCE=E sag Males

Week of Study: 7

Exposure lavel: 10 ppm
Animal Ear Ear X X [
Number Number Number Corpora Pra-imp Post=imp i
Male Male Female Lutea Implantations  Resorptions Loss ioss i
77-7678 1136 922 17 13 1 22 12
923 15 12 2
7679 1137 924 13 13 0 10 12
925 15 12 3
7680 1138 926 14 12 1 25 20 i
927 14 9 3 ~
7681 1139 928 17 16 2 3 20
929 15 15 4
7682 1140 930 non-pregnant 0 27
. 931 15 15 4 ]
7683 1141 932 14 13 3 4 19 i
933 13 13 2 -
7684 1142 934 12 13 0 14 14 .
935 15 11 3 -
7685 1143 936 13 11 0 26 11 i
937 14 9 2 i.
7686 1144 938 16 13 3 19 23
. 939 non-pregnant
7687 1145 940 18 13 6 14 34
9241 14 14 3 ;
7688 1146 942 12 13 5 0 k) t
943 non=pregnant
7689 1147 944 13 14 E) 38 18
945 12 3 0
7690 1148 946 17 15 2 6 14
947 19 19 3
7691 1149 948 9 13 4 0 26
949 13 14 3
7692 1150 950 14 16 3 o 14
951 13 13 1
7693 1151 952 non-pregnant
953 non-pregnant
7694 1152 954 14 10 4 18 34
955 12 11 3
7695 1153 956 16 11 4 25 18
957 16 13 0
7696 1154 958 non=pregnant 8 17
959 13 12 2
7697 1155 960 non-pregnant
961 non=pregnant
Mean %+ 5.D. 1442 1342 2.641.1 13kl 2148
Total fertile males = 18
Total fertile males impregnating two females = 14 n
tMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for
6 hr/day, S5 days/week for 14 weeks. Following termination of the exposure
period, animals were maintained in the laboratory for recovery. Each exfosed :
male was housed with 2 unexposed females for a 7-day breeding period during the :

7th week of the study.

The average values for the two female rats bred to each male were calculated.
Group means were then calculated from these averaged values.
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TABLE A-6
] DBCP: INHALATION FERTILITY STUDY IN THE RAT?

Individual Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated with DBCE-Exposed Males

Week of Study: 10 '
Exposure Level: 0 ppm

Animal Ear Ear X A
Number Number Number Corpora Pre-imp Ppost-imp
Male Male Female Lutea Implantations Resorptions Loss Loss
77=7469 1019 1825 10 9 0 10 0
1826 non=pregnant
7470 1021 1827 15 16 0 3 4
1828 16 15 1
} 7471 1022 1829 non-pregnant 0 8
1830 13 13 1
. 7472 1023 1831 15 15 4 6 14
1832 16 14 0
7473 1024 1833 12 10 1 8 5
1834 13 13 0
! 7474 1025 1835 14 14 ] 14 0
! 1836 14 10 0
7475 1026 1837 14 13 1 4 8
1838 15 15 1
7476 1027 1839 15 13 1 10 4
1840 12 1 0
7477 1028 1841 16 14 0 12 4
1842 15 13 1
7478 1029 1843 15 16 2 Q 6
1844 13 13 0
7479 1030 1845 13 13 0 10 8
1846 16 13 2
7480 1032 1847 non-pregnant 1l 6
1848 18 16 1
7481 1033 1849 16 15 0 3 4
1850 13 13 1
7482 1034 1851 non=pregnant
1852 non-pregnant
7483 1035 1853 12 12 0 0 3
1854 17 18 1
7484 1036 1855 15 15 0 0 4
1856 11 11 1
7485 1037 1857 16 15 0 6 0
1858 non=-pregnant
7486 1182 1859 12 12 1 0 8
1860 non=pregnant
7487 1039 1861 10 10 1 0 5
1862 14 14 0
7488 1040 1863 non=-pregnant 45 Y
1864 11 6 0
Mean £ S.D. 1412 13%3 0.6+£0.5 7£10 544

Total fertile males = 19

Total fertile males impregnating two females = 13
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TABLE A=6 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RATT

Individual Observations Made at the Time of Necropay of
Unexposed Female Rats Mated with DBCP-Exposed Males
Week of Study: 10

Exposure [avel: 0.1 ppm

Animal Ear Ear A X
Number Number Number Corpora Pre-imp Poat-imp
Male Male Female Lutea Implantations Resorptions Loss Loss

77-7539 1057 1865 17 14
1866 14 13
7540 1058 1867 17 16
1868 14 14
7541 1059 1869 13 12
1870 14 14
7542 1060 1871 20 10
1872 25
7543 1062 1873 non=pregnant
1874 non-pregnant
7544 1063 1875 14
1876
7545 1064 1877
1878
7546 1065 1879
1880
7547 1066 1881
1882
7548 1068 1883
1884
7549 1069 1885
1886
7550 1070 1887
1888
7551 1072 1889
1890
7552 1073 1891
1892
7553 1074 1893 non-pregnant
1894 14
7554 1075 1895 15
1896 14
7698 1175 1897 15
1898 11
7555 1077 1899 16
1900 15
7556 1078 1901 13
1902 15
7557 1181 1903 non-pregnant
1904 16

12 11
3 6
4

43
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1
Mean % S.D. 1542 0.7+0.5

Total fertile males = 19

Total fertile males impregnating two females = 17
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TABLE A-6 (Continued)

INHALATION FERTILITY STUDY IN THE RAT!

Unexposed Female RAats Na

ions Made at the Time of Necropsy of
Rats Mated with DBGCP=Exposed Males

Week of Study: 10
Exposure Level: 1.0 ppm
Animal Bar Ear A X
Number Number Number Corpora Pre-imp Post-imp
Male Male Female Lutea Implantations Resorptions Loss Loss
77-7608 1097 1905 16 17 o 0 0
1906 non=-pregnant
7609 1098 1907 13 2 48 15
1908 non=pregnant
7610 1099 1909 13 11 0 14 6
1911 17 15 2
7611 1100 1912 15 14 0 6 4
1913 16 15 1
7612 1101 1914 16 9 0 22 0
1915 12 13 0
7613 1102 1916 13 12 1 14 8
1917 16 13 1
7614 1103 1918 16 14 0 34 28
1919 20 9 5
7615 1104 1920 non-pregnant
1921 non=pregnant
7616 1105 1922 17 18 0 0 0
1923 16 16 0
7617 1106 1924 14 14 0 3 0
1925 17 16 0
7618 1107 1926 13 15 2 39 (3
1927 14 3 0
7619 1110 1928 15 12 0 20 0
1929 non=pregnant
7620 1111 1930 15 14 0 4 0
1931 13 14 Q
7621 1112 1932 18 16 0 6 0
1933 16 16 0
7622 1113 1934 14 14 2 0 11
1935 11 12 1
7623 1114 1936 1l 13 0 0 0
1937 17 17 0
7624 1115 1938 17 16 2 (4 12
1939 non-pregnant
7625 1116 1940 10 11 0 4 4
1941 12 11 1
7626 1117 1942 11 12 2 0 12
1943 12 12 1l
7627 1118 1944 non-pregnant
1945 non-pregnent
Mean £ S.D. 1543 1342 0.840.8 12415 6+8
Total fertile males = 138
Total fertile males impregnating two females = 14
DO 131299

CONF TDENTTAL




DBCP:

TABLE A-6 (Continued)
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INHALATION FERTILITY STUDY IN THE RAT'!

Individual Observations Made at the Time of Necropsy of
Eneggpsea Female Rats Hated with DBCP-Exposed Males

Week of Stud{: 10
H

Exposure Leve 10 ppm
|
Animal Ear Ear X i
Number Number  Number Corpora Pre=imp Post-imp
Male Male Female Lutea Implantations Resorptions Loss Loss
77-7678 1136 1946 15 15 o 4 0
1947 13 12 0
7679 1137 1948 14 14 2 14 16
1949 17 12 2
7680 1138 1950 16 16 5 0 31
1951 non=pregnant
7681 1139 1952 non-pregnant 19 38
1953 16 13 5
7682 1140 1954 non=pregnant 0 21
1955 14 14 3
7683 1141 1956 14 14 2 16 26
1957 12 8 3
7684 1142 1958 non-pregnant Q 28
1959 13 14 4
7685 1143 1960 -2 12 3 0 | 29
1961 12 12 4 |
7686 1144 1962 14 11 2 20 114
1963 11 9 1
7687 1145 1964 14 14 2 10 16
1965 14 11 2
7688 1146 1966 14 3 1 84 16
1967 11 1 0
7689 1147 1968 7 4 4 32 58
1969 15 12 2
7690 1148 1970 16 14 2 28 29
1971 16 9 4
7691 1149 1972 15 15 3 0 14
1973 13 13 1
7692 1150 1974 14 14 1 a 8
1975 12 12 1
7693 1151 1976 16 15 6 6 40
1977 nen=pregnant
7694 1152 1978 --a 13 0 7 16
1979 14 13 4
7695 1153 1980 13 5 o 62 0
1981 non-pregnant
7696 1154 1982 16 14 2 12 14
1983 non=pregnant
7697 1155 1984 20 17 3 8 15
1985 8 8 1
Mean % S$.D. 1442 1243 2.5%1.6 16422 21xl4
Total fertile males = 20
Total fertile males impregnating two females = 13
tMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for
6 hr/day, S days/week for 14 weeks. Following termination of the exposure
period, animals were maintained in the laboratory for recovery. Each exposed

male was housed with 2 unexposed females for a 7-day breeding period during the
10th week of the study.

AData inadvertently were not recorded.

The average values for the two female rats bred to each male were calculated.

Group means were then calculated from these averaged values.

DO 131300
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TABLE A-7
N DBCP: INHALATION FERTILITY STUDY IN THE RAT?
Individual Observations Made at the Time of Necropay of
Unexposed Female Rats Mated With BECF:Expoaea Males
Week of Study: 12 .
Exposure Level: 0 ppm
Animal Ear Ear X A
1 Number Number Number Corpora Pre-imp Post-imp
J Male Male Female Lutea Implantations Resorptions floss Loss
o 77-7469 1019 2001 14 11 4 14 18
2002 14 13 0
7470 lo21 2003 non-pregnant. 0 0
2004 13 16 0
7471 1022 2005 lé 14 (1] 13 4
] 2006 14 12 1 :
, 7472 1023 2007 10 5 0 32 4
! 2008 15 13 1
7473 1024 2009 17 16 1l 3 9
. 2010 14 16 2
i 7474 1025 2011 non-pregnant 24 0
] 2012 21 16 0
7475 1026 2013 18 16 0 6 0
2014 10 10 [+]
] 7476 1027 2015 non=pregnant 6 0
i 2016 18 17 0
1 7477 1028 2017 17 13 1 12 4
2018 17 17 0
\ 7478 1029 2019 non=pregnant 12 0
: 2020 17 15 0
7479 1030 2021 15 16 1 7 12
. 2022 14 12 2
7480 1032 2023 20 18 2 11 16
3 . 2024 17 15 3
7481 1033 2025 18 16 1 14 6
2026 17 14 1
7482 1034 2027 non=-pregnant 43 0
2028 14 8 0
7483 1035 2029 13 13 1 10 16
. 2030 16 13 3
! 7484 1036 2031 16 15 0 3 4
2032 14 15 1
1 748% 1037 2033 15 13 2 10 8
! 2034 14 13 0
i 7486 1182 2035 14 15 0 18 12
2036 11 8 2
7487 1039 2037 13 13 1l i} 4
] 2038 13 14 0
: 7488 1040 2039 12 12 () 10 4
: 2040 16 13 1
1 Mean  S.D. 1512 1432 0.840.8 12£10 616
i
Total fertile ‘males = 20
Total fertile males impregnating two females = 15
i
i
DO 131301
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TABLE A-7 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RAT’
Individual Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated with EEEFZExposea'gaIes

Week of Study: 12 .
Exposure level: 0.1 ppm

Animal Ear Ear : A X :
Number Number  Number Corpora Pre-imp Post-imp !
Male Male Female Lutea Implantations Resorptions Loss Loss i
77-7539 1057 2041 non=pregnant 0 0
2042 14 15 0
7540 1058 2043 15 14 1 14 4
2044 15 12 0
7541 1059 2045 non-pregnant 23 0
2046 13 10 0
7542 1060 2047 22 17 2 18 6
2048 17 1s 0
7543 1062 2049 17 le 1 6 6
2050 non«pregnant
7544 1063 2051 14 17 1 0 10 i
2052 14 14 2 -
7545 1064 2053 18 17 4 3 16
2054 14 15 1 re
7546 1065 2055 non-pregnant 19 23 .
2056 16 13 3 B
7547 1066 2057 16 17 1 3 6
. 2058 16 15 1
7548 1068 2059 13 13 0 6 4
2060 17 15 1 .
7549 1069 2061 15 14 0 4 0
2062 15 16 0
7550 1070 2063 18 11 1 22 8
2064 16 15 1
7551 1072 2065 non=-pregnant 18 67
2066 11 9 (3
7552 1073 2067 16 17 0 0 3
2068 17 17 1
7553 1074 2069 22 18 0 9 0
2070 13 15 0
7554 1075 2071 non-pregnant 7 0
2072 15 14 0
7698 1175 20713 19 12 1 58 54
2074 10 2 2
7555 1077 2075 18 18 1 3 3
2076 17 16 0
7556 1078 2077 non-pregnant
2078 non=pregnant
7557 1131 2079 11 14 1 0 4
2080 11 le 0
Mean % S.D. 1542 1443 1.1%l.4 11114 11:ls8
Total fertile males = 19
Total fertile males impregnating two females = 13 B

CONFIDENTT A
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TABLE A-7 (Continued)

INHALATION FERTILITY STUDY IN THE RAT'

Individual Observations Made at the Time of Necropsy of

Unexposed Female Rats Mated with DBCB-Exposed Males

Week of Study: 12
Exposure Level: 1.0 ppm
Animal Ear Ear A .
Number Number Number Corpora Pre-imp Post-imp
Male Male Female Lutea Implantations  Resorptions Loss loss
77-7608 1097 2081 14 16 1 6 7
2082 15 13 1
. 7609 1098 2083 non-pregnant 0 0
2084 15 15 0
7610 1099 2085 18 14 0 14 0
2086 15 14 0
7611 1100 2087 15 15 2 3 10
2088 16 15 1
7612 1101 2089 13 12 2 4 12
2090 13 15 1
7613 1102 2091 14 15 0 0 ?
2092 13 14 2
7614 1103 2093 13 13 3 0 15
2094 14 14 1
7615 1104 2095 14 11 5 30 22
2096 5 3 0
7616 1105 2097 11 12 1 0 16
2098 13 13 1
7617 1106 2099 16 12 0 20 0
2100 19 16 0
7618 1107 2101 14 15 0 6 0
2102 le 14 0
7619 1110 2103 12 11 1 8 4
2104 13 12 0
7620 1111 2105 19 15 1 26 15
2106 19 13 3
7621 1112 2107 21 12 0 32 0
2108 18 14 0
7622 1113 2109 17 17 1 9 10
2110 17 14 2
7623 1114 2111 13 14 0 0 7
2112 14 14 2
7624 1115 2113 16 19 1l 0 5
2114 non=-pregnant
7625 1116 2115 18 18 4 8 24
2116 18 15 4
7626 1117 2117 14 14 0 0 6
2118 15 15 2
7627 1118 2119 14 14 0 0 12
2120 13 13 3
Mean £ S.D. 1542 1442 1.2¢1.0 8£10 9+7
Total fertile males = 20
Total fertile males impregnating two females = 18
DO 131303
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TABLE A-~7 (Continued)

DBCP: INBALATION PERTILITY STUDY IN THE RAT'

Individual Observations Made at the Time of Necropsy of
nexposed Female Rats Mated with DBCP-Exposed Males

Week of Study: 12
Exposure lavel: 10 ppm

Animal Bar . Ear X X
Number Number  Number Corpora Pre-imp Post-imp ;
Male Male Female Lutea Implantations Resorptions Loss Loss L
77=7678 1136 2121 15 14 0 4 4
2122 13 14 1
7679 1137 2123 13 15 3 0 16
2124 15 15 2
7680 1138 2125 13 15 0 0 4
2126 14 15 1
7681 1139 2127 17 16 1 3 10
2128 14 15 2
7682 1140 2129 15 14 3 7 60
2130 -—2 1 1
7683 1141 2131 12 15 2 v} 6
2132 13 13 0
7684 1142 2133 19 14 7 13 29
2134 13 13 1
7685 1143 2135 15 12 2 20 17
2136 non-pregnhant
7686 1144 2137 nen-pregnant 31 36
2138 " 16 11 . 4
7687 1145 2139 non-pregnant
2140 non-gregnant
7688 1146 2141 1 11 1 12 18
2142 13 11 3
7689 1147 2143 15 13 0 15 20
2144 12 10 4
7690 1148 2145 dead 28 15
2146 18 13 2
7691 1149 2147 13 10 3 23 30
2148 non=-pregnant
7692 1150 2149 12 12 1 0 8
2150 neon=-pregnant
7693 1151 2151 14 15 1 0 30
2152 9 13 7
7694 1152 2153 -2 -l -—a 19 8
2154 16 13 1
7695 1153 2155 13 15 2 8 24
2156 13 11 4 ‘
7696 1154 2157 15 18 2 3 18
2158 18 17 4
7697 1155 2159 15 10 1 16. S
2160 13 14 0
Mean % S.D. 1442 1342 2.141.2 1la10 19414

Total fertile males = 19
Total fertile males impregnating two females = 14

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for
6 hr/day, S5 days/week for 14 weeks. Following termination of the expoaure
period, animals were maintained in the laboratory for recovery. Each exposed
male was housed with 2 unexposed females for a 7-day breeding period during the
12th week of the study.

2pata inadvertently were n t re¢ rded.

The average values for the two female rats bred to each male were calculated. i
Group means were then calculated from these averaged values,

no 131304
CONFTDFNTTAL




TABLE A-8
DBCP: JINHALATION FERTILITY STUDY IN THE RaT'
Individual Observations Made at the Time of Necropsy of
“Unexposed Female Rats Hated With DECP-Expos e'a"HlaP'I}e'_s

Week of Study: 14
Exposure lLevel: 0 ppm

Animal Ear Ear .y X
Number Number Number Corpora Pre=imp Post-inp
Male Male Female Lutea Implantations Resorptions Loss Loss

77-7469 1019 2201 16 16
2202 15 17
7470 1021 2203 15 17
2204 12 12
7471 1022 2205 13 15
2206 14 14
7472 1023 2207 15 16
2208 18 17
7473 1024 2209 16 17
2210 non-pregnant
7474 1025 2211 non-pregnant
2212 18 16
7475 1026 2213 13 13
2214 14 15
7476 1027 22158 13 14
2216 18 16
7477 1028 2217 16 16
. 2218 18 16
7478 1029 2219 neon=-pregnant
2220 12 12
7479 1030 2221 15 17
2222 16 16
7480 1032 2223 13 15
2224 10 10
7481 1033 2225 12
2226 non-pregnant
7482 1034 2227
2228
7483 1035 2229
2230
7484 1036 2231
: 2232
7485 1037 2233
2234
7486 1182 2235
2236
7487 1039 2237
2238
7488 1040 2239
2240 non-pregnant

O0OCOO0O000 O

[
o O O O O O o O

HEFEFOROMOFOOOO HEMNONN COO0OoOM~HON
»
~

Mean % S.D. . 1542 0.6+0.7

Total fertile males = 20

Total fertile males impregnating two females = 15

DO 131306
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TABLE A-8 (Continued)

DBCP: INHALATION PERTILITY STUDY IN THE RAT'
Individual Observations Made at the Time of Necrﬁgsx of [
nexpose emale Ra ated v xpose ales

Week of Study: 14
Exposure Level: 0.1 ppm

(

|

Animal Ear Ear : A X
Number Number  Number Corpora Pre~imp ﬂont-imp
Male Male Female Lutea Inplantations Resorptions Loss _Lgpss
77-7539 1057 2241 13 13 0 0 'og
2242 14 14 1
7540 1058 2243 13 13 0 0 6
2244 15 15 2
7541 1059 2245 12 12 0 0
2246 15 17 0
7542 1060 2247 10 9 2 5 16
2248 11 11 1
7543 1062 2249 12 14 1l 19 4
2250 14 11 0
7544 1063 2251 14 14 2 11 7
2252 9 7 0
7545 1064 2253 non=pregnant 0 0
2254 14 14 0
7546 1065 2255 16 15 1 3 I
2256 14 14 1 l
7547 1066 2257 13 14 0 0 4
2258 13 13 1
7548 1068 2259 14 14 0 0 4
2260 13 12 1l
7549 1069 2261 12 13 0 0 0
2262 non-pregnant
7550 1070 2263 13 14 1 0 7
2264 12 14 1
7551 1072 2265 16 14 4 6 20
2266 12 16 2
7552 1073 2267 15 15 1] 0 0
2268 16 16 0
7553 1074 2269 17 17 1 14 3
2270 11 a ]
7554 1075 2271 15 16 1 41 3
2272 11 2 0
7698 1175 2273 12 12 1 6 4
2274 16 14 0
7555 1077 2275 16 16 0 6 0
2276 16 14 0
7556 1078 2277 15 14 0 7 0
2278 non=pregnant
7557 1181 2279 15 15 [+ 0 0
2280 11 11 0
Mean + 5.D. 141 1322 0.620.7 6x10 45
Total fertile males = 20
Total fertile males impregnating two females = 17 "
DO 131306
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IABLE A-8 {Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Individyal Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated With DBCP—Exposed Males

Weak of Stud{: 14
Exposure Level: 1.0 ppm

Animal Ear Ear A X
Number RNumber  Number  Corpora Pre—-imp Post-imp
Male Male Female Lutea Implantations Resorptions Loas Loss
77-7608 1097 2281 12 14 1 0 7
2282 non-pregnant
7609 1098 2283 12 12 2 0 17
2284 non-pregnant
7610 1099 2285 15 12 0 21 0
2286 9 7 0
7611 1100 2287 11 13 0 3 0
2288 16 15 0
7612 1101 2289 15 12 0 13 0
2290 16 . 15 2
7613 1102 2291 non-pregnant 15 0
2292 13 11 0
7614 1103 2293 14 15 0 Q 4
2294 15 15 1
7615 1104 2295 13 13 2 0 8
2296 12 13 0
7616 1105 2297 15 15 1l 0 4
2298 12 . 12 0
7617 1106 2299 11 11 1 0 4
2300 13 15 0
7618 1107 " 2301 17 15 0 9 0
2302 16 15 0
7619 1110 2303 12 13 - 0 0 0
2304 9 9 0
7620 1111 2305 13 10 1l 12 8
2306 14 14 1
7621 1112 2307 non-pregnant 0 [
2308 17 17 1
7622 1113 2309 17 17 1 4 3
2310 14 13 0
7623 1114 2311 15 14 1 4 10
2312 14 15 2
7624 1115 2313 14 11 2 14 13
2314 14 13 1
7625 1116 2315 10 13 0 14 4
2316 15 11 1
7626 1117 2317 14 14 0 0 4
2318 14 15 1
7627 1118 2319 non-pregnant
2320 non~-pregnant
Mean % S.D. 1442 1342 0.7£0.6 617 5+5
Total fertile males = 19
Total fertile males impregnating two females = 15
no 130 307
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TABLE A-8 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RaT!
Individual Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated with DBLP-Exposed Males

Week of Study: 14
Exposure Level: 10 ppm

Animal Ear Ear X X
Number Number Number Corpora Pre-imp Post-imp
Male Male Female Lutea Implantations Resorptions Loas Loss

77-7678 1136 2321 13 13 0 0 9

2322 11 11 2

7679 1137 2323 non-pregnant 0 0
2324 12 12 0

7680 1138 2325 14 14 0 4 7
2326 15 14 2

7681 1139 2329 non-pregnant 0 43
2330 13 14 6

7682 1140 2327 11 11 2 21 9
2328 12 7 0

7683 1141 2331 non=-pregnant 6 0
2332 18 17 0

7684 1142 2333 15 15 5 0 20 .
2334 13 15 1 !

7685 1143 2335 14 15 3 10 14
2336 14 11 1

7686 1144 2337 non=pregnant 20 33
2338 15 12 4

7687 1145 2339 17 15 3 6 10
2340 11 11 ]

7688 1146 2341 15 13 4 6 38
2342 11 11 5

7689 1147 2343 15 17 2 0 12
2344 non=pregnant

7690 1148 2345 non-pregnant 0 20
2346 15 15 3

7691 1149 2347 16 14 4 6 25
2348 15 15 3

7692 1150 2349 15 14 1 7 7
2350 non-pregnant

7693 1151 2351 15 16 1 0 (3
2352 16 16 1

7694 1152 2353 14 15 8 16 26
2354 16 11 0

7695 1153 2355 13 12 6 4 32
2356 12 15 2

7696 1154 2357 18 16 1 12 20
2358 14 12 4

7697 1155 2359 13 13 1 0 4
2360 12 13 0

Mean %= S5.D. 1442 1442 2.3a1.7 [-:1'Y) 17413

Total fertile males = 20
Total fertile males impregnating two females = 13

THMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day,
5 days/week for 14 weeks. Following termination of the exposure period, aninmals
were maintained in the laboratory for recovery. Each exposed male was housed with
2 unexposed females for a 7-day breeding period during the l14th week of the study.

The average values for the two female rats bred to each male were calculated. Group
means were then calculated from these averaged values,

DO 131308
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TABLE A-9
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INHALATION FERTILITY STUDY IN THE RAT'

Individual Observations Made at the Time of Necropsy of

Unexposed Female Rats Mated with DBCP~Exposed Males

Week of Study: 16
Exposure lLaevel: 0 ppm
Animal Ear Ear - X X
Number Number  Number Corpora Pre~-imp Post-imp
Male Male Female Lutea Implantations  Resorptions Loss TLoas
77-7469 1019 2601 15 13 1 6 4
2602 15 16 0
7470 1021 2603 15 16 0 0 0
2604 16 16 0
7471 1022 2605 16 16 2 0 16
2606 15 15 3
7472 1023 2607 16 0 16 100 0
2608 non-pregnant
7473 1024 2609 13 8 0 26 0
2610 14 12 0
7474 1025 261l 13 14 1 3 4
2612 18 17 0
7475 1026 , 2613 13 13 0 0 7
2614 15 15 2
7476 1027 2615 17 17 1 0 15
2616 13 17 4
7477 1028 2617 non-pregnant 12 7
2618 17 15 1
7478 1029 2619 15 16 0 0 0
2620 20 20 0
7479 1030 2621 12 15 1l 4 4
2622 15 14 0
7480 1032 2623 12 4 1 34 319
2624 14 17 9
7481 1033 2625 16 14 0 12 0
2626 non=-pregnant
7482 1034 2627 14 16 1 0 3
2628 16 16 0
7483 1035 2629 16 16 1 0 6
2630 non=pregnant
7484 1036 2631 20 19 0 2 0
2632 15 16 0
7485 1037 2633 19 16 7 11 28
2634 18 17 2
7486 1182 2635 15 14 1 4 4
2636 15 15 0
7487 1039 2637 16 16 1 8 3
2638 13 11 0
7488 1040 2639 15 16 0 6 0
2640 18 16 0
Mean % S.D. 1641 144 1.8%3.6 11423 7410
Total fertile males = 20
Total fertile males impregnating two females = 16
DO 131309
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TABLE A-9 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RATT

Individual Obgervations Made at the Time of Necropay of
Unexposed Female RAts Mated with DBCP-Exposed Males

Week of Stud{: 16
%

Exposure Leve 0.1 ppm
Animal Ear Ear b X
Number Number Number Corpora Pre—-imp Post=imp
Male Male Pemale Lutea Implantations Reaorptions Loss Loss
77-7539 1057 2641* 0 14
2642 14 14 2
7540 1058 2643 15 15 2 0 13
2644*
7541 1059 2645 15 14 0 7 0
2646*
7542 1060 2647* 7 0
2648 15 14 0
7543 1062 2649 15 17 0 4 0
2650 15 14 0
7544 1063 2651 14 14 2 0 10
2652 15 15 1
7545 1064 2653 17 17 1 0 3
2654 18 18 0
7546 1065 2655 16 14 2 6 10
2656 15 15 1
7547 1066 2657 12 12 0 4 7
2658 13 14 2
7548 1068 2659 11 S 0 40 0
2660 17 13 0
7549 1069 2661 11 11 0 4 0-
2662 13 12 0
7550 1070 2663 17 16 0 10 0
2664 14 12 0
7551 1072 2665 14 13 0 4 3
2666 18 18 1
7552 1073 2667 14 13 0 7 0
2668 non=pregnant
7553 1074 2669 16 15 2 7 10
2670 13 14 1
7554 1075 2671 13 13 0 0 0
2672 14 15 0
7698 1175 2673 13 13 2 38 24
2674 13 3 1
7555 1077 2675 16 4 1l 75 25
2676 non=-pregnant
7556 1078 2677 18 17 1 6 6
2678 non-pregnant
7557 1181 2679 17 13 4 12 16
2680 13 13 0
Mean + S.D. 1542 1313 0.8£0.8 12419 7+8
Total fertile males = 20
Total fertile males impregnating two females = 16
DO 134 310
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TABLE A-9 (Continued)
l DBCP: INHALATION FERTILITY STUDY IN THE Rar!
Individual Obgservations Made at the Time of Necropsy of
Uneéxposed Female Rats Mated with DBCP-Expoged Males
Week of Study: 16 '
Exposure Level: 1.0 ppm
' Animal Ear Ear Py p.
j Number Number Number Corpora Pre=imp Posat~imp
. Male Male Female Lutea Implantations Resorptions Loss Loss
77-7608 1097 2681 15 15 2 4 6
2682 15 14 0
7609 lo9s 2683 14 13 1 7 8
\ 2684 non=-pregnant
i 7610 1099 2685 14 14 0 0 0
2686 14 14 .0
’ 7611 1100 2687 14 12 0 7 0
2688 15 16 0
- 7612 1l01 2689 13 14 2 3 7
; 2690 16 15 0
b 7613 1102 2691 12 15 1 12 8
2692 16 12 1
7614 1103 2693 14 14 10 0 36
2694 14 14 0
J 7615 1104 2695 14 13 2 4 8
2696 14 15 0
7616 1105 2697 13 14 0 0 7
2698 13 14 2
7617 1106 2699 11 12 0 0 0
2700 non-pregnant
7618 1107 2701 ' non-pregnant 7 7
2702 15 14 1
7619 1110 2703 11 9 1 18 11
2704 non-pregnant
' 7620 1111 27058 17 18 2 0 11
2706 non-pregnant
7621 1112 2707 13 11 2 8 13
2708 13 13 1
7622 1113 2709 14 6 0 57 0
) 2710 non=-pregnant
7623 1114 2711 13 12 0 4 4
! 2712 15 15 1
: 7624 1115 2713 15 15 2 0 13
4 2714 non-pregnant
7625 1116 2715 non-pregnant 0 0
2716 11 11 0
7626 1117 2717 14 16 2 12 6
2718 18 16 0
7627 1118 2719 15 15 5 6 16
2720 16 14 0
i Mean £ S.D. 1442 1332 1.1%1.2 7+13 8+8
i
Total fertile males = 20
Total fertile males impregnating two females = 12
i
' DO 131311
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TABLE A-9 (Continued)

DBCP: INHALATION PERTILITY STUDY IN THE RATT ;

individual Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated with DBLP-Exposed Males

Week of Study: 1le
Exposure Level: 10 ppm

Animal Ear Ear X .
Number Number  Number  Corpora Pre=-imp Pbsc-imp
Male . Male Female Lutea Implantations Rasorptions Loss Loss
77-7678 1136 2721 15 14 2 4 o 17
2722 15 15 3
7679 1137 2723 15 16 1 0 6
2724 15 15 1
7680 1138 2725 14 8 2 68 62
2726 14 1 1
7681 1139 2727 15 15 1 0 8
2728 10 13 1
7682 1140 2729 13 12 3 4 28
- 2730 14 16 5
7683 1141 2731 14 15 1 0 16
2732 16 16 4
7684 1142 2733 13 15 8 6 40
2734 17 15 4
7685 1143 2735 11 13 2 0 ;11
2736 14 14 1 |
7686 1144 2737 non=pregnant 7 I/
2738 15 14 1 ‘
7687 1145 2739 non=-pregnant 0 19
2740 16 16 3
7688 1146 2741 14 14 2 4 7
2742 12 11 0
7689 1147 2743 17 14 10 9 36
2744 14 15 0
7690 1148 2745 16 16 1 0 3
2746 11 13 0
7691 1149 2747 15 12 1 10 8
2748 13 13 1
7692 1150 2749 15 14 0 4 14
2750 14 14 4
7693 1151 2751 16 17 3 0 18
2752 non-pregnant
7694 1152 1753 15 15 1l 0 7
2754 14 14 1
7695 1153 2755 15 8 0 24 0
2756 13 13 0
7696 1154 2757 14 12 0 14 0
2758 non=-pregnant
7697 1155 2759 14 13 4 4 19
2760 15 15 1
Mean t S.D. 14+1 1443 2.0%1.6 8x15 16215

Total fertile males = 20

Total fertile males impregnating two females = 16

TMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day,
5 days/week for l4 weeks., Following termination of the exposure period, animals
were maintained in the laboratory for recovery. Each exposed male was housed
with 2 unexposed females for a 7-day breeding period during the 16th week of the
study.

*Animals lost ear tags and were not identifiable

The average values for the two female rats bred to each male were calculated. Group :
means were then calculated from these averaged values,
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TABLE A=-10
DBCP: INBALATION FERTILITY STUDY IN THE RAT'Y

Individual Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated with DBCP~Exposed Males

Week of Study: 19
Exposure Lavel: O ppa

Animal Ear Ear A X
° Number Number  Number  Corpora Pre=imp Post-imp
i Male Male Female Lutea Implantations Resorptions Loss Loas
77-7469 1019 3301 13 14 1 0 7
3302 non-pregnant
7470 1021 3303 non=-pregnant 25 8
3304 16 12 1
7471 1022 3305 15 13 1 10 4
3306 14 13 0
7472 1023 3307 13 8 1 19 6
3308 13 u 0
7473 1024 346l noh-pregnant 0 7
3310 14 15 1
7474 1025 3311 14 10 2 14 14
: 3312 14 14 1
- 7475 1026 3313 14 14 2 4] ?
3314 11 13 0
! 7476 1027 3315 13 16 1 0 3
i 3316 17 17 0
4 7477 1028 3317 14 13 1 4 4
3318 12 13 0
7478 1029 3319 12 15 1 0 4
: 3320 17 18 0
i 7479 1030 a3l 16 16 1 0 9
! 3322 17 17 2
7480 1032 3323 18 15 0 8 0
1 3324 12 12 0
7481 1033 3325 non-pregnant 0 0
, 3326 13 13 0
7482 1034 3327 12 15 1 0 4
3328 16 16 0
7483 1035 3329 15 15 0 0 6
3330 15 16 2
i 7484 1036 3331 17 le 0 3
3332 11 14 0
7485 1037 3333 15 15 0 6 4
1 3334 17 15 1
J 7486 1182 3335 15 13 1 36 4
3336 15 6 0
7487 1039 33137 15 15 0 6 0
1 3338 17 15 0
J 7488 1040 3339 16 13 1 10 4
3340 15 15 0
. Mean % S.D. 14kl 142 0.6+0.4 7410 53

Total fertile males = 20

] Total fertile males impregnating two females = 16
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TABLE A-10 (Continued)

DBCP: INHALATION PERTILITY S7UDY IN THE RATY

Individual Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated with DBCP-Exposed Males

Week of Study: 19
Exposure Level: 0.l ppm

Animal Ear Ear by .Y

1
Number Number Number Corpora Pre~imp Post-imp P
Male Male Female Lutea Implantations Resorptions Loss Loss !
77=7539% 1057 3341 16 17 0 4 4
3342 14 13 1
7540 1058 3343 14 15 0 0 3
3344 16 16 1
7541 1059 3345 14 15 1 4 4
3346 14 13 0
7542 1060 3347 15 13 0 6 0
3348 15 15 0
7543 1062 3349 non-pregnant
3350 non—-pregnant
7544 1063 3351 non-pregnant 0 0
3352 14 14 0
7545 1064 3353 17 16 0 8 6
3354 19 17 2
7546 1065 3355 non-pregnant 6 19
3356 17 16 3 ’
7547 1066 3357 13 9 2 le 11
3358 13 13 0
7548 1068 3359 15 15 2 4 6
3360 15 14 0
7549 1069 336l 19 20 0 0 3
3362 . 16 17 1
7550 1070 3363 17 14 0 32 14
3364 13 7 2
7551 1072 3365 17 19 3 0 8
3366 15 15 0
7552 1073 3367 19 15 0 0 4
3368 14 15 1
7553 1074 3369 16 17 0 8 4
3370 18 15 1
7554 1075 3371 15 15 1 0 7
3372 non-pregnant
7698 1175 3373 non-pregnant 21 36
3374 14 11 4
7555 1077 3375 16 17 0 3 6
3376 18 17 2
7556 1078 33717 13 13 0 0 4
3378 12 14 1
7557 1181 3379 13 11 o 8 0
3380 12 13 0
Mean £ S.D. 1542 1442 0.941.0 648 Ta8

Total fertile males = 19

Total fertile males impregnating two females = 15

| e
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TABLE A-10 (Continued)

INHALATION PERTILITY STUDY IN THE RAT!

Individual Observations Made at the Time of Necropsy of
nexpose. [ @ Rats Matead w Xpoae ales

Wweek of Study: 19
Exposure Level: 1.0 ppm
Animal Ear Ear X X
Number Number Number Corpora Pre~jmp Post~imp
Male Male Pemale Lutea Implantations Resorptions Loss Loss
77-7608 1097 338l 13 11 0 8 0
3332 13 15 0
7609 1098 3383 14 15 1 4 4
3384 15 14 0
7610 1099 3385 16 15 0 6 0
3386 17 18 0
7611 1100 3387 15 15 0 9 0
3338 17 14 0
7612 1101 3389 19 18 0 2 2
3390 18 19 1
7613 1102 3391 13 11 1 14 4
3392 17 15 0
7614 1103 3393 14 18 0 0 0
3394 12 14 0
7615 1104 3395 10 9 2 5 11
3396 11 14 0
7616 1105 3397 13 15 0 17 0
3398 non-pregnant
7617 1106 3399 15 lé 0 0 4
3475 15 15 1
7618 1107 3401 11 14 1 [} 4
3402 15 16 0
7619 1110 3403 13 13 0 0 0
3404 13 15 0
7620 1111 3405 16 16 1 0 6
: 3406 14 16 1
7621 1112 3407 17 16 0 3 6
3408 15 16 2
7622 1113 3409 19 19 0 0 0
3410 non~-pregnant
7623 1114 3411 15 15 3 8 10
3412 13 11 0
7624 1115 3413 non=pregnant 64 0
3414 14 5 0
7625 1116 3415 13 15 1 0 4
3416 12 13 0
7626 1117 3417 14 13 o 14 4
3418 15 12 1
7627 1118 3419 15 16 1 0 6
3420 17 18 1
Mean % S.D. 15+2 1423 0.440.4 8+14 343
Total fertile males = 20
Total fertile males impregnating two females = 17
DO 131315
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TABLE A-10 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RAT?
Individual Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated with DBCP-Exposed Males

Week of Study: 19
Exposure lLevel: 10 ppm

Animal Ear Ear X X
Number Number Number Corpora Pre-imp Post-imp
Male Male Female Lutea Implantations  Resorptions Loss Loss

77-7678 1136 3421 15 15
3422 17 18
7679 1137 3423 11 12
3424 non=pregnant
7680 1138 . 3425 non-pregnant
3426 12 12
7681 1139 3427 14
3428 16
7682 1140 3429 12
3430 11
7683 1141 3431 non-pregnant
3432 non=pregnant
7684 1142 3433 non=-pregnant
3434 11
7685 1143 3435 14
3436 13
7686 1144 3437 13
34238 non=-pregnant
7687 1145 3439 13
3440 18
7688 1146 3441 15
3442 14
7689 1147 3443 16
3444 non-pregnant
7690 1148 3445 14
3446 14
7691 1149 3447 16
34438 12
7692 1150 3449 non=-pregnant
3450 16
7693 1151 3451 14
3452 non=pregnant
7694 1152 3453 12
3454 16
7695 1153 - 3455 12
3456 15
7696 1154 3457 15
3458 13
7697 1155 3459 15
3460 13

OO~ O0OO N W OOk NNMNFEU = ooN

Mean + S.D. 142

Total fertile males = 19

Total fertile males impregnating two females = 12

tMale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day,
5 days/week for 14 weeks. Following termination of the exposure period, animals
were maintained in the laboratory for recovery. Each exposed male was housed with

2 unexposed females for a 7-day breeding period during the 19th week of the study.

The average values for the two female rats bred to each male were calculated.
Group means were then calculated from these averaged values,

DO 131316,
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TABLE A-1ll
DBCP: INHALATION FERTILITY STUDY IN THE RaT!

Individual Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated with DBGP-Exposed Males

Week of Study: 24
Exposure Level: 0 ppm

Animal Ear Ear A
Number Number  Number  Corpora Pre=-imp
Male Male Female Lutea Implantations  Resorptions Loss

77-7469 1019 4001
4002
7470 1021 4003
4004
7471 1022 4005
4006
7472 1023 4007
4008
7473 1024 4009 non-pregnant
4010 13
7474 1025 4011 20
4012 11
7475 1026 4013 16
4014 non-pregnant
7476 1027 4015
4016
7477 1028 4017
4018
7478 1029 4019 non-pregnant
4020 13
7479 1030 4021 13
. 4022 15
7480 1032 4023 15
4024 14
7481 1033 4025 13
4026 non=pregnant
7482 1034 4027 13
4028 13
7483 1035 4029 14
4030 le
7484 1036 4031 17
4032 non-pregnant
7485 1037 4033 16
4034 non-pregnant
7486 1182 4035 14
4036 non=-pregnant
7487 1039 4037 13
4038 13
7488 1040 4039 19
4040 15

(=2 o ol o o cCoOooo HHEOOOO NNOO NWN - OO HOOO

Mean + S.D. 1441 0.6&0.8

Total fertile males = 20

Total fertile males impregnating two females = 13

DO 131317
CONFTDENT TAL




-289~

TABLE A=1l (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RaT!

i
Individual Observations Made at the Time of Necropsy of '
Unexposed Female Rats Mated with DBCP-Exposed Hales ‘

Week of Study: 24
Exposure Level: 0.l ppm

Animal Ear Ear X J X i

Number Number Number Corpora Pre—imp P&st—imp t
Male Male Femnale Lutea Implantations Resorptions Loss Loss
77~7539 1057 4041 15 15 1 0 . 4
4042 13 15 0
7540 1058 4043 13 14 1 0 7
4044 non-pregnant
7541 1059 4045 18 14 3 1l 18
4046 11 13 2
7542 1060 4047 non=pregnant 0 13
4048 14 15 2
7543 1062 4049 non-pregnant 0 0
4050 17 17 0
7544 1063 4051 16 14 1 10 4
4052 13 12 0
7545 1064 4053 15 14 0 7 0
4054 non-pregnant
7546 1065 4055 16 15 7 3 24
4056 13 13 0 {
7547 1066 4057 non=pregnant 0 , 0
4058 11 11 0
7548 1068 4059 13 11 2 14 9
' 4060 15 13 0
7549 1069 4061 14 14 0 0 0
4062 12 14 0
7550 1070 4063 12 11 0 8 0
4064 non=-pregnant
7551 1072 4065 12 2 2 45 54
' 4066 15 14 1
7552 1073 4067 14 14 1 0 7
40638 15 15 1
7553 1074 4069 14 14 0 8 0
4070 13 11 0
7554 1075 4071 14 14 0 7 0
4072 14 12 0
7698 1175 4073 non=-pregnant
4074 non~pregnant
7555 1077 4075 non-pregnant 8 8
4076 13 12 1
7556 1078 4077 11 13 0 0 0
4078 non=pregnant
7557 1181 4079 13 15 3 0 13
4080 16 17 1
Mean % S.D. 141 1322 0.9:1.0 6+10 8+13

Total fertile males = 19 i

Total fertile males impregnating two females = 11
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TABLE A-1ll1 (Continued)

DBCP: INHALATION PERTILITY STUDY IN THE RATY
Individual Observations Made at the Time of Necropsy of
Unexpose emale Rats Mated w Xpose Ales

Wesk of Study: 24 )
Exposurd Level: 1.0 ppm

[R—

? Animal Ear Ear X X
] Number  Number Number Corpora Pre-imp Post-imp
Male Male Female Lutea Implantations Resorptions Loss loss
- -,
’ 77-7608 1097 4081 12 12 2 4 19
4082 15 14 3
7609 1098 4083 14 15 1 0 7
4084 non=pregnant
| 7610 1099 4085 14 14 2 11 7
: 4086 18 14 0
' - 7611 1100 4087 14 15 0 0 0
4088 non-pregnant
7612 1101 4089 non=pregnant
4090 non=pregnant
7613 1102 4091 non-pregnant 0 0
4092 15 15 0
7614 il03 4093 non-pregnant 6 13
! 4094 16 15 2
; 7615 1104 4095 11 7 0 36 0
‘4 4096 non=-pregnant
7616 1105 4097 17 15 2 6 13
, 4098 14 15 2
7617 1106 4099 13 13 0 6 4
4100 16 14 1
7618 1107 4101 15 15 2 0 10
4102 16 le 1
7619 1110 4103 non-pregnant
4104 non-pregnant
7620 1111 4105 13 13 0 3 0
4106 le 15 0
7621 1112 4107 14 11 0 22 4
4108 18 14 1
7622 1113 4109 15 14 1 10 15
4 4110 15 13 3
7623 1114 4111 non-pregnant 0 7
] 4112 15 15 1
: 7624 1115 4113 15 15 1 25 4
i 4114 12 6 0
7625 1116 4115 12 12 0 6 0
4116 15 13 0
‘ 7626 1117 4117 14 16 0 3 4
J 4118 le 15 1
7627 1118 4119 13 13 0 o 0
4120 13 13 0
Mean £ 5.D. 1411 1442 0.840.8 8+10 6+6

[,

Total fertile males = 18

Total fertile males impregnating two females = 12

DO 131319
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TABLE A-1l1 (Continued)

INHALATION FPERTILITY STUDY IN TEE RAT!

Individual Observations Made at the Time of Necropsy of

Unexposed Female Rats Mated w

Mated with DACE-Exposed Halos

Week of Study: 24 .
Exposure Level: 10 ppm
Animal Ear Ear A X
Number Number Number Corpora Pre=imp Post-imp i ;
Male Male Female Lutea Implantations Resorptions Loss loss ‘
77-7678 1136 4121 14 13 0 7 1] :
4122 non=pregnant
7679 1137 4123 13 13 1 6 10
4124 18 16 2 .
7680 1138 4125 12 14 0 [} 4 i
4126 13 13 1
7681 1139 4127 13 13 1 0 7
4128 15 16 1
7682 1140 4129 14 14 1 9 7 .
4130 17 14 1
7683 1141 4131 non~pregnant 6 7 b
4132 16 15 1
7684 1142 4133 18 17 0 6 4 .
4134 14 13 1 :
7685 1143 4135 13 13 2 0 11
4136 14 14 1
7686 1144 4137 15 13 0 13 0
4138 non=pregnant
7687 1145 4139 16 14 1 9 4
4140 16 15 0
7688 1146 4141 12 13 0 8 4
4142 18 15 1
7689 1147 4143 11 11 1 o 6
4144 13 15 1
7690 1148 4145 17 12 1 18 4
4146 15 14 0
7691 1149 4147 16 14 0 6 0
4148 13 14 Q
7692 1150 4149 non-pragnant 0 0
4150 15 15 0
7693 1151 4151 16 14 1 6 4
4152 14 14 0
7694 1152 4153 non-pregnant 25 0
4154 16 12 0
7695 1153 4155 non-pregnant 0 18
4156 11 11 2
7696 1154 4157 15 13 1 13 8
4158 non-pregnant
7697 1155 4159 14 15 0 0 0
4160 non-pregnant
Mean # 5.D. 15+2 1411 0.6:0.6 77 5&5

Total fertile males = 20

Total fertile males impregnating two females = 12

tTMale rats exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day,
5 days/week for 14 weeks. Following termination of the exposure period, animals
were maintained in the laboratory for recovery. Each exposed male was housed with
2 unexposed females for a 7-day breeding peried during the 24th week of the
study.

The average values for the two female rats bred to each male were calculated. Group
means were then calculated from these averaged values. .
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TABLE A=-12
DBCP: INBALATION FERTILITY STUDY IN THE RAT'!
Individual Observations Made at the Time of Necrggsz of
nexpose emale acs aAte Wl ‘x_pOSQ ales

Weak of Study: 29
Exposure Level: 0 ppm

H Animal Ear Ear X .}
Number Number  Number Corpora Pre-imp Post-imp
Male Male Female Lutea Implantations Resorptionsa Loss Loss
77-7469 1019 4201 15 13 2 6 12
4202 12 13 1
7470 1021 4203 non-pregnant 0 0
_ 4204 14 14 0
: 7471 1022 4205 12 14 1 0 4
4206 12 13 0
7472 1023 4207 non-pregnant 6 7
4208 16 15 1
7473 1024 4209 15 14 0 4 4
4210 15 15 1
7474 1025 4211 19 15 2 10 16
4212 15 15 3
7475 1026 4213 16 le 2 0 10
i 4214 13 13 1
: 7476 1027 4215 non-pregnant 6 7
: 4216 16 15 1
7477 1028 4217 13 13 0 19 0
. 4218 13 8 0
7478 1029 4219 16 15 1 3 7
4220 15 15 1
7479 1030 4221 le 11 1 24 4
. 4222 17 14 0
N 7480 1032 4223 13 13 0 0 4
4224 14 14 1
7481 1033 4225 non-pregnant 0 12
4226 15 16 2
7482 1034 4227 11 13 0 0 0
4228 non-pregnant
7483 1035 4229 13 12 1 8 8
’ 4230 non-pregnant
7484 1036 4231 16 15 0 6 o
| 4232 15 14 0
: - 7485 1037 4233 12 14 0 0 0
i 4234 12 12 0
7486 1182 4235 15 14 1 15 4
4236 13 10 0
! 7487 1039 4237 17 20 0 0 14
i 4238 11 11 3
! 7488 1040 4239 13 13 0 0 0

4240 non-pregnant

Mean £ S.D. 1442 1441 0.840.7 S5h7 645

Total fertile males = 20

Total fertile males impregnating two females = 13
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TABLE A-12 (Continued)

DBCP: INEALATION FERTILITY STUDY IN THE RAaT'
Individual Observations Made at the Time of Necropsy of
Unexposed Female Rats Mated with DBCP-Exposed Males

Week of Stud{z 29
Exposure Level: 0.1 ppm

Animal Ear Ear . X X f
Number Number Number Corpora Pre=imp Post-imp {
Male Male Female Lutea Implantations Rasorptions loas Loas -
77~7539 1057 4241 15 16 0 4 0
4242 13 12 0
7540 1058 4243 13 13 Q 3 0
4244 16 15 0
7541 1059 4245 13 13 1 0 7
4246 15 le 1
7542 1060 4247 13 13 0 9 0
4248 17 14 0
7543 1062 4249 17 17 2 0 6
4250 13 14 0 ;
7544 1063 4251 non-pregnant Q 0 id
4252 12 15 0
7545 1064 4253 15 16 1 0 3 ..
4254 13 13 0 L
7546 1065 4255 17 14 0 9 4
4256 12 12 1 -
7547 1066 4257 17 16 0 7 4
4258 13 12 1
7548 1068 4259 13 11 1 8 4
4260 15 le 0
7549 1069 426l 15 15 0 6 0
4262 . 16 14 0
7550 1070 4263 11 12 0 0 4
4264 14 14 1
7551 1072 4265 15 16 Q 0 0
4266 11 13 0
7552 1073 4267 14 14 0 0 0
4268 15 16 0
7553 1074 4269 non-pregnant 7 0
4270 14 13 0
7554 1075 4271 17 14 0 14 3
4272 19 17 1l
7698 1175 4273 13 14 1 10 8
4274 15 12 1
7555 1077 4275 12 14 0 0 0
4276 14 14 0 .
7556 1078 4277 12 12 1 0 14
4278 12 14 3
7557 1181 4279 non-pregnant 16 0
4280 19 16 0
Mean % S.D. 1442 14+l 0.4+0.5 545 34

Total fertile males = 20

Total fertile males impregnating two females = 17

-
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TABLE A-12 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RaTtt
Individual Observations Made at the Time of Necropsy of
Unexposed Fenale Rata Mated with BECF=Exp55éa'H§Ies

Week of Study: 29 .
Exposure Level: 1.0 ppm

Animal Ear Ear .Y X
Nunmber Number  Number Corpora Pre~imp Post-imp
Male Male Female Lutea Implantationa Resorptions Loas Loss
77-7608 1097 4281 17 14 1 9 8
4282 11 12 1
7609 1098 4283 non=-pregnant
4284 non=pregnant
7610 1099 4285 16 15 1 6 7
4286 non=pregnant
7611 1100 4287 13 13 0 0 0
4288 16 19 0
7612 110l 4289 18 14 0 11 4
4290 12 13 1
‘ 7613 1102 ° 4291 15 15 0 1] 0
' 4292 16 16 0
7614 1103 4293 16 13 3 10 18
4294 14 15 2
) 7615 1104 4295 non-pregnant 0 0
; 4296 15 15 0
7616 1105 4297 13 14 0 4 4
4298 13 12 1
7617 1106 4299 11 1 0 48 0
4300 16 15 0
7618 1107 4301 16 15 0 6 0
: 4302 non-pregnant
7619 1110 4303 non-pregnant
4304 non-pregnant
7620 1111 4305 14 14 0 7 0
4306 14 12 0
7621 1112 4307 non-pregnant
4308 non=-pregnant
7622 1113 4309 14 14 0 0 0
4310 non-pregnant
7623 1114 4311 10 11 0 0 6
4312 14 15 2
7624 1115 4313 15 14 1 4 7
4314 15 15 1
7625 1116 4315 non-pregnant 0 0
4316 17 17 0
7626 1117 4317 17 15 0 6 6
4318 15 15 2
7627 1118 4319 12 10 0 4 0
4320 11 12 0
Mean % S.D. 141 14+2 0.5+0.7 T£1l 415

Total fertile males = 17

Total fertile males impregnating two females = ]2
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TABLE A-12 (Continued)

INBALATION FERTILITY STUDY IN THE RAT'

Individual Observations Made at the Time of Necropsy of

Unexpossed Female Rats Mated with DBCP-Exposed Males

Week of Study: 29 )
Exposure Level: 10 ppm
|
Animal Ear Bar 3 Pl .Y
Number Rumber Number Corpora Pre-imp st-imp
Male Male Female Lutea Implantations Resorptions Loss Loss
t
77=7678 1136 4321 14 14 0 0 0
4322 non-pregnant
7679 1137 4323 14 11 1 10 12
4324 14 14 2
7680 1138 4325 19 13 1 20 4
4326 15 14 0
7681 1139 4327 18 11 0 39 0
4328 non—-pregnant
7682 1140 4329 14 13 0 8 0
4330 13 12 0
7683 1141 4331 14 12 1 10 14
4332 16 15 3
7684 1142 4333 non=-pregnant 7 7
4334 15 14 1
7685 1143 4335 15 15 1 4 V7
4336 15 14 1 ‘
7686 1144 4337 13 13 0 6 4
4338 16 14 1
7687 1145 4339 13 11 2 15 18
4340 non-pregnant
7688 1146 4341 16 16 1 3 3
4342 16 15 0
7689 1147 4343 13 11 0 11 8
4344 14 13 2
7690 1148 4345 18 15 0 17
4346 non=pregnant
7691 1149 4347 14 13 0 7 1o
4348 15 14 3
7692 1150 4349 12 12 1 0 8
4350 non=pregnant
7693 1151 4351 non=pregnant 0 0
4352 15 16 0
7694 1152 4353 16 14 2 10 7
4354 14 13 0
7695 1153 4355 12 13 1 3 4
4356 16 15 0
7696 1154 4357 non=pregnant 20 0
4358 12 0
7697 1155 4359 non=-pregnant 12 28
4360 16 14 4
Mean % S.D. 1542 1341 0.9+£1.0 1049 77

Total fertile males = 20

Total fertile males impregnating two females » 11

'Male rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day,
Following termination of the exposure period, animals
Each exposed male was housed with
2 unexposed females for a 7-day breeding period during the 29th week of the study.

5 days/week for 14 weeks.
were maintained in the laboratory for recovery.

The average values for the two female rats bred t each male were calculated.

Group means were then calculated from these averaged values.
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TABLE A-ll
DBCP: INHALATION PERTILITY STUDY IN THE RAT!
Individual Observations Made at the Time of Necro

Vaek of ltudr 41
]

Exposurs Lave 0 ppa
Animal far Ear
Numbay Humbe r Nunber Corpora
Male Male Famnle Lutes Implantations Rasorptions
77=7469 1019 3401 16 15 1
3402 15 13 2
7470 1021 3401 10 10 ]
3404 non-pregnant
7471 1022 3405 14 14 ]
3406 non=pregnant
1472 1023 3407 14 11 3
3408 non=pregnant
7473 1024 3409 13 4 2
3410 non-pregnant
TAT4 1025 4l 13 13 0
3412 13 13 1
747% 1026 M1l 14 1] 1
MU 13 14 1
7476 1027 3415 16 17 0
3416 delivered serly
" 1028 dead, not bred
7478 lo029 3419 13 11 3
3420 13 13 0
7479 1030 3421 nor-preqnant
3422 12 13 1
7480 1032 3423 14 16 2
3424 16 15 2
7481 1033 3428 14 14 0
3426 12 12 (]
7482 1034 3427 16 15 [}
3428 18 5 3
7483 1028 3429 16 13 0
3430 12 14 1
7484 1036 M3l non=pregnant
3432 12 10 3
7485 1037 3423 15 15 0
3424 16 12 0
7486 1182 435 11 11 2
3436 14 14 Q
7487 1039 dead, not bred
7488 1040 3437 17 14 0
3438 non-pregnant
Mean & 5.D. 14 & 2 13 &2 0.9 & 0.9

Total fertile males = 18

Totel fertile males impregnating two females = 1l

Y X
Pre-iup rost~imp Sex Ratio
Loss Loss ) S— 4
10 11 5 | ]
4 7
[] [ [ 4
0 [ 10 4
al 9 -] 5
0 4 8 4
0 4 7 6
1 5
4 6 6
L] 5
Q [} 10 7
3 8
| 4 ] 5
] 4
-] ]
5 7
3 13 8 6
7 6
0 0 7 7
10 2
39 30 -—a -2
1 1
10 4 -] 8
4 9
17 30
3 4
12 Q 9 6
7 5
0 9 3 [
9 5
18 0 3 11
52 1 48

8 & 10 859
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TABLE A-13 (Continued .

DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Week of Study: 41
Exposure Lavel: 0.1 ppm

Animal far Ear X x°*
Rumber Hmber Nusber Corpora Pre«imp Post-imp Sex Ratio
Male Male Female Lutea Isplantations Rasorptions Loss Loss R LA
77-7%39 1057 343 9 10 ] 0 8 6 4
40 14 12 0 ] 7
7540 1058 3441 11 12 0 3 13 6 6
3442 18 17 0 10 ?
7541 1059 3443 non-pregnant
444 non=pregnant
7542 1060 3445 16 U] 0 12 3 1] [ ]
3446 non-pregnant
7543 1062 4 12 13 0 4 0 7 6
Jd4as 13 12 0 7 ]
7544 1063 3449 11 8 0 14 ] 4 4
3450 13 14 0 7 ki
7545 1064 sl 14 14 0 0 0 [ )
3452 nofr-pregnant
7546 1065 453 nOfN=pregnant 7 [}
3454 14 13 0 9 4
547 1066 3455 15 14 0 8 [:] 6 8
3456 13 12 0 7 H
7548 lo6s 3457 16 16 1 0 6 13 2
3458 non-pregnant
7549 1069 3459 12 13 0 12 ] 7 [
3460 17 13 /] 9 4
7550 1070 3461 15 14 1 4 ‘ —b b
3462 13 13 0 6 7
7551 1072 3463 14 14 (] 6 [] 9 S
1464 17 15 ] 10 -]
7552 1073 3465 non-pregnant 0 8
3466 13 13 1 5 7
7553 1074 3467 non-pregnant 18 14
468 17 14 2 1 11
7554 1075 3469 17 16 0 7 0 4 12
3470 13 12 0 3 9
7698 1175 3471 14 8 0 43 0 —a -2
472 non-pregnant
7555 1077 3473 13 11 0 8 4 6 5
3474 12 12 b} 7 4
7556 1078 3473 non=pregnant 25 ]
476 16 12 1 3 ]
1557 1181 a7 non=pregnant, 1} )
3478 11 . 12 ] 7 -]
Mean ¢ S.D. 14 = 2 13 + 2 0.3 £ 0.6 9 %10 5%8 51 T 49

Total fertile males = 19
Total fertile males impregnating two females = 10

[t
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Animsl
Humber
Male
717=-7608
7609
7610
7611
7612
7613
7614
7615
7616
7617
7618
7619
7620
7621
7622
7623
7624
7625
7626
7627

Mean £ 5.D.

Total fertile nales = 17

1097
1098
1099
oo
1101
1102
103
1104
1105
1106
07
1110
1111
1112
1113
1114
1115
1116
ul1?
1118

UM

DBCPy

Individual Obaervations Made
nexpos enale Rats

IABLE A-13 (Continued)

INEALATION PERTILITY STUDY IN THE RAT'

at the Time of Nec
o

Week of St %
Exposure Lavel:

Corpora

Lutea Implantations

12 10

14 15

12 12

15 16

16 16

13 14
non-pragnant

14
non-preagnant
15

nonepregnant

14 12

14 14

13 14
fnon-pregnant
non-pragnant

12 12

18 14

14 12
non=pregnant

14 12
non-preagnant
non-pregnant
non-pregnant

13 12

17 15
non-pregnant
non-pregnant
non-pregnant

12 8

17 16

14 14
non-pregnant

12 . 12

15 13
non-pregnant

15 12

15 9

14 8

13 13
14 £ 1 1322

Total fertile males impregnating twos females = 9

41
1.0 ppm

Resorptions

O W O OO 00

o Owoe

N

D=0 00 NOO

0.5 £ 0.7

Pre-imp

Loss

13

14

14
14

10

k]

13

22

10 ¢ 10

X
Post-imp
Loss

MOEOOU“

10

e o o o 9 a

3£ 4

CONF

Sax Ratio
- --I
3 4
9 6
— —l
? 8
] 3
s ]
1 ]
7 6
-1 7
[ 7
7 §
L] 7
6 5
6 [
8 4
3 [
5 1
4 4
6 10
6 6
5 7
8 -1
6 [
6 3
4 3
[ 7
49 t 51
131357
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TABLE A-13 (Continued)

DBCP: INHALATION PERTILITY STUDY IN THE RAT!

Individual Observations Nade ime of Necropsy of

at the T
[

Wesk of Study:s 41
Exposure lavel: 10 ppm

Animal Ear Ear ’ X X
Number Nunber Nupber Corpora Pra-imp Post-imp Sax Ratio
Male Hale Fenale Lutea I=plantations Pasorptions Loss Loss | I
77=-7678 1136 3isls 17 15 0 4 4 4 11
3520 14 14 1 7 [
7679 n» as2l 14 12 [ 10 29 2 4
3527 14 13 1 7 5
7680 1138 dead;, not bred
7681 11319 3523 non-pregnant [ ] 0
3524 13 12 [ ] 4 )
7682 1140 3528 15 13 0 13 1] ? 6
3526 pon=pragnant
7683 1141 35227 nonR=pregnant
3528 non=pragaant
7684 1142 3529 11 11 [] 0 [} 4 7
1530 noN—pregnant
7685 1143 kLx) ] 12 12 Q 8 0 ? 5
3532 0 17 ] 5 12
7686 1144 351 12 13 0 0 ] 6 7
534 non=pregnant
1687 1145 3535 12 12 0 0 0 7 $
3536 13 13 0 9 4
7688 1146 3537 12 12 0 0 (] k] 9
3538 12 . 12 ] 6 6
7689 1147 3539 11 13 1 8 4 5 7
1540 19 16 /] 9 7
7690 1148 3541 k] 13 0 [} 4 7 6
3542 13 13 3 3 9
7691 1149 3543 non-pregnant 8 0
3544 13 12 0 10 2 r
7692 1150 31545 non=pregnant
3546 non-pregnant
7693 1151 3547 non-pregnant 0 []
3548 13 13 1 L 7
7694 1152 31549 non=-pregnant 0 20
3550 10 10 2 4 4
7695 1153 3551 13 7 3 o 22 1 3
3552 12 11 0 6 5
7696 1154 3553 16 15 ] 12 7 5 10
3554 17 14 2 6 6
7697 1155 3558 17 16 0 6 0 5 11
31556 non-pregnant
Mean & S.D. 14 & 2 12 & 2 0.6 » 1.0 6 &7 6 &9 46 : 54

Tatal fertile males = 17

Total fertile males lmpregnating two females = 9

Tmale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day, 5 days/wesk for 14 weeks. PFollowing
termination of the exposure period, animals were maintained in the laboratory for tecovery. Each exposed male was
housed with 2 unexposed females for a 7=day breeding period during the 41lst week of the study. These females wers
sacrificed on day 20 of gestation and the fetuses were examined for external alterations and ecleft palate,

Zrenales were not timed pregnant; thersfors the pups vere msaller than day 20 and ware not sexed.

brenale inadvertently vas C«sectioned on wrong day, therefore the pups vers not sexed.

The average values for the two female rata bred to each male were calculated. Group means were then calculated from these
averaged values.

IR
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Table A-1b
0BCP:  INHALATION PENTILITY STUDY IN THE matt

: of Yatal Adternt

fons Asong Litt

ary of Unexposed

)

Exposure Level: 0 pm
Fummle Ear Bumber: B01 302 W03 305 3M07 k09 M1 312 M3 MM M3 3016 M9 k20 A22 k23 A2h
Pomber of Fetusas Txamined

External Examisation * un 10 1 10 12 13 12 12 13 11 us 19 12 12 1k 13®
. Wumber of Petuses Affected
Exmcephaly, spine bifida o ] 0 0 ° 1 0 ) 0 ) 0 0 0 0 0 0 0
Short tall a 0 0 0 0 0 o [ 0 0 o o 0 ° 0 0 0
Peat tall 0 0 0 0 0 ° o 0 0 0 ) 0 0 0 0 0 0
! Dead fatus 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0
1
Exposurs Level: 0.1 ppa
. Yemnle Far Bumber: 39 JREO AR 3MA2 MRS JMAT  JWAB 3bh9  3ASO  ASL  3hSh A5 AS6 AST k59 3k50  3kEL
Runber of Fatuses Examined
External Exsaination 10 12 12 17 1h 13 12 8 1 i1 13 1h 12 1 13 13 -
Number of Petusss Affected
Examcepbaly, spina bifida 0 o 0 0 0 [ 0 ° [ o o o 0 0 o o -
) Short tall 0 0 0 0 0 0 0 ° 0 0 [ 0 0 0 0 o -
: Bant tail 0 0 0 0 0 0 0 0 0 0 0 0 ) 0 0 0 -
Desd fetum 0 0 0 0 0 0 0 0 ) 0 0 0 0 0 ° 0 -

Exposure Level: 1.0 ppw
; Fesmle Par Bumber: WY 380 WAL 382 JWA3 3M8h JMAE 3MBB 3hg0  3k91  3h92 W95 JM96  WOT 399 3503 350K
i Fusber of Fetuses Examined

External Exsminstion 9 15 =t 15 16 1k 1h 13 12 13 13 12 u 12 12 1 13
Sumber of Patuses Affected

Exencoyphaly, spina bifida Q [+] — 0 0 [ 0 0 ) 1) [+] (] 0 [} [+) ] 0

Shart tail [+] ] — [+] ] 0 Q 0 Q 0. [+] Q [+] o -] [} o

Bant tail 0 0 — [} ] [} [} 0 0 0 1 [} ] 0 [} 0 ]

Doad fatus '] 1] -~ [+ ] [+] Q Q Q ] ] 0 4] Q [+] ] 4]
Exposure Level: 10 ppm

Fesmle Far Fusber: 3519 3520 3521 %22 I52h 3525 3529 3531 3532 3533 3535 3536 ISIT 3538 3539 35h0 ISWL
Ramber of P [

Erterpal Examination 15 © 13 6 12 12 1 u 12 17 13 12 13 12 12 12 16 13
Buaber of Fatuses Affected

Exencephaly, spina bifidas [+] /] ] 4] Q o [} +] 0 0 ] 4] 0 4] [+ +] ]

Short tail [} ] ] 4] ] [+] Q 0 0 ] [+] 0 ] +] ] a Q

Bant tail 0 0 [} Q Q Q a Q Q [«] [\] 4] 4] o ] ] ]

Dead fatus 0 [/} 0 0 1] 0 0 [} 1] [+] 1] Q [+} ] ] 0 Q

DO 131309
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Table A-1h !Conﬁmdl

DECP:  IMHALATION FEXTILITY STUDY IR THE RATT
Individual Litter Summary of Fetal Altersticas itters of U b
ﬂ Rats !m to iﬂ‘.‘? :Eud E E Weak !: of the Stug

Exposure Lavel: © ppa

7

Total
Fermls Far Number: 325 326 k2T 3k28  3h2p  3M30 A3 M3 AN 3h3S 3N36 AT Fetuses Litters
Nusber of Petuses Pxamined
External Bxamination 1k 12 -8 2 13 1 T 12 9 1 1) »2 11
Busbar of Petuses Affected
. Exencephaly, spioa bifids [ ° - 0 0 0 0 0 [ 0 ] ] 1
Shart tafl 14 a -— <] [} Q Q [} Q Q9 9 o [}
Bant tail ] [ — ] ] 0 /] [ Q () 0 0 | 0
Daad fetua [} 0 -— ] ] ] Q Q Q ] 0 ] 1 1
i
Exposure Level: 0.1 ppm
Female Par Number: 3862 IN63 3ER 3N NGB M) IMTO  INTL AT INTR TE AT
Rumber of Fetuses Rxamined
Extarnal Examisation 13 1k 1% 12 12 16 12 —b 1n 1 1 12 o0 6
Kumbar of Fetuses Affected
Exencepbaly, spina bifids 0 4] ] [+ ] ] o 0 -a 0 0 4] ] o (1]
Ehort tail o ] 4] [+] [} 1 ] - [} [] o 4] 1 1
Beat tail 0 ] 0 [} 0 Q 0 -— (1) 0 ] 1] Q 0 =
Dend fatus 0 [} 0 1] [} Q Q -— [} ] ° '] [} 0
Exposure Level: 1.0 DF.
Fermle Eur Rumber: 3508 3509 3510 3512 3513 3515 3516 ISLT 318
Fusber of Fatuses Pxamined
Extarosl Exsmination 8 16 12 12 13 12 9 7 13 27 25
Busber of Fetuses Affectad
Exencepbaly, spina bifida ) 0 0 0 0 0 0 ) 0 ol 0
Short tail 1] 1] [+} (1] ] 0 0 V] 0 [+ I [}
Bent il [+] [+] ] 0 [+] 0 (] 0- Q 1 ! 1
Diud fetus [} 0 [} [} 0 [} [} Q 4] 0 ‘ 0
Exposurs Level: 10 ppm
Fermls Eay Nunher: 3sk2  35Me 3SWB 3550 asS1 3552 2533 3SSA 3555
Busber of Patuses Framined
Extarsal Examinetion 12 12 12 8 & n 15 12 16 né 26
Nusber of Fatuses Affected
Exmncephaly, spina bifida [} [} Q [+ [+] 0 0 Q [} 0 0
Short tail [+] o o o o a a a [} o ]
Dent tat) ] 1] 0 [+} 4] 0 L] 0 ] ] 0
Dand fetus [+] 0 0 0 [+] Q [+ ] Q 1] [+] Q
Tyale rata were exposed to 0, 0.1, 1.0, or 10 ppa of DBCP by inbalation for 6 hr/day, 5 day/wveek for 1h weeka.
Folloving termination of the exposww period, wnimals vere mmintained in the laboratory for recovery. Each
exposed male rat s housed with two unaxposed females during the Alst week of the study. Thase femles vere
sacrificed on day 20 of gestatica and the fetuses vere exemined for external alterstions and cleft pedate.
Syemale daliverw early, pups ware included in exteroal calculations oaly.
bFemales wre Dot timed pregoant; tharefore the pups wre oot includet in the exteroel esaminetion or
caleulaticas.
SPemale lnadvertently was C-sectioned on vrong day; thereforw the pups were not fnaludel in the external
sxamination or calculations.
DO 131330
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Table A-15
DBCP: INHALATION FERTILITY ETUDY IN THE RAT!

Reproductive Parameters-Fertility Index and Burvival Indicles for
Female Rats Exposed to DBCP by Inhalation

(Bred during week 15 and 16 of the post-exposure period)

Exposure Level: O ppm

Sex
No. Live Pups Ratio Gestation 1-Day
Animal Ear Litter No. Dead Pups on Bay Day 1 Survival Burvival
Number Mumber Siged on Day O o 1 M:F Index (%) Index {%3) Morphological Alterations
T7-Th19 12010 7 0 6 T 3:k 100 100
Th20 1202 Did not deliver a litter
Th21 1203 8 1 T T 1:6 88 100
The2 1204 [+ 1 8 8 ik 89 100
Th23 1205 Dead
Th2h 12060 [ 0 1 3 2:1 100 100
425 1207 10 3 T 6 h:2 70 86
Tu26 1208 Did not deliver a litter
Th27 1209 8 0 8 8 6:2 100 100
Tho8 1210 15 1 1k 1h T:7 93 100
Th29 1211 Dd not deliver a litter
. Th30 1212 Did not deliver a litter
7431 1213b 13 ) 4 10 5:5 100 100 ]
Th32 121% 1 0 T 1 2:5 100 100
Th33 1215 9 o 9 9 3:6 100 100
Th3h 1216 Did not deliver a litter
T35 1217 6 o 6 6 2:h 100 100
Th3s . 1218 T 0 T T 1:6 100 100
Th3T 12190 8 0 k T 4:3 100 88
7438 1220° 9 0 2 9 L:s 100 100
Li:56
MeaniS. D. 943 0.4+0.8 643 842 9619 9845

Total pregnant females = 1k

0d
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Table A-15 (Continued)

DRCP: INHALATION FERTILITY STUDY IN THE RATY

Reproductive Parameters-Fertility Index and Survival Indicles for
Female Rats Exposed to DBCP by Inhalation

(Bred during week 15 and 16 of the poat-exposure period}

Expoaure Lavel: 10 ppa

Bex
No. Live Pups Ratio Gastation 1-Day
Animal Ear Litter No. Dead Pupe on Day Day 1 Burvival Survirval
Number Mumber Blze® on Day O 0 1 M:F Index {%) Index (%) Morphological Alterations
T7-7628 1306 Did not deliver a litter
7629 1307 12 - -=C 9 3:6 - —
T630 11980 13 0 10 13 8:5 100 100
1631 1309 15 k] 12 12 S5:7T 8o 100
1632 1310 2 2 0 0 0:0 0 -
1633 1311 Did not deliver a litter
T634 1312 Did not deliver a litter
7635 1313 Pid not deliver a litter
1636 131k 11 +] 11 11 6:5 100 100
1637 1315 15 43 2 11 T:h T3 100
1638 116 | 0 [} ] 1:) 100 100
1639 17 5 2 3 3 1:0 60 33 1 emaciated pup
76h0 1318 13 1] 13 12 4:8 100 92 3 pups exhibited hypothermla
as determined by touch
T6k1 1319 1 0 1 1 0:1 100 100
T6h2 1320 10 0 10 10 h:6 100 100
T643 1321 Did not deliver a litter
T6kk 1322 10 2 8 8 5:3 80 100
7645 1323 10 --c --c 10 3:7 —-c -t IM pup exhibited acaudia and
- imperforate anus
7646 1324 b ] [} ] 1:3 100 100
T6hT 1325 1k 2 12 12 L:8 86 100
Lk:56
MeansS.D. 945 0.521.1 T45 81h 83128 9l119

Total pregnant females = 15

tremale rats were exposed to 0, 0.1, 1.0 or 10 ppm of DBCP by inhalation for 6 hr/day, 5 days/week for 1h wveeks.
Following termination of the exposure period, snimals vers maintained in the laboratory for recovery. Following
termination of exposures (weeks 15 and 16 of the study) each female wae housed with two different unsxposed
male rats, each for a 5-dey period.

STotel mumber of pups born, alive plus dead.

bIn some cases, the litter size was greater on day 1 than on day O becsuse the dam was still delivering
when the data were recorded on dey 0.

Cuo data were collected.

danima) FIT-T5Ch delivered 9 pups on an undetermined day. Bince the age of the pups could not be verified, the
data from this snimal were included in the calculation of 3 pregnant, and external calculations only.
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Table A-16
DBCP: INHALATIOR FERTILITY STUDY IN THE RAT'

Reproductive Parameters-Fertility Index and Survival Indicies for
Female Rats Exposed to DBCP by Inhalation

(Bred during week 33 and 3 of the poet-exposure period)

Exposure Level: O ppm

No. Live Pupe Sex Gestation 1-Day

Animal Ear Litter No. Dead Pups on Day Ratio Survival Burvival
Kumber Mumber Bize® on Day 0 0 1 M:F Index (%) Index (%) Morphological Alterations
T7-Th19 1201 did not deliver a litter

T420 1202 did not deliver a litter

Th21 1203 12 1 11 11 6:5 92 100

Th22 1204 1 ] 1 1 0:1 100 100

1423 1205 dead

Thak 1206P 4 0 2 4 L:o 100 100

Th25 1207 did not deliver a litter

Th26 1208 did not deliver a litter .

Thet 1209% 10 0 5 9 k:5 100 100

Th28 1210 did not deliver a litter

T429 1211t 6 1 3 " 0:h 15 100 one pup devoid of milk in

stomach

Th30 1212 did not deliver a litter

T4l 1213¢

Th32 121k did not deliver a litter

Th33 1215 did not deliver a litter

Th3h 1216 did not deliver a litter

Th35 1217 T (1] T 3 2:1 100 b3

T436 1218 did not deliver a litter

T43T 1219 2 1] 2 2 0:2 100 100

TL38 1220 did not deliver & litter

47:93
MeaniS.D. 61h 0.340.5 bt 51h 9519 92422

Total pregnant females = §

0d
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Table A-16 {Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RaTt

Reproductive Parameters—Fertility Index and Survival Indicies for
Female Rats Exposed to DBCP by Inhalation

{Bred during veek 33 and 3% of the post-exposure period}

Exposure Level: 0.l ppa
No. Live Pups Bex Gestation 1-Day
Animal Ear Litter No. Dead Pups on Day Ratio Survival Burvival
Humber Number Sizet on Day 0 0 1 M:F Index (%) Index {%) Morphological Alterations
T7-Th89 123% 9 0 9 9 5:h 100 100
TU90 1237 did pot deliver a litter
Thol 1236b 10 0 9 10 4:6 100 100
Thy2 1239 3 1 2 2 2:0 67 100 one pup appears emaciated
Tho3 12ko did pot deliver a litter
Thok 1241 9 0 9 T 5:2 100 78
ThoS 1242 did not deliver a litter
7596 1243 did not deliver a litter
1597 1244 12 o 12 11 8:3 100 9
Thol 12k5 6 0 6 6 3:3 100 100
T499 1197 did not deliver a litter
7500 1247 did not deliver a litter
T501 1243 2 0 2 2 1:1 100 100
7502 1249 did pot deliver a litter
T503 1250 did not deliver a litter
7504 1251 11 1] 11 11 8:3 100 100
7505 1252 13 0 13 13 h:9 100 100
7506 1253 did not deliver a litter
7507 1254 did not deliver a litter
7508 1555 did not deliver a litter
’ 56:Lh
MeantS.D. Bk 0.10.3 Btk Btk 96411 9T+7

Total pregnant females = §
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Table A-16 {Continued)

DBCP; INHALATION FERTILITY STUDY IN THE RATt

Reproductive Parameters-Fertility Index and Survival Indicies for

Female Rats Exposed to DBCP by Inhalation

{Bred during week 33 and 3k of the post-exposure period)

Exposure Level: 1.0 ppm

No. Live Pupe Gestation
Litter Mo. Dead Pups on Day Survival
: Index {%)

1-Day
Burvival
Index (%)

Morphological Alterations

Size® on Day O o N

did not deliver a litter
2
15
6
did deliver a litter

1
&
deliver a litter

T

0
not deliver a litter
1
0
not deliver a litter
not deliver a litter
not deliver a litter
0

not deliver a litter
0
not deliver a litter
37:63
0.440.T 644 61h 89130

Total pregnant females = 11

one pup exhibited hypothermia
as determined by touch, and
was devoid of milk in stomach

ona pup devold of milk in stomach

one pup exhibited hypothermia
as determined by touch
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Table A-16 [(Continued}

DBCP: INHALATION PERTILITY STUDY IN THE RAT?

Reproductive Parameters-Fertility Index and-Survival Indicles for
Female Rats Exposed to DBCP by Inhaiation

{Bred during veek 33 and 34 of the post-exposure period)

Exposure Level: 10 ppm

Ho. Live Pups Bex Qestation l1-Day

Animal BEar Litter Ko. Dead Pups on Day Ratio Burvival Survival
Number Mumber 8ize? on Day O "o 1 M:F Index (%) Index (%} Morphological Alterations
T1-7628 1306 2 1 1 1 1:0 S0 100

1629 1307 animal died before delivering

1630 1198 animal did not deliver a litter

1631 1309 1 [+] 1 1 1:0 100 100

163 1310 13 ] 13 13 h:9 100 100

7633 1311 animal died before breeding

63 1312 did not deliver a litter

1635 1313 414 not deliver a litter

7636 1316 did not deliver a litter

1637 115% 10 ) 2 10 5:5 100 100

7638 1316 did not deliver = litter

7639 1317 did not deliver a litter

T640 118 did not deliver a litter

T6k1 1319 3 o 3 3 2:1 100 100

T642 1320 2 4} 2 2 2:0 100 100

T6h3 1321 9 0 9 9 514 100 100

TEMN 1322 12 0 12 11 h:T 100 92

T6h5 1323 1 1 0 o} 0:0 4] —

1646 1324 did not deliver a litter

60T 1325 414 not deliver a litter

hB:52
Mean38. D+ 645 0.2+0.h 545 645 83235 9913

Total pregnant females = 10

tremsle rate vere exposed to 0, 0.1, 1.0 and 10 ppm of DBCP by inhalation for 6 hr/day, 5 days/week for 1% weeks.
Polloving termination of the exposure period, animals were mmintained in laboratory for recovery. During weeks
33 and 34 of the study, each female was housed with two different unexposed male rats, each for a S-day perlod.

®Total number of pups born, alive plus dead.

bin some cases, the litter site was greater on day 1 than on day 0 because the dam was still delivering when the
data were recorded.

Canimal FTT-TH31 apparently escaped from the cage and delivered a litter in -the -anfmal holding room. All pups were
dead when they were discovered. Data from this animal wvere included in the calculation of § pregnant only.

danimal #77-T566 exhibited excessive bleeding and labored delivery prior to death. On day O, & single pup vas delivered,
on day 1 of lactation, an additional § pups, which were dead at the time of sxamination vere delivered by thia [emale.
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Table A-17

DECP: INHALATION FERTILITY STUDY IK THE RATT
HERITABLE TRANSLOCATION STUDY

Individual Observations Made st the Time of Necropsy of Unexposed Female Rats

Mated with ¥y Males of DECP Exposed Male Rats

Exposure Level: O ppm

Animal Mumber Par Number Ear Ear
DBCP Exposed DBCP Expoaed Number Nuzmber Corpora
Males Males F; Male Female Lutea Implantations
TT-T469 1019 2313 3601 16 15
3602 14 1h
7470 1021 2316 3603 13 12
360h 18 16
Th7L 1022 2317 3605 17 14
3606 non~-pregnant
ThT2 1023 No Fy pupa {3607, 3608 females were not bred)
13 1024 2319 3609 22 15
3610 15 16
Thth 1025 2321 3611 1h 16
3612 non~-pregnant
475 1026 232h 3613 1h 1h
361k 15 15
™6 1027 2326 3615 non~-pregnant
3616 14 1h
ThTT 1028 2327 3617 12 12
3618 non-pregnant
478 1029 2329 3619 12 12
3620 15 16
479 1030 2331 3621 16 18
3622 11 12
T80 1032 2334 3623 13 12
. 3624 1h 14
TWlL 1033 2335 3625 14 13
3626 1h 14
Thé2 103% 2338 362t 16 1
3628 19 15
Th83 1035 No Py pups (3629, 3630 females were not bred)
TUBA 1036 23h0 BN 14 16
3632 13 13
485 1037 23 3633 1k 1h
363k - 1h 1h
7486 1182 No F) pups (3637, 3638 females were not bred)
TH8T 1039 2343 3635 16 15
3636 1k 13
THE8 1040 2346 3639 13 13
3640 8 3
MeaniS.D. 1ha2 1hi2

Thatnl Fartita walan = 1T

Remorptions

NODO =

[~ 0~

R

w oo e S oo nHrRoOOOIrOoOL o0

0.640.7

Pre-Imp
Loss

10
18

16

o

~ = O (=2 =

17

F S
Poat-Imp

Loss

10

(-]

- O - O

10

6112




Table A-1T {Continued)

DBCP: IEMALATION FERTILITY STUDY IR THE RATt
HERITABLE TRANSLCCATION STUDY

Individual Observations Made at the Time of Necropsy of Unexposed Female Rata
Mated with Fy Males of DBCP Exposed Male Rata

Exposure Level: 0.1 ppm

Animal Kumber Ear Number Ear Ear
DBCP Exposed DBCP Exposed Kumber Rumber Corpora
Males Males Fy Male Female Lutesa Implantations

T7-1539 1057 2201 36l 13 12
3642 17 16
T540 1058 2204 36h3 13 14
I6hY 15 16
Tsht 1059 2206 36hs 1 11
3646 15 14
T542 1060 2208 3I6UT 12 15
3648 non-pregnant
7543 1062 2210 3649 non-pregnant
' 1650 1k
7544 1063 2212 3651 non-pregnant
3652 13
75458 1064 ¥o Fy pups, {3653, 3654 femnles were not bred)
T546 1066 2213 3655 non-pregnant
3656 non-pregnant
T547 1066 2215 3657 12
3658 13
548 1068 Mo Fp pupe, (3659, 3660 females were not bred)
7549 1069 2217 3661 12°
3662 16
7550 1070 2220 3663 non-pregnant
3664 16
7551 1072 2221 3665 15
3666 12
552 1073 o Py pups, {3667, 3668 females were not bred)
1553 107h 2223 3669 1k
3670 non-pregnant
T55h 1075 2225 3671 18
3672 non-pregnant
7698 1175 2228 3673 13
36Th 1k
7555 1077 2229 3675 18
3676 17
7556 1078 2231 3677 13
3678 12
1557 118 2234 3679 15
3600 16

o0 omn

[~ O

OrNOrHWOW [=]

191 INIAL 3NO7)
8t

Mean+S, D. 1kt2

Total fertile males = 16

]
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Table A-17 (Continued)

DBCP: INHALATION FERTILITY STUDY IX THE RAT'
HERITABLE TRANSLOCATION STUDY

Individual Observations Made at the Time of Necropsy of Unexposed Femle Rats
Mated with F; Males of DECP Exposed Male Rats .

Exposure Level: 1.0 ppm

Animel Number Ear Rumber Ear Ear A A
DBCP Exposed DBCP Exposed Bucher Rumber Corpora Pre~Imp Post-imp
Males Males Fy Male Female Lutea Implantations Resorptions Loss Loss
T1-1608 1097 2235 3681 15 13 o 18 k
3682 17 13 1
1609 1098 2238 3683 16 15 2 10 10
’ 3684 15 13 1
7610 1099 2239 3685 17 17 0 0 0
3686 non-pregnant
T611 1100 2242 3687 non-pregnant. 0 6
3688 16 16 1
7612 1101 2243 3689 17 16 1 6 10
3690 15 14 2
7613 1102 22hs 3691 non-pregnant 8 u2
3692 13 12 5
T61h 1103 No Fy pups, (3693, 369k females vere not bred)
7615 1104 22h7 3695 13 13 2 o 15
3696 non-pregnant
7616 1105 2250 3697 1k 13 0 T 0
3698 non-pregnant
1617 1106 2251 3699 1k 1k 1 3 4
3700 16 15 0
7618 1107 2253 afoL non-pregnant 13 8
3702 15 13 1
1619 1110 2256 3703 15 1k 3 6 14
3704 16 15 1
T620 1111 2257 3705 16 1h 1 11 T
3706 14 1h 1
7621 1112 2260 3707 18 11 1 20 h
3708 12 13 0
1622 1113 2261 3709 13 10 o 29 9
3710 17 1 2
o 7623 111k 2263 3711 non-pregnant 25 a
) ne 16 12 1
£0 624 15 2266 313 16 .16 1 0 13
o 37k 1k 15 3
0w 7625 1116 2268 N5 16 16 0 0 0
o= 3N6 15 15 0
Zw 1626 117 2270 3117 13 15 0 .o 0
v T8 13 13 0
> 1627 1118 2271 kY pL 1k 12 0 53 50
3720 12 1 1
Mean8.D. 1541 1332 1.141.2 1141h 11413

Total fertile males = 15
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Table A-1]_{Contimed)
PACP; IEMALATION FERTILITY SNOY IN THE MAT!
EERITARLE TRABSLOCATION STUDY
Individual Observations Made at the Tise of Necry) of Unexposed Female Rats
Nated vith f, Malea of DACF EM Wale Rats
Expouure Level: 10 ppa
Anima] Susber Iar Number Bar Bar i Iy
DBCP Exposed DECP Expoaed Rumber Tumbar Corpara Preo-Imp + Post-Imp
Males Males F1 Male Temale Lutea Implantatioos Meworptions Loss Loes
T7-16T8 1136 =n ma 1 12 1 =2 9
™R k] 10 1
7619 1137 2276 Ity 1% 13 ] 10 [}
I b1} 12 2 ,
Té80 138 217 ras 13 1h 2 [ 1 i
IR6 1k 1 0
168 13 2219 k144 15 b1 0 1) ]
e 13 13 o
T682 11h0 2282 Eyeo 12 1 0 =2 4
aTso 16 9 [
7683 1181 228k ™ 15 135 1 0 1
nz 13 1k 1
T684 11k2 2266 3 13 15 0 0 (4
k1513 non=preguant
685 11h3 2281 1335 23 15 ) 18 0
ne 17 17 )
1686 1M 2290 mT oon=pregnast 0 6
3738 16 17 1
1687 1145 2291 e non=pregoant [] 0
3Th0 1k 1h )
7688 1146 29 e 1k 1) 1 6 8 ‘
ITh2 15 13 1 .
T659 1167 295 T3 myo-pregoant 0 9 -
IThh 1n n 1
T690 118 298 IThS oon-pregoant -
TG noD-pregoagt 1
7691 uky 2300 AT BOO-pregnant [} o :
Y] n 10 0 .
6% 1% 2301 T 12 15 1 (] 1
o Don-pregnant
7693 nsi X sl 17 13 0 4§ o
e 20 LY 0
1694 ns2 2305 33 1k 16 1 [ [
3754 non=-pregoant
695 ns3 2308 k153 DOD=pregoant
356 soo=pregoant
1696 1154 2309 IT5T mon-pregoant n -
arsd 16 n 0
T69T 1155 231 3159 oon-pregnant 0 [+]
N6 15 16 0
MeansS. De 1832 pLY Y 0.520.% 8511 bah
Total fertile msles = 18
'Fo mle ruts vere exposed to 0, 0.1, 1.0, or 10 ppm of IBCP by intalation for 6 hr/day, 5 days/wvesk for 1A veeks.
During the first wveek posteexposure, ssch mle rat was boused vith an unexposed fomsle rat. P} males resulting
from this mating wvers raised to mturity and h d with tws Tosed females for T days.
The aversge valuse for the two unexposed fomale rats bred to each F) Bele were calculatad.
Group means wvers then calculated from the everaged values.
Ho 131340
CONF TDENTTAL




IPLLINAUL ANOD
lre el 0g

-314-

TABLE A-18
DBCP: INHALATION FERTILITY STUDY IN THE RRT?

Male Rat: Hematologic Evaluation

Week of Study: -1

Animal ppa PCY REC x Hgb WBC x WBC Differential Count $

Number DBCP 1 106 /a3 g/100 ml 103 furad Neut Lymph Mono Eosln

T7-Th5k 0 52.0 8.05 15.4 18.5 13 ak 1 2 (1]
455 53.0 9.82 16.8 " 15.6 b 95 1 o 0
Th57 52.0 8.60 17.0 22.0 6 91 3 0 1]
Th58 50.0 8.02 k.7 26.6 12 8} k 0 o
Mean 51.7 8.65 16.0 20.3 8 89 2 1 0
28.D. 11.1 $0.73 $1.0 h.2
1524 0.1 50.0 8.18 15.5 21.3 8 a1 b 1 0
1525 k9.0 8.78 15.7 21.8 6 88 b 2 0
1526 47.0 8.18 15.6 22.3 11 78 9 2 0
1521 51.0 9.83 16.1 23.0 10 85 5 1] 1]
1528 50.0 9.10 16.5 19.0 9 81 3 1 0
Mean Lok 8.99 15.9 21.5 9 8s 5 1 0
£3.D. 1.5 20.52 0.4 11.5
1593 1.0 49.5 8.7 . 16.5 21.0 13 86 0 1 0
7594 49.0 8.55 15.8 22.0 16 81 3 [V} 0
1595 50.0 8.91 16.1 17.8 7 93 0 (4] 0
7596 L9.0 8.99 16.3 20.9 12 8s 2 1 0
1597 50.0 8.99 16.4 17.7 h 96 0 1) 0
Mean k9.5 8.84 16.2 19.9 10 88 1 1 0
15.D. 0.5 40.19 $0.3 2.0
T668 10.0 k7.0 8.hs 15.4 15.6 1h 8¢ 5 1 0
1669 k1.0 8.82 15.h 22.2 6 88 1 5 0
1670 k5.0 8.58 15.8 17.8 6 90 1 3 1]
7671 50.0 9.03 16.0 13.2 6 90 2 2 0
7612 52.0 9.0k 16.6 19.0 3 91 3 3 0
Mean ha.2 8.78 15.8 17.6 T 88 2 3 0
#8.D. +2.8 40.26 0.5 +3.4 -




TABLE A-1
DBCP: INHALATION FERTILITY STUDY IN THE RAT?

Female Rat: Hematologic Evaluation

Woek of Study: -1

Animal REC X Hgb WEC x WBC Differential Count %
Humber 106/ ma3 g/100 mli 103 fmm3 Neut Lymph Mono Eosin Baso

T7-T4hk
445
Thh6
ThUT
T4k

neERss
" : WHeR=Ww
[- Y-\ RN =] o~ —~_EOEO w oh -o0 -]

wh&ém
[ ]

Mean
*3.D.

-
&0

OO M=\
o o

T5th
7515
7516
517
7518

. .
.

Lad =t WA

..
o e

MR M E &
Al .

.
& o
wn [+

Hean
+8.D.

]
T
T
8
8
T
10
7.
8
8
T
T
T
10

55

7563
7504
7585
7586
7507

Mean
13.Ds

e
DD =R R
- 1] L]

-
gt
-

7653
T65h
7655
1656
. 1651

Mean
#8.D.

W1 INAQLANOD
svelet Qd
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TABLE A-19 {Continued}

DBCP: INHALATION FERTILITY STUDY IN THE RAT'

Female Rat: Hematologic Evaluation

Week of Study: 9

Animal ppm PCY REC x Hgb WBC x WBC Differential Count %

Humber DBCP 3 10%/me3 £/100 m1 103 3 Neut Tymph ¥ono Eosin Baso

TT-Thhy (1] 49.0 8.37 15.5 10.8 1 90 1 2 1]
Thhs 54,0 9.1h 17.9 8.8 10 89 1} 1 0
This k8.0 8.m1 15.7 11.3 11 86 3 0 0
TUhT h8.5 8.62 16.0 10.3 T 91 1 1 1]
Thh8 k9.0 T.99 15.2 9.8 22 15 2 1 1)
Mean 49.7 8.51 16.1 10.2 12 86 1 1 1]
48.D. 2.4 +0.42 1.1 1.0
751k 0.1 46.0 8.12 15.1 9.8 6 87 H 3 [+]
515 45.0 1.65 15.6 9.8 9 a8 2 1 1]
7516 53.0 8.88 17.3 10.6 17 83 1] 0 /]
1517 50.5 8.66 16.8 9.4 27 63 6 k 4}
7518 45.0 T.46 15.1 6.5 17 78 1 h o
Mean 471.9 8.15 16.0 9.2 15 8o 3 2 0
#8.D. *3.6 +0.62 #1.0 11.6
7583 1.0 51.0 T.43 15.6 12.0 8 87 5 1] 0
75084 50.0 8.37 16.2 10.5 8 90 1 1 1]
7585 50.0 8.02 16. 4 10.8 9 90 1 0 0
1586 53.0 8.21 16.3 16.2 T 91 1 1 1]
1587 k7.0 T.43 15.4 10.1 12 85 2 1 0
Mean 50,2 1.89 16.0 11.9 9 88 2 1 0
15.D. $2.2 $+0.43 0.4 +2.5
7653 10.0 50.0 8.78 16.1 13.0 10 86 1 3 0
7654 50.0 7.80 15.8 18.9 10 86 1 3 0
1655 52.0 8.32 16.4 1k.9 8 87 2 3 0
1656 k8.0 7.83 15.3 13.0 22 15 0 3 0
1657 47.0 1.085 15.7T 10.7 T 91 1 1 0
Mean b9 b 8.12 15.9 1h.1 11 8s 1 3 0
£5.D. 1.9 20.43 10.b 3.1
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TABLE A-19 [Continued)

DBCP: INHALATION FERTILITY BTUDY IN THE RATY

Female Rat: Hematologic Evaluation

Heek of Study: 13

Animal ppa PCY RBC x Hgb WBC x WBC Differential Count %

Number DBECP s 106 fom3 £/100 ml 103 /o Neut Tymph Mono Eosin Baso

TT-Thhkh 0 4T.0 8.at 15.7 9.8 T 92 1 o 0
This 50.0 8.17 17.1 8.9 9 88 1] 3 0
Thk6 43.0 1.51 1h.7 19.4 16 17 2 5 0
THAT 52.0 T.90 15.6 17.5 19 17 2 2 0
Thid 50.0 8.6T 17.2 12.4 T 91 0 2 0
Mean k8.4 8.08 16.1 13.6 12 8s 1 2 0
#3.D. 3.5 20.42 #1.1 th.T

. 1514 0.1 48.0 8.37 15.3 13.2 9 86 4 1 (1]

1515 k7.0 8.00 15.8 9.0 20 19 o 1 0
1516 52.5 8.16 17.0 1k.0 11 81 o 2 0
517 k7.0 7.85 15.7 11.7 17 go 1 2 0
7518 k8.0 1.99 16.2 7.6 10 88 0 2 0
Mean 48.5 8.07 16.0 11.1 13 84 1 2 0
#8.D. +2.3 30,19 10.6 2.1
7503 1.0 49.5 T.76 16.5 12.4 6 91 2 1 0
7584 47.0 8.02 15.5 10.5 11 8s 0 " o
1585 54.5 8.56 17.7 8.4 1k 85 1 0 0
1586 51.0 8.11 16.7 15.5 16 15 b 5 1]
587 k7.0 T.32 15.6 11.4 8 90 2 2 0
Mean k9.8 7.95 16.4 11.6 11 8s 2 2 0
48.D. 3.1 +0.46 40.9 +2.6
7653 10.0 51.0 8.4 17.3 9.3 11 83 y 2 0
T654 49.0 8.75 16.9 11.8 22 69 3 (9 ]
1655 52.0 8.5 1T.T 171.2 16 T8 3 3 ]
7656 47.0 1.85 16.2 13.8 T 93 1] 0 )]
1657 k6.5 8.65 16.5 8.9 16 81 2 1 0
MHean k9.1 8.42 16.9 12.2 15 )1 2 2 0
48.D. 22.4 20.35 10.6 3.4

prelel 0d

Tpemale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hriday, 5 daysfweek for
1k veeks. Following termination of the exposure period, ‘animals were maintained in the laboratory for recovery.

W LN3QL ANOD
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TABLE A-20
DBCP: INHALATIOR FERTILITY STUDY IN THE RaTt

Male and Femals Rats: Prothrombin Time

Male Rats Female Rats
Animal PPm Prothrombin Time (seconds) Animal rpm Prothrombin Time (seconds}
Number DBCP 9 weeks 13 weeka Rumber DBCP 9 weeks 1) weeks
TT-T45h 0 24h.3 142 TT-bhhh 0 23.6 15.1
7455 19.2 15.8 TLL5 29.6 15.6
Th56 18.2 - TuLE 5.1 16.6
TUST 13.8 15.3 THuT 35.8 16.1
T4sB 20.6 1L.1 Thi8 33.1 1k.6
ean ¢ S.D. 19.2 ¢ 3.8 14.9 + 0.8 Mean t 8.D. 31.h + 5.0 15.6 + 0.8
7524 c.1 30.3 15.8 514 0.1 13.8 146
1525 15.1 18.6 7515 18.3 16.6
7526 21.8 13.3 1516 25.1 18.1
1521 20.8 15.1 1517 21.6 15.3
7528 19.8 15.3 7518 22.1 17.8
Mean + S.D. 21.6 £ 5.5 15.6 # 1.9 Mean ¢ B.D. 20.2 % 4.3 16.5 1.5
7593 1.0 23.3 13.3 7583 1.0 20.8 16.5
594 30.1 15.9 7584 17T.1 - 15.8
7595 21.1 14.9 ) 7585 19.3 16.1
7596 15.6 16.3 7586 19.6 1.3
597 27.1 18.6 . 7587 16.1 16.1
Mean + S.D. 23.h + 5.6 15.8 + 1.9 Mean + 8.D. 19.0 ¢ 1.4 15.8 + 0.9
7668 10.0 16.1 k.3 7653 . 10.0 25.1 11.8
1669 16.3 13.4 7654 27.3 15.1
7670 39.5 14.1 7655 28.1 15.6
767 18.1 16.1 T656 31.1 16.5
7672 - 12.3 1657 54,2 1.1
lean 1 S.D. 22.5 £ 11.L 1k.0 £+ 1.4 Mesn + 8.D. 33.2 3 11.9 14.6 £ 1.8

0 Thata were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for & hr/day, 5 days/week for 1L weeks.
% 2 Following termination of the exposure period, animals were maintained in the laboratory for recovery.

2 - %bata not available, blood sample clotted.
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Male and Female Rat:
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TABLE A-21

INHALATION FERTILITY STUDY IN THE RaT?

Clinical Chemistry ¥aluea

' Male Rats {1hth Week)

Female Rats (1Lkth Heeks
— BUN Y

Animal Ppn BUN, 30T, AP, AnImal Pio N AP,
Number DICP mg/100 ml alt/ml i fml Number DBCP mg/100 ml o) fml ml/ml
T7-Ths5k 0 16 28 52 TT-Thik o 16 20 36
7455 20 29 65 This 16 15 73
Tu56 18 25 67 Thhé 2 23 Th
Ths5T 20 23 52 TukT 18 20 2
Ths8 16 23 5k Thi8 16 1T 36
Mean t 38.D. 18 ¢ 2 26 ¢ 3 58 ¢+ 7 Mean % 8.D. 17T ¢ 2 19¢3 kT £ 16
77-7524 0.1 19 25 60 TT-T51k 0.1 18 17 38
7525 20 103 232 7515 14 14 L9
7526 20 30 54 7516 13 16 48
1527 19 2h L6 517 20 14 38
7528 16 23 49 1518 18 2 33
Mean + 8.D. 19 ¢+ 2 k1l + 35 88 + 80 Mean + S.D. 17 2 3 15+ 3 7
17-1593 1.0 18 2k 66 17-7583 1.0 15 19 9
5% 15 24 37 7584 17 T 20 29
1595 1T 36 58 7585 19 1T 1
1596 14 27 L8 7586 19 15 35
597 1k 36 83 58T 17 19 30
Meun ¢ 8.D. 16 2 2 29 2 6 58 1+ 18 Mean & 8.D. 17 2 2 1822 Bz h
TT-7668 10.0 1k 23 82 T1-1652 10.0 18 22 53
1669 1k 3l 64 7654 18 14 65
7670 22 31 13 7655 15 19 34
7671 17 23 63 7656 15 13 )1
7672 17 3o 53 7657 16 23 &s
Mean + S.D. 17 +3 28 + 4 61T + 11 Mean + S.D. 16 + 2 2+ 7 56 + 18

tRats were exposed to O, 0.1,
Following termination of the

1.0, or 10 ppm of DBCP by inhalation for 6 hrfday, 5 daya/week for 14 weeks.

exposure period, animale were maintained in the laboratory for recovery.
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Table A-22
DBCP INHALATION FERTILITY STUDY IN THE RAT!

Male Rat: PSH and Testosterone lavels

Week of Animal ppm
Study Number DBCP FPSH(nanogram/ml) Testosterone(nanogram/ml)

o e e

"Male rats were exposed to 0, 0.1, 1.0,
inhalation for ¢ hr/day,
termination of the exposure period, animals

the laboratory for recovery.

4 77=-7464 © 400 1.6
7465 306 2.7
7466 266 2.4
3 7467 293 8.0
| 7468 280 3.0
i Mean:s.Dp. 309453 3.542.5
77-7534 0.1 320 4.9
? 7535 333 2.7
7536 320 2.7
7537 233 1.2
7538 416 2.3
] Meant5.D. 32‘*65 2. B*l. 3
' 77=-7603 1,0 266 6.4
7604 233 3.2
7605 233 2.8
7606 350 2.2
7607 333 2.3
Meant5.D. 283455 3.4£1.7
77-7673 10.0 383 6.8
7674 450 3.5
: 7675 433 1.4
) 7676 375 P 5.1
7677 320 4.9
MeansS.D. 392151 4.322.0
14 77-7454 0 193 0.6
7455 533 0.6
7456 200 0.8
' 7457 333 1.2
7458 226 0.4
Meants.D. 297£143 0.720.3
77=7524 0.1 220 1.6
7525 233 0.9
, 7526 180 1.0
7527 206 4.0
© 7528 233 3.4
! Meant5.D. 214222 2.241.4
s T7=7593 1.0 306 2.6
7594 333 3.3
7595 320 0.7
7596 266 0.6
7597 284 2.5
Meani5.D. 301x28 1.941.2
77-7668 10,0 383 0.6
. 7669 333 0.4
i 7670 280 0.7
7671 3183 2.7
7672 293 0.4
MeanaS,D. 334448 1.0%1.0

or 10 ppm of [BCP b
5 days/week for 14 weeks, Following

vwere maintained in

DO 131347
CONFTOFNT TAl
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Table A=23
DBCP INHALATION FERTILITY STUDY IN THE rar!
|
Female Rat: FSH levels |

Week of Animal ppm
Study Number DRCP FSH({nanogram/ml)
4 77=7449 0 113 J
7450 173 \
7451 113
7452 173
7453 147
Mean4S.D. 144430 ’
77=7519 0.1 147
7520 113
7521 157
7522 127
7523 193
MeantS.D. 147431
77-17588 1.0 383
7589 193
7590 133
7591 127
7592 140
MeanaS. D, 1954108
77-~7658 10.0 167
7659 167
7660 333
7661 206
7662 173
MeantS.D. 209471
14 77-7444 0 100
7445 83
7446 133
7447 120
7448 157
MeantS.D. 119429
77-7514 0.1 167
7515 280
7516 226
7517 87
7518 120
MeantS.D. 176178
77=7583 1.0 113
7584 100
7585 70
7586 140
7587 157
MeantS.D. 11634
77=7652 10.0 167
7653 147
7654 120
7655 167
7656 100
MeaniS.D. 140430

TFemale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by
inhalation for 6 hr/day, 5 days/week for 14 weeks. Following
termination of the exposure period, animals were maintained in
the laboratory for recovery.

DO 131348
- : CONFTDENT TAl




Animal ppm Specific
Humber DBCP Gravity pH
TT-Th54 o 1.040 6.5
T455 1.0k4 6.0
7456 1.042 7.0
ThS5T 1.040 7.0
Ths8 Unable to obtain e
l‘baﬂtso D‘ 1‘ 0“2!0. 002
1524 0.1 Unable tc obtain a
1525 1.032 6.5
1526 Unable to cobtain a
7527 1.056 6.0
7528 1.0k0 7.0
MeantS. D. 1.04340.012
7593 1.0 Unable to obtain a
1594 1.058 7.0
7595 1.066 6.5
7596 1.052 7.0
7597 1.064 6.0
MeantS. D. 1.06040.006
1668 10.0 Unable to obtain a
1669 1.030 7.0
1670 1.028 6.5
7671 1.0l0 6.5
7672 Unable to cbtain a
HeantS.D. 1.03340.006

(ole}
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TABLE A-2h

DBCP: INHALATION FERTILITY STUDY IN THE RAT!

Sugar

Neg
Neg
Reg
Neg
pample

sample
Neg
sample
tleg
Reg

sample
Neg
Neg
Neg
Reg

Male Rat: Urinaiysis

Week of Study: ¢

Protein Ketones Bilirubin Blood Urobilinogen
2+ Heg Neg Heg 1.0
1+ Heg Heg Reg 1.0
1+ Neg Heg Heg 1.0
3+ Reg Neg Neg 1.0
1+ Neg Neg Heg 1.0
3+ Heg Reg Reg 1.0
3+ Neg Heg Heg 1.0
2+ Neg Reg Reg 1.0
I+ Neg Neg Heg 1.0
2+ Neg Neg Neg 1.0
2+ Heg Neg Neg 1.0
2+ Neg Neg Neg 1.0
1+ Neg Neg Neg 1.0
3+ Neg Heg Beg 1.0
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Oselel ud

Animal peiv Specific
Number DBCP Grarvity _pH
TT-Th5h 0 Unable to obtain a
TS5 1.050 6.5
Ths6 1.060 6.0
T4ST 1.040 7.0
7458 Unable to obtain a
MeantS.D. 1. 050*0- 010
152k 0.1 Unable t¢ obtain a
7525 Unable to obtain a
1526 Unable to obtain a
1527 1.070 6.0
1528 1.038 6.5
MeantS.D. 1.05440.023
7593 1.0 Uneable to obtain a
7594 Unable to cbtain a
7595 1.05h4 6.5
7596 1.066 7.0
1597 1.040 T.0
*ﬂ.ﬂis- D. 1. 053!’0. 013
7668 10.0 Unable to obtain a
7669 1.038 6.5
1670 1.02h 6.5
7671 1.052 7.0
7672 1.022 6.5
Mea.nts- D. 1.03&10- Olll

DBCP:

Sugar

sample
Neg
Neg
Neg
sample

sample
sample
sample
Neg
Neg

sample
sample
Neg
Neg
Neg

sample
Neg
Heg
Neg
Neg

=325~

TABLE A-2% {Continued)

INHALATIOR FERTILITY STUDY IN THE RATT

Male Rat: Urinalysis

Week of Study: 13

Protein Ketones Bilirubin Blood Urcbilinogen
1+ Reg Neg Neg 1.0
1+ Neg Heg Neg 1.0
3+ Neg Heg Neg 1.0
3+ Heg Neg Neg 1.0
2+ Heg Neg Small 1.0
3+ Beg Heg Neg 1.0
3+ Neg Reg Neg 1.0
3+ - leg Neg Heg 1.0
2+ Neg Neg Neg 1.0
1+ Neg Neg Neg 1.0
b+ Neg Heg Neg 1.0
1+ Neg Neg Neg 1.0
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TABLE A-24 {Continued)

DBCP: INHALATION FERTILITY STUDY IN THE Ratt

Male Rat: Urinalysis

Week of Study: 142

Animal P 8pecific
Humber DECP Gravity pH Sugar Protein Ketones Bilirubin Blood Urobilinogen
TT-T45h 0 1.007 7.0 Heg 3+ Neg Neg Neg 1.0
455 1.010 6.0 Reg 1+ Neg Heg Neg 1.0
Th56 1.035 6.0 Neg kTS Neg Neg Neg 1.0
Th5T 1.007 1.0 Neg 3+ Neg Neg Neg 1.0
458 1.00k 7.0 Feg Trace Neg Neg Trace 1.0
Mean3S.D. 1.01310.013
7524 0.1 1.0L% 6.0 Neg 3+ Neg Neg Heg 1.0
525 1.037 8.0 Neg 3+ Yeg Reg Heg 1.0
1526 1.054 7.0 Neg 3+ Heg Heg Beg 1.0
7521 1.052 6.0 Neg 3+ Neg Heg Heg 1.0
528 1.050 6.0 Neg 3+ Neg Heg Heg 1.0
MeantS.D. 1.04T40.007
7593 1.0 1.050 6.0 Neg 3+ Neg Neg Heg 1.0
T59% 1.024 8.0 Neg 2+ Neg Neg Neg 1.0
7595 1.036 6.0 Feg 3+ Neg Neg Neg 1.0
1596 Unable to obtain a sample
597 1.026 8.0 Heg 3+ Neg Heg Neg 1.0
HeaniS.D. 1.03L10.012
7665 10.0 1.02% 7.0 Heg 3+ Neg Reg Heg 1.0
T669 1.013 8.0 Beg 3+ Neg Neg Heg 1.0
1670 1.010 6.0 Neg 2+ Neg Neg Neg 1.0
T67TL 1.016 6.0 Neg 3+ Neg Neg Heg 1.0
1672 1.026 1.0 Neg 3+ Neg Neg Neg 1.0
MeantS.D. 1.01840.007

tMale rate were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for € hr/dey, 5 days/week for 1k weeks.
Following termination f the exposure perlod, animals were maintained in tha laboratory for recovery.

Spua to difficulty in obtaining urine samples from male rats during the 13th week, additional urine samples were
obtained at the time f necropsy in the lith week.

—*
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TABLE A-25 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RATT

Femnle Rat: Urinalysis

Week of Study: 13

Animal ppo Specific

Humber DBCP Cravity pH Sugar Protein Ketones Bilirubin Blood Urocbilinogen

TT-Thith 0 1.030 6.5 Heg Trace Neg Neg Heg 1.0
This 1.020 6.0 Heg 2+ Heg Neg Neg 1.0
Th46 1.030 6.5 Neg 1+ Feg Neg Heg 1.0
ThUT 1.048 6.0 Neg 2+ Heg Neg Neg 1.0
ThiB 1.032 7.0 Neg Trace Neg Neg Neg 1.0

Heani8.D. 1.03240.010
T751L 0.1 1.026 6.0 Heg Trace Heg Neg Neg 1.0
7515 1.054 6.0 Heg 1+ Neg Neg Neg 1.0
516 1.050 6.0 Neg 2+ Heg Neg Heg 1.0
1517 1.03h 6.5 Neg Trace Neg Neg Neg 1.0
7518 1.046 6.0 Neg I+ Neg Neg Neg 1.0

HeantS.D. 1.04240.012
7583 1.0 1.028 T.0 Neg Trace Keg Neg Heg 1.0
75684 1.042 5.0 Neg Trace Neg Neg Reg 1.0
7585 1.038 7.0 Neg I+ Neg Neg Neg 1.0
7586 1.030 6.0 Neg 1+ Neg Neg Neg 1.0
7587 1.028 6.0 Neg 1+ Neg Neg Neg 1.0

MeaniS.D. 1.03320.006
7653 10.0 1.040 5.0 Neg Trace Neg Neg Neg 1.0
7654 1.038 6.0 Neg 1+ Neg Neg Heg 1.0
7655 1.036 . 6.0 Neg 2+ Neg Neg Heg 1.0
7656 1.040 6.0 Neg 2+ Neg Neg Heg 1.0
1657 1.028 6.5 Neg 2+ Heg Heg Neg 1.0

Mean#S.D. 1.03610.005 :

Qd

YPemale rats vere exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr/day, 5 days/week for 1lh weeks..
Following termination of the exposure periocd, animals were maintained in the laboratory for recorvery.

it
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Qd

ggelet

Animal

Humber

TT-T46h
Thé5
T466
TU67
Th68

Mean
48.D.

TT-753%
7535
7536
7537
7538

Mean
#8.D.

77-7603
7604
7605

7606
T607

Hean
$8.D.

T1-7673
7674
7675
7616
7677

Mean
25.D.

-, —— e - .- [
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Table A-26 i
DBCP: INHALATION FERTILITY STUDY IN THE RAT'
Male Rat: Ind{vidual Organ Weights and Organ/Body Weight Ratios Determined at the Interim (i weeke} Sacrifice

Exposure Organ Weights (g and g/100g Body Weight) .
Level Final BRAIN HEART LIVER KIDNEYS TESTES EPIDIDYMIDES
ppa Body Weight {g) g g/100g g gf100g g g/100g E g/100g & g/100g £ g/100g
0.0 569.0 1.94 0.34 1.65 0.29 19.28 3.39 k.12 .72 k.31 0.76 —a -
573.0 1.95 0.3% 1.83 0.32 21.33 372 3.92 0.68 k.60 0.80 1.60 0.28

569.0 2.05 0.36 1.57 0.28 20.42 3.59 k.08 0.72 h.bo 0.79 1.58 0.28

502.0 2.00 0.40 1.56 0.31 17.17 3.h2 3.86 0.T7 L2 0. 84 1.47 0.29

h92.0 2.01 0.41 1.54 0.31 18.80 3.82 3.90 c.79 b, 22 0.86 1.63 0.33

541.0 1.99 0.37 1.63 0.30 19.k0 3.59 3.98 0.Th b.37 0.0 1.5T 0.29

+h0. & 40.05 $0.03 40.12  #0.02 41.59 #0.19 #0.12  10.04 #0.17  20.04 40.06 20.02

0.1 495.0 1.96 0.ko 1.h2 0.29 16.36 .3 3.29 0.66 k.20 0.85 1.51 0.31
550.0 1.91 0.35 1.87 0.3k 19.53 3.55 3.76 0.68 h.23 0.77 1.37 0.25

555.0 2.05 0.37 1.68 0.30 18.15 3.27 3.56 0.64 4,06 0.73 1.55 0.28

487.0 1.90 0.39 1.3k 0.28 1k.25 2.93 2.94 0.60 h.h2 0.91 1.8 0.30

559.0 2.06 0.37 1.63 0.29 20,32 3.64 k.30 0.77 4.23 0.76 1.54 0.28

529.2 1.98 0.37 1.59 0.30 17.72 3.34 3.57 0.67 h.23 0.80 1.49 0.28

£35.1 $0.08  £0.02 $0.21  10.02 +2.6  $0.28 #0.51  10.06 40,13 30.07 40.0T 0.02

1.0 608.0 2.10 0.35 1.59 0.26 25.10 .13 3.99 0.66 k.20 0.69 1.3 0.2h
518.0 1.96 0.38 1.h6 0.28 18.23 3.52 3.51 0.68 3.98 0.71 1.h2 0.27

527.0 1.91 0.36 1.55 0.29 18.91 3.59 3.40 0.65 3.9% 0.75 1.30 0.25

k97.0 2.06 0.h1 1.4k 0.29 17.09 3.4 3.0 0.76 3.95 0.79 1.48  0.30

529.0 1.98 0.37 1.51 0.29 18.69 3.53 3.99 0.75 3.80 0.72 1.54 0.29

535.8 2.00 0.37 1.51 0.28 19.60 3.6h4 3.Th 0.70 3.97 0.Th 1.43 0.27

$42.3 £0.08  10.03 10.06  30.01 £3.15  40.28 40.27  20.06 40.1k 20,04 $0.09  £0.03

10.0 519.0 2.11 0. 1.h9 0.29 18.73 3.61 3.61 0.70 k.29 0.83 1.6% 0.32
§71.0 1.92 0.41 1.57 0.3 17.83 3.79 3.78 0.50 h.17 0.89 1.50 0.32

466.0 1.94 0.42 1.25 0.27 168.63 b.00 3.79 0.81 4,04 0.87 1.8 0.32

488.0 2.06 0.h2 1.51 0.31 18.04 3.70 3.32 0.68 k.15 0.85 1.38 0.28

534.0 2.10 0.39 1.54 0.29 20.81 3.90 ha15 0.78 h.10 0.77 1.57 0.29

#195.6 £2,03  20.41 21.45  40.29 #18.81  13.80 #3.73 20.75 #h.15 20,84 #1.51  20.31

429.8 0,09 £0.01 #0.12  20.02 #1.18  £0.15 #0.30  20.06 40,09  20.05 20.10 20.02




Table A-26 {Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RAT!

Male Rat: JIndividual Organ Welghts and Orgpnfnody Welght Ratios Determined at the Interim (14 weeks) Bacrifice

Exposure Organ Weights (g snd g/100g Body Weight)
Animal Level Final BRAIK HEART LIVER KIDNEYS TESTES EPIDIDIMIDES

Number ppm Body Weight (g) 4 g/100g & g{100g g g/100g g g/100g g g/100g £ g/100g

106 0.3
0.98% 0,19
1.3 0.27
1.64 0.28
1.27 0.26

TT-Thsk 0.0 468.3 1.95 0.42 1.50 0.32 1k4.65 3.13 3.58
7455 506.1 2.00 0.40 1.5k 0.30 13.33 2.63 3.32
Thsé 528.4 1.97 0.37 .48  0.28 13.89  2.63 3.29
7457 586.6 2.00 0.3h 1L.TT . 0.30 16.67 2.84 k.19
Tus8 hgh.2 2.0l 0.1 1.5h4 0.31 12.45 2.52 3.12

o

cooop0
SERRA

1.h5 0.28
40.15  #0.02

0.39 1.57 0.30 1k.20 2.75 3.5¢

Mean 516.7
20.03 - 20.12 .60 #0.24 20,42

+5.De #hb.T

b
28
'.30
S HERER

1.Lk9
1.50
1.
1.58
1.k9

0.h2 1.h6 11.53 2.50 3.24
0.38 1.59 15.k3 2.86 3.63
0.37 1.85 13.66 2.58 3.0
0.35 1.68 16.16 2.79 .48
0.36 1.56 1k.10 2.hh 3.5

-
*

TT-T524 k61.8
7525 538.8
7526 529.7
7527 578.9
5828 578.1

SR RRRRY

[ ]
23222%

on Ml.\)HMH

MR N0
£E8 203Rs &R

23753 &2

1.L9
40,06

1.53
1.57
1.38
1.46
1.52

0.38 1.67 14.18 2.63 3.7

Mean 537.5
£0.03 10.19 21.79  10.19 20.48

1S.D. k7.8

0.38 1.55 16.53 3.00 L.k
0.39 1.9% 1k.36 2.73 3.92
0.38 1.79 13.51 2.75 3.k2
0.39 1.66 1k.h2 2.65

0.40 1.50 13.00 2.61 3.26

T7-7593 550.6
T5%4 526.5
159 491.6
7596 shh.T
7597 hob. 4

Hean 522.h
1S.D. 126.6

T7-7668 L68.8
1669 507.6
T6T0 483.6
671 481.5
7672 517.8

QRMEh

1.h9
20,07

1.01

0.39 1.69 1L.36 2.75
£0.01 10.18 11.35 10.15

-1

. L]

-

?? OOOQ.Q '30 (==~

0.41 1.52 . 12.89 2
0.36 1.43 15.64 3
0.41 1.43 1k.91 3
0.k1 1.h9 14.8) 3.
0.37 1.55 16.64 3.
3

10

R 22338 &7 K232 39

e
LT XXX
RREUNN B

o
n
(¥

Mean k91.9 0.39 1.h8 14.98

45.D. $20.2

go 0000 39 O.DQOO 'so 00000

-
2% L2288
L]
W MUERY 28
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Table A-26 {Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RATT

Male Rat: Individual Organ Weights and Organ/Body Weight Ratios Determined at the Terminal (46 weeks) Bacrifice

Exposure _ Organ Weights (g and g/100g Body Weight)
Animal Level BRAIN LIVER KIDNEYS EPIDIDYMIDES

Final
Number ppo Body Waight {g) g g100g g 8 g/100g g g/100g

lda.
1.45
1.49
1.50
1.67
1.48
1.87
1.72
1!82
1.63
k. 208%
1.6"
1.72
1.7
1!81'
1.79
1.60

.66
.1k

8

TT-T469 0.0 601 0.35 20.36
T470 575 0.35 1T.11
TuT2 597 0.34 19.82
T3 560 0.36 16.09
ThTh 618 0.3h 16.13
TS5 520 0.37 20.07
TU76 558 Q.37 15.91
THT8 624 0.34 1h.39
THT9 619 0. 34 18.01
Th80 596 0.3k 19.93
Th81 601 0.35 21.21
ThB2 0.34 23.63
Th83 661 0.33 22.69
TUskL 0.34 21.17
Ths e 0.30 21.89
Th86 654 .31 21.76
Th88 580 0.34 17.85

Mean 607 0.3k 19.30
#8.D. 1hk 10.02 12.70

.
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T1-7539 0.31 20.63
7540 615 0.30 17.00
5 636 0.33 19.91
7542 579 0.36 17.k8
T543 633 0.3k 19.36
T5kY 602 0.35 18.26
7545 6k 0.33 19.51
T546 6L2 0.32 17.60
T5hT 0.33 20.26
548 669 0.32 21.33
1549 656 0.31 23.01
7550 640 0.30 21.k2
7551 682 0.32 17.90
1552 0.32 22.73
1553 576 0.36 16.60
7554 7 0.29 25.h0
7698 660 0.31 22,3k
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7556 622 0.32 15.49

el
SFTELB

Ol F=] KO =1 O\ ID ("] F
.
.

[
.
b
-
.

oN NRRRUBRRRRUBIRULRRY 8K

SRkelEEREARY e ERY
r e
e

‘
[y
. . w
A B
n
POPODOOOPROPROOOROS %o

OOQOOOOOO?OOOOOQOOO

84 HERINLIIBLRIAILIILS

WLLINIAL INOD

lean 646 0.32 19.84
" #8.D. 36 #0.02 22, SII

Q1 e e D e et
3 KBRFES8IE

%o

zﬂ' Pl WAV AT B i i o S o o o & E
. .

%)

.4

.

%o




Table A-26 {Continued}

DBCP: INHALATIOE FERTILITY STUDY 1IN THE RAT!

Male Rat: Individual Organ Weights and OrganfBody Weight Retios Determined st the Terminal {h6 weeks) Bacrifice

Exposure Organ Welghts (g and x/100g Body Welght)
Level HEART LIVER

L] Body —£ &

EP1DIDYMIDES
8 £/100g

El
A

19.9%
15 L] 3T
17.23
19.19
18.65
18.06
16.17
16.98
16.12
22.26
23.17
13.78
19.30
20.01
21.38
19.75
28.48
19.91
2h.11
19.85

19.48
$3.36

27.37
22,57
15.19
20.87
19.63
20.52
19.33
19.11
17.07
23.h8
18.73
2h.51

1.0

)
.
-
.
-

2.06
2.11
1.92
2.05
2.05
2.21
1.95
2.00
2.00
2.05
2.30
2.01
1.91
2.0
1.93
2.02
2.09
2.06
2.02

2-0‘
$0.09

2.05 0.28
2.10 0.28
1.91 0.h4h
2.02  0.28
2.01 0.3
2.08 0.34
2.06 0.33
1.9T 0.3
2.05 0.33
1.97T 0.3
1.8v  0.32
2.03  0.29
2.09 0.28 2481
589 2.0h  0.35 18.32
566 .92  0.3h 1.19 19.20
630 2.05 0.33 2.2t 23.17
655 2.06 0.31 2.11 21.27
615 1.9T .32 2.13 19.95
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tale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hr.day, 5 days/veek for 1k weeks. Following termination of the
exposurs periocd, animals were saintained in the laboratory for recovery. .

®The weights of the epididymides of animel numbers 77-Th6h & TT-TAB1 were not included fn the statistical snslysis due to improper processing.
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Table A-27

INHALATIOR FERTILITY STUDY IN THE RaT!

Femnle Rat: Individual Organ Weights end Organ/Body Weight Ratios Determined at the Interim {4 weekn) Sacrifice

Exposure
Animal Level Final
Humber ppa~ Body Weight (g)

T7-Thh9 0.0 306.0
Thso 209.0
Ths1 262.0
Th52 330.0
1453 319.0
Mean 2’85- 2
+8.D. +h9.8
T7-1519 C.1 316.0
7520 301.0
7521 266.0
7522 299.0
7523 307.0
Hean 301.8
18.D. 311.0
T1-1568 1.0 311.0
1589 276.0
1590 279.0
7591 309.0
7592 331.0
Mean 301.2
13.D. 123.3
T1-7658 10.0 247.0
7659 292.0
7660 261.0
1661 299.0
7662 276.0
Mean 279.0
28.D. 220.0

Organ Weights (g and £/100g Body Weight)
HEART LIVER

BRAIN
g g/100g
1.78 0.508
1.77 0.85
1.65 0.63
1.79 C.5h
1.85 0.58
1.77 0.6h
$0.07 0,12
1.71 0.56
1.85 0.61
1.88 0.66
1.Th 0.58
1.94 0.63
1.8h 0.61
10,08 40.04
1.94 0.62
1.79 0.65
1.73 0.62
1.86 0.60
1.89 0.57
1.84 0.61
10.08 20,03
1.80 0.73
1.78 0.61
1.78 0.63
1.92 0.64
1.79 0.65
1.8 0.65
0,06 20.05

i £/100g
1.03 0.34
0.98 0.47
0.% 0.37
1.02 0.31
1.16 0.36
1.03 0.37
40.08 40,06
1.00 0.32
1.00 0.33
0.92 0.32
0.97 0.32
1.04 0.3k
0.99 0.33
$0.04 10,01
1.11 0.36
0.89 0.32
0.9h 0.3h
1.02 0.33
1.00 0.30
0.99 0.33
10.08 10.02
0-93 0.38
0.85 0.29
1.10 0.39
0.93 0.31
0.91 0.33
0.94 0.34
20.09 #0.0b

[e— |

KIDNEYE

g ¢/100g P £/100g
10.63 .47 2.02 0.66
* 10.k4 5.00 2.13 1.02
- 9.81 3.7h 2.23 0.5
n.h9 3.48 2.42 0.73
13.36 h.19 2.h0 0.75
1.15 3.98 2.24 0.80
£1.38 10,64 40,17 40.14
10.25 3.24 2.12 0.67
10.84 3.60 2.36 0.78
9.52 3.35 2.02 0.7
10.Th 3.59 2.29 0.77
9.58 3.12 2.33 0.76
10.19 3.38 2.22 0.Th
10, 10.21 $0.15 10.05
9.3 3.16 2.37 0.76
8.75 .17 2.1k 0.78
8.88 3.18 2.08 0.75
11.39 3.69 2.42 0.78
10.86 3.28 2.19 0.66
9.94 2.30 2.2h 0.75
$1.17 10.22 10.15 10.05
10.39 k.21 2.38 0.96
10.33 3.54 2.15 0.74
10.20 .63 2.05 0.73
10.1h 3.39 2.25 0.75
9.32 3.38 1.86 0.67
10.08 3.63 2.14 .77
20.43 20.3b 20,20 10.11



Table A-27 {Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RATt

Femle Rat: Individual Organ Weights and Organ/Body Weight Ratios Determined at the Interim {1k weeks) Sacrifice

Organ Weights (g and g/100g Body Weight)
Animal Final HEART LIVER
Number Weight (g) B £/100g -

TT-Thih 305.6 0.32
Tuks 328.9 0.31
Thhé 2h6.8 0,35
THLT 326.1 0.31
Tub8 308.6 0.31

38883

Mean 303.2
48.D. +33.2

'.So o000

17-1514 357.7
7515 290.8
7516 330.5
517 317.0
7518 290.8

o900
23328 23

L)
SFEIE KB

Mean 317.k
48.D. +28.3

I.ao

T7-7583 280.2
7584 271.1
7585 304.h
7506 278.7
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Table A-2] {Continued)

DBCP: INHALATION FERTILITY STUDY IN THE RaTt

Pemale Rat: Individual Organ Weights and Organ[Boq!AFeight Ratios Determined at the Terminal (40 weeks) Sacrifice

Organ Weights {g and g/100g Body Weight)

Animal Final BRALN HEART LIVER
Humber Weight (g) gl100g g g/100g s g/100g

n
)

AT
-8

0.33 10.81
0.37 9.20
0.38 9.53
o . 9.29
0.38 11.23
0.40 11.55
0.37 11.23
0.h1 10.23
0.36 13.

0.36 9.81
0.ho 12.51

11-Th19 352.8
420 291.0
Th21r 314.4
The2 33k.2
Thoh 291.0
™S 281.5
Thaé 303.5
That 310.1
Th28 353.9
1429 334.5
7h30 289. k4
T3l 317.3 0.42 10.99
T432 320.9 0.ko 12.87
Th33 310.h 0.36 10.73
Th3k 267.8 0.k5 11.55
7435 315.7 o.ko 12.55
Th36 3b1.5 0.38 12.59
THT 316.4 0.41 12.50
Th38 306.9 0.38 12.51
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48.D. $23.3 40.03 +1.28
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I.a o

T7-Thé9 335.7 0.36 10.88
Thoo 3hk9.2 0.35 1h.30
Thol 301.k 0.hh 9.60
Th92 293.4 0.29 8.87
793 360.4 ] 0.32 11.77
TU9h 329.0 0.35 11,14
7495 306.% 0.ho 1n.ky
Tho6 287.3 0.38 11.05
Thot 328.4 0.40 10.88
7498 KILTS 0.37 8.29
Tho9 331.1 0.38 11.58
7500 267.9 0.1 9.03
7501 337.2 0.36 12.27
7502 360.7 . ] 0.35 13.21
7503 276.6 0.37 10.70
750k 332.2 . 0.kl 12.11
7505 3774 0.34 11.58
7506 290.6 . 0.35 10.83
7507 297.6 0.36 11.15
7508 4o1.0 0.27 11.72
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Table A-27 {Continued}

INMALATION FERTILITY STUDY IN THE Rart

Female Rat: Individuel Organ Weights and Organ/Body Wefght Ratios Determined at the Terminal (kO weeks} Bacrifice

Expoaure
Level

1.0

10.0

Organ Welghts (g and g/100g Body Weight)
Final BRALN HEART LIVER KIDNETS
Neight (g} £ 100 E 100 £ 100 g 100
198.0 1.82 0.92 0.97 0.h9 6.95 3.5 2.64 1.33
320.2 1.83 0.56 1.15 0.35 11.34 1.k6 2.50 0.76
312.5 1.82 0.58 1.22 0.39 10.54 3.50 2.56 0.82
345 1.84 0.55 1.1k 0.3h 9.72 2.91 2.65 0.79
258.6 1.89 0.73 1.12 0.h3 6.75 2.61 2.11 0.82
275.1 1.719 0.65 1.13 O.h1 10.73 3.90 2.93 1.07
145.8 1.91 1.31 0.70 0.h8 5.88 k.03 1.84 1.26
264.6 1.Bk 0.70 1.10 0.h2 8.31 3.1k 2.35 0.89
297.0 1.79 0.60 1.16 0.3% 10.0% 3.8 2.3k 0.79
311.6 1.87 0.60 1.21 0,39 9.80 3.15 2.48 0.79
nt.6 1.77 0.56 1.13 0.36 10.23 3.2 2.53 0.80
347.0 1.88 0.5& 1.39 o.lo 12.82 3.69 2.86 0.82
1340 1.95 0.58 1.26 0.38 11.50 3. kh 2.5 0.73
299.7 1,87 0.62 .13 0.38 12.33 11 2.90 0.97
263.h 1.82 0.69 1.11 0.k2 8.72 3.3 2.07 0. 79
h32.6 1.88 0.43 1.30 0.30 21.28 k.92 2.73 0.63
287.1 1.75 0.61 1.21 0.42 9. 76 3.h0 2.k 0.85
3k3.6 1.93 0.56 1.h2 0.l 12.91 3.76 3.25 0.95
251.2 1.88 0.75 0.98 0.39 10.05 k.00 2.35 0.9k
29h.8 1.85 0.66 1.15 0.k 10.53 3.55 2.52 0.88
160.8 10.05 10.19 10.16 30.0L 13.26 10.51 10.33 20.17
330.0 1.88 0.57 1.13 0.3h 13.23 k01 2.55 0.71
30h.8 1.81 0.59 1.25 0.h1 1h.hT [ % 2.%0 0.92
345.0 1.8 0.57 1.07T 0.31 12.6k 3.66 2,35 0.68
309.0 1.86 0.61 1.25 0.ho 11.54 3.70 2.57 0.83
289.3 1.B0 0.62 1.2k 0.k 10.10 3.h9 2.65 0.92
30h.k 1.83 0.60 1.1% 0.37 11.33 3.T2 2.62 0.66
371.9 1.88 0.51 1.27 0.3h 12.6h 3.h0 2.59 0.70
275.9 1.82 0.66 1.1 0.h0 10.5% 3.82 2.0 0.67
297.1 1.8k 0.62 1.15 0.39 18.68 6.29 3.13 1.05
382.1 1.87 0.h9 1.22 .32 12.49 3.1 3.5 0.85
308.5 1.90 0.62 1.30 0.2 11.99 3.3 311 .01
315.h 1.90 0.60 1.18 0.37 12.32 3.91 2.8 0.92
24,7 1.89 0.58 1.26 0.39 11.h9 3.5 2.7 0.83
38k, 1.92 0.50 1.07 0.38 11.20 2.91 2.8¢ 0.75
* 362.0 1.87 0.52 1.06 0.29 WbBiin: 3.99 2.63 0.73
26T.9 1.81 0.68 1.08 0.40 9.61 3.61 2.3k 0.87
209.3 1.78 0.62 1.18 0. 41 9.20 3.18 2.57 0.89
321.3 1.86 .59 1.20 0.38 12.23 3.83 2.n 0.05
+36.2 40,05 $0.05 +0.10 +0.04 +2.23 20.7T5 +0.27 $0.10

tremale rats were exposed to 0, 0.1, 1.0, or 10 ppm of DBCP by inhalation for 6 hrfday, 5 days/week for 1§ wveeks. Folloving termination of the
expoaure period, animals were maintained in the laboratory for recovery.
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Table A-28

INHALATION FERTILITY STUDY IK THE MALE RABBIT?

Rabbit: Body Welghts (kg.)

Exposure Animal
Level-ppa Humber -2 -1
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R
8
8

Control 8hY -2 k.7
215 3.34 3.56
910 3.87 3.95
160 3.87 3.95
909 3.85 3.52
901 h.or k.22
916 k.19 k.21
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923 h.33 hoAT

!
!
!
!

.
. »
.-
.
.
. »
. »
W Wi =
. .

i
2 3R bRRE

ry PRREAS

e Guisrplzevy

-
RREGLRRESP

Rg Rprmbgeahg

1)
Iaw rc‘nrfa—wuuur
B8 BRASSETI2ALRD

.

.

w

.

?rr.-rwuu =

PR RER 8
.

rurrr?wwwr
ru.r.r.r\:awwwr

88
l.au

Mean 3-% 5.01
48.D.  $0.29 $0.32

88
@3

Ow wwfrruww
B8 FuRBRIES
'6w c:»w-r.r

I.au
l.aw
'S

133

]

917 3.2 352
920 h.02 .18
906 3.12 3.25
911 478 K.35
1128 kT8 k.35
913 3.75 3.88 3.33
902 hoOT k.23 b7
928 3.Th .87 3.67
915 .15 k.27 b.22
912  3.25 3.26 3.2h

WEISEESRRY
TEeEER QU E

-
.
) -
SIEELRY
'Su wrwy?rwurw
-
.

.

. .
ARV =W N -y

H

.

.

H

-

-

.

ERRESBauR

o EEReRud

*

PHR I IR

wrwrw.ruwrw
[
SBULRYARRE

.
.
.
[
H
.
uu'ufuwru
PERIDE]IZY L

.
4 (D F a4V

Mean 3.91 3.92 3.75
£8.D.  #0.5T 30.hb +0.42

-
53
L]
£
-
5%
B
L. )
8%
»
=&
'Sw urwfwrwwrw

'.5u w W ru 4 W
2 BBBERINER
b
1
B2
28

)

3\» wrwwwrwwrw
[}

Su wrw?wruwru
’

Bu WEW EW W W W

Qd

L9 (e

IY1INIULINOD




Table A-28 {Continued)

INHALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: Body Weights (kg.)

Exposure Animal WEEK OF STUDY
Level-ppm Number 15 16 17 148 19 20 21 22 23 2k 25 27 28 29

tad|
(=

Control Bhk 5-05 k.ll kola kclh k.ls k-22 h.22 h.la 5.07 hclk h.09 k-19
215 DBAD == = == = — e =
910 3.91 3.85 3.80 3.8% 3.81 3.95 3.86 3.B8 3.80 3.94
SBACRIFICED == == == == = — -
BACRIFICED == == == == = - -
.02 3.97 4.03 k.01 h.03 k.11 h.10 k.18 b.08
BACRIFICED == == ==  =v = N —
b.29 ho2k L.27 ko2h kT k1T k22 h.20 h.03
3'55 30&6 3-58 3.55 3058 3.63 3-63 3-?2 3-?3
3.79 3.6k 3.6T7 3.54 3.53 3.56 3.49 3.60 3.67

3.0h 3.88 3.91 3.80 3.88 3.9k 3.92 3. 3.91 3.93
$0.25 $0.29 $0.27 $0.30 £0.20 $0.28 20.31 $0.19

3.95 4.01
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Table A-28 (Continued)

INHALATION FERTILITY S8TUDY IH THE MALE RABRBITY

Rabbit: Body Weights (kg.)

Exposure Animal WEEK OF STUDY
Level-ppm Number 31 32 36 kY 35 39 LT7)

L.21 L.22 k.39 k.28

(V)
21

3

Control 8hk h.3h .27
215 Dead -
910 4,15 h.03
150 BACRIFICED
909 SACRIFICED
901 hbh B33
916 SACRIFICED
932 h.22 h.21
90T 3.91 3.81
923 3.T1 3.66

Mean k- 13 \-05
3.0, 20.27 10.27

k.10 k.13 k.25 h.18
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Exposure
Level-ppm

Table A-28 (Continued)

INHALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: Body Weights (kg.)

Animal

Humber -2 -1 1

[~
N

et
E-a

1‘0

929 .12 h.1T 3.8L
931 3.88 3.95 k11
1126 kTl bT3 bbb
919 h.18 h.32 4.18
olg k55 k53 bl
.178 h.10 418 k.13
926 3.3 3.6 3.h0
904 3.81 3.89 3.86
930 3.82 3.53 3.Ak2
9324 kb1l k.45 L.3L

3.80
3.89
3.81
k.35
k.58
k.3k
3.39
3- 26
3- 2~
b3y

3.90
10.19
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H$ESEBVURGE

W w

Ll ol ol i V]
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Table A-28 (Continued)

INHALATION FERTILITY BTUDY IN THE MALE RABBIT!

Rabbit: Body Weights (kg.)

Exposure Animal WEEK OF STUDY
Level-ppm  Number 15 16 21 22 23 24
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Table A-23 (Continued)

DBCP: INHALATIOR FERTILITY STUDY IN THE MALE RABBITY

Rabbit: Body Welghts (kz.}

Exposure Animal WEEK OF STUDY
Level-ppm  Humber 31 32 33 3h 35 3b 37 38 39 LT¥] b1 h2 b3 17 L5 TS
1.0 929 .15 h.Ob ho05 3.38 3.31 3.44 3.48 3.50 3.49 3.42 3.28 2.92 2.72 2.77 2.T3 2.59¢
931 SACRIFICED ~- -— — - — -— -— — -— _—
1126 DEAD —= ~— - -— -— - —-— -— — —

919 SACRIFICED -~ -— - _—

AR
b

VR
W
.r
=
=

P LT kbl b33 k31 Ao31 L.22 L, L .25 h.37 b3W A .35 h.bk k.27 h.27
178 69 L.60 H.61 A4.73 L.68 k.76 H.T9 H.75 h.76 k.63 L4.73 k.69 k70 k.79 L.5T h.60
926 340 3.37 3.31 3.28 3.28 3.28 3.27 3.26 3.22 3.18 2.96 2.96 2.9% 2.92 2.8¢ 2.82
904  BACRIFICED — me em em em == ome mae — = e e=
930  SACRIFICED —_ mm em em em em me mm e e e we e
9328  S5.03 5.03 5 k.99 5.03 5.03 S5.02 4.99 5.00 Lok k.92 k.93 h.93 k.04 L.86 L.70
Mean hoabh 27 La27 kalh A20 h,15 kT k15 LG1T b0 hooh 3.98 3.91 3.95 3.84 3.79
48.D.  10.62 10.62 £0.62 10.78 £0.79 180.76 20.78 £0.76 20.78 10.7T £0.88 30.9T7 #1.05 +1.07 +1.01 #1.06
10.0 9i% BACRIFICED o= = == o mm  mm ae  me  mm ms me em m= =-
921 L.ST 4.53 k.59 k.67 L4.56 h.h9 k.56 h.63 L.68 L.T5 L.BL k.91 L.B9 k.93 L.B8 L.B2c
922 DEBAD =~  me  m=  em em me wm em e em mm em am = ==
908  DPEAD e= ae = ee e em em e e e mm e e = ==
918 DEAD =  em e o= e em == e e mm mm e e e o=
933 L.15 h.18 k.20 416 k.20 K20 &.21 W24 L.2T L.25 L.23 4,27 k.22 hW.24 K36 h.10
92T DBAD == o= o= e= e em == em mm mm mm e oae = ==
1125 3.26 3.2T 3.28 3.23 3.22 3.2T 3.22 3.20-3.21 3.23 3.23 3.18 3.20 3.23 3.28 3.19
925 5,30 5.28 L.3h k.o kB2 kB9 k.kE L.50 hB.51 k.52 L.3T 5,12 L.19 B b1 k3T h.21
o2k k19 .16 L,08 3.89 h.13 bL.12 3.95 L.0T L.1T L.15 L.2h b.2h L.33 k32 N33 k23
Mean 4,09 408 k.10 L.O7 k11 B3 L.0B L.13 B.17 h.38 B.1B L.ab H.1T k.23 k.20 AR
48.Ds  $0.49 $0.48 20.50 $0.55 #0.52 30.50 +0.5k4 $0.56 +0.57 £0.58 $0.59 +0.62 #0.61 20.62 $0.58 +0.59

TMale rabbits wvere exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for § hr/day, 5 days/week for 1h weeks. Male
rabbits exposed to 10 ppm of DBCP were exposed for 8 weeks. PFolloving termination of the exposure period, animalas
vere mintained in the laboratory for recovery.

yeight inadvertently was not recorded.

bThe weight recorded was apparently incorrect and therefore was not included in the calculation of the mean.

CYalues for the k6th week represent fasted body weights taken prior to necropsy.
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Table A-29
DBCP: INMALATION FERTILITY STUDY IN THE MALE raBBIT!

Rabbit: Sperm Count {Millions/ml Semen}

Exposure Animal Week of Study

Level-—ppm  Humber =2 =1 Y 2 3 4 3 ] 1 i 2 10 u a2z 13 pLy

Control B4k 999 -2 The 388 T18 300 301 338 32 312 42k k37 415 189 k58 hy2
215 k1 68 1390 329 51 315 193 398 Demd | — — — — — -— -_—
910 Tk 360 690 247 -8 450 319 501 601 k63 Sh5 T h63 535 587 he6
180 758 1850 358 676 51k 655 582 shg 514 482 633 950 ST0 1110 1508 1099
909 676 646 BT 903 76T 809 358 920 1.7P 252 3wy k2B k31 - 1090 549
901 -2 61 Lob 1246 992 993 306 7135 988 K191 s kS 72h kil i 802 -~
916 1291 653 TB6 1068 680 1017 765 1356 1783 751 1002 287 hol 761 kst 130®
932 1063 532 e 851 30 6 513 602 558 227 1] 303 363 02 162
907 51T 393 TI6 hoz 51 313 To9 618 39k 399 22k hzt 358 668 55T 691

55

923 753 S8 602 580 L20® 699 I S91 587 B % & 16k 676

Mean 835 694 T28 671 65T ST5 M4 675 641 426 509 73 hsB Ti6 758 602
18.D. 4237 4452 280 32 #1810 1275 1205 1294 3501 2167 2255 3206 2132 423k 1502 202

0.1 917 k69 608 829 35h 599 1070 532 525 170 600 ho2 196 h31 h26 759 368
520 1106 619 572 -2 L8 503 616 k26 191 433 Lhg 3313 517 35k 1172 n
906 693 560 696 322 koo 343 207 255 303 675 62k 580 529 57T Tebh -
911 a70® 1668 786 655 164l 600 223 601 612 698 3k3 1020 h30 STT 1232 kg

1128 —8 & g3y  ® 1179 3fc ko L8 290 —% 8 262 183 332 519 397
913 T64 kot 666 638 1190 1180 223 1329 1873 557 —8 57 192 —& 11ks 1758
902 k83 688 162 553 1470 653 530 1315 1080 7 3zg hog ksé 250 693 196
928 mn 395 310 512 635 594 559 736 675 k15 270 597 654 387 668 582
915 T 2.2b 613 hsh 525 33h 318 16.6b 120b & 171 12.2b 2.1 o0.1b o0.2b
912 T 433 274 -t 309 3 184 102 99 92 -8 172 199 357 Lés 375

Mean 576 673 koh 521 835 618 391 576 531 423 L20 hs9 360 382 138 hoh

48.D. 4263 416 2281 2135 486 1290 2160 #4k0 2571 2232 2122 284 £201 2208 376 2499
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Table A-29 (Continued)

DBCP: INHALATION FERTILITY S8TUDY IN THE MALE RABBIT!

Rabbit: Bperm Count {Milliocns/ml Semen)

Exposure Animal : Heek of Btudy
Level--ppm  Mumber 18 9 28 2 =z W/ 10 32 k1] 35 B 50

Control 8hY T80 hay 1457 sL6 k29 1422 569 1882
215 Dead -— -— -— - — -— —
910 72 110 1020  0.8b 0.6® 171 70.0% 297
180 Sacrificed -— — - -— —

909 Sacrificed - — - -— _—
901 614 738 793 466 54k 539 LA
916 Sacrificed -— - — -— -—
932 210 kos 483 249 LT 258 hs51
907 1006 362 b8 s hes 508 515
923 536 216 2.6 _.a 21 225 192

Mean 60l 396 701 327 357 37h

520
43.D. #2713 2220 & s 4501  #213  + 4202 67 A9t

Sacrificed - - -
Bacrificed -— — -
Bacrificed -— -— -
509 701 633 307 522
96 232 0.9° 684 k29
2l B 212 169  so0.ob
340 50k 433 T1h T
693 656 565 676 630
Bacrificed -_— -— -—
5oL k09 6hk 658 535

°£l ||

No
(--X-]
oo

8188

LT 500 k15 535 L86
157 #2190 1259 2235 4239
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Table A-29 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBITY

Rabbit: Sperm Count (Millions/Ml Semen)

Week of Study
2 £ 1 383 3 1 1
580k 539 573 L6l 362 k2 31 201
294 563 164 163 532 216 107
167 210 511 k2 605 188  Dead
626 330 269 230 703 262 338
31k 38 330 348 k21 Lko 256 aks
197 560 130 7.8 = 149 96 -8
38 384 453 361 32k 156 25.8b 16.0b
148 -8 - 436 -t 513 —t
183 589 197 297 —a 609 316
611 T20 gl 570 1070 -8

353 U473 386 301 316 204
+186  #165 4251 4167 2288 413

663 693 Lk 6t Sacrificed
663 562  100d  s5.8° 1.00 .
16 U1 Dead -
1.0b P pead = — —
912 337 0.57 12.3P 3.2°
398 165 - }3.4b 15.6°
670 k52 Dead -
357  19.8P 2.2P
502 18.8% b 34,.1P
hok 369 . a _.s

27 12k T.2
s25h

o
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Table A-29 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBITY

Rabbit: Sperm Count (Millions/Ml Semen)

Exposure Animal Week of Btudy
Level-—ppm  Busber 16 19 &% A B »®» 2 X B B W B B 113
1.0 %29 376 7.1 615 212 389 305 339 3.88  L16 9k 11.08 - -8 -8
931 Sacrificed - — — - ~— — —_ — -— — - — -
1126 Dead -— — — - — -— — — -_ _ —_ - - —
519 Sacrificed - -_ - -— — - - — _— - -— -— -
Sh9 559 356 1129 298 164 692 254 666 35k WT kL9 176 102 301 316
178 158 423 628 6l 530 k75 koo 186 M3 693  23.61 297 573 139 b6
926 15.6> 11.2v 108 220 161 321 960 688 993 573 109% 1300 1364 —a -8
90k Sacrificed - - — - — - - - - - -— —_ —
930 Bacrificed -— -_— - — — - -— - —_ - - —_ —
932A 350 - 182 267 shg 918 100 k21 -2 349 332 179 178 Thh 528
Mean 292 199 532 328 59 sh2 k11 394 Shk kT1 382 488 559 395 L30
48.D. 1210 4221 111 1180 1189 1261 £327 1299 1301 1155 zhh2 +5hh 2587 £313 1107
10.0 91k Bacrificed — - - - -— - - - - - - - —
%1 o.kb  0.4b 0.0b 0.5b 24.4b  g.0b 4ot 8.2 6.0P .80 2.0 8,26 0.05® 0.6b L.2b
922 Dead -— - - — -— — - — — — - -— -— -
908 Dead -— -— — — - —_ — —_ —_ — - —_ - —
518 Dead —_ —-— - - — —_— — —_ — — - - - -—
933 o.kb 0,20 0.0t 0.05b 0.6b 0.7t 0.1b 0.0t  0.4b  0.05b 170 0.2b 0.hb 0.2v 2.1b -
927 Dead —_ — - - -— -— — — — _— - - _— -—
1125 0.4b  0.2b 0.0b 0.2  Q.kd .a o.0b o0.4b 0.9 o0.86 11.8® 15.3b 3.6b 20.0b 1h.6D
925 1.00  0.05b 0.9t  B8.1b  13.2d 19.5b bbb 37.0b  28.4d  5.2b T.8b 107 0.2b  1h.1d 92
924 2.2b  g.6b 1.0  0.0b 0.0b 0.1b 6.2b 4.6b 2.0t  0.Bb  6.5b 13.0b 5.6b 7.0b  23.2b
Mean 0.9 0.3 O.b 1.8 1.7 5.1 k.9 6.0 7.5 1.7 39.6 28.7 2.0 8.4 27.2
45.D. 0.8  £0.2 $0.5 3.5 $10.9  39.6  35.9 7.0 #11.6  #2.1 7.0 shhl 32,5 #8.6 237.2

thale rabbits were exposed to €, 0.1 or 1.0 ppm of DBCP by inhalation for 6 hridey, 5 days/week for 1k veeks. Male rabbits expoaed to 10 ppn
DBCP were exposed for B weeks. Following termination of the exposure period, animals wvere maintained in the laboratory for recovery.

%yo sample, or insufficlent sample taken.

Biue to low sperm concentration, counts were unable to be cbtained via Coulter Counter, they were obtained via Hemocytometer.
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Week of Study

Table A-30
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Yolume of Ejaculate (ml)

Rabbit:

INIALATION FERTILITY STUDY IN THE MALE RABBIT!

DBCP

Animal
Number

Exposure

Level--ppm
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Table A-30 {Continued)

INHALATION FERTILITY STUDY IN THE MALE RABBITT

DBCP;

Volume of Ejlaculate {ml)

Rabbit:

Week of Study

Animml
Mumber

Exposure

Level-——ppm

i
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Yolume of Ejaculate {ml}

Table A-30 {Continued)

Rabbit:

INHALATION FERTILITY STUDY IN THE MALE RABBIT!

.
:

[
DBCP

et [SESEE
Animal

Level——bpm Number

Exposure
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Table A-30 {(Continued)

DBCP: INWALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: Volume of Ejaculate {ml)

Exposure Animal Week of Study

Level--ppm Number 16 1 &% % & &/ N 2 H ®¥ /B Wk B K
1.0 929 0.8 0.5 0.5 0.5 0.5 0.5 0.5 0.4 T 0.4 0.6 —b ~b b b
931 Secrificed - -— — — — - - - - - — - -—

1126 Dead -_— — - -— —_— — — —_ — — —- — - —

919 Sacrificed -— -~ - — —_ -— -— — — -_— - - -—

ghg 0.8 0.5 0.8 0.7 0.8 0.6 0.8 0.1 0.7 0.7 0.6 1.G 1.0 1.0 1.0

178 1.3 1.5 0.8 0.5 0.5 0.8 o.h 1.k 1.5 0.8 1.1 1.2 0.9 1.0 1.0
926 1.0 2.0 2.0 1.5 1.7 1.1 1.0 0.5 0.8 o.k 0.6 0.5 0.3 ~b -=b

90k Sacrificed - -— -— - - _— - - — _— - - —_

930 Sacrificed — -— — - — -— — — - -_— - -— ~

9324 0.3 =t 0.7 1.0 0.4 0.5 0.5 0.8 b 1.5 1.5 0.3 0.8 0.9 0.k

Mean 0.8 1.1 1.0 0.8 0.8 0.7 0.6 0.8 0.9 0.8 0.9 0.8 0.8 1.0 0.8

48.D. +0.4 0.8 40.6 104 40.5 0.2 #0,2  +0.4 0.4 0.4 0.k +0.4 #0.3  +0.1 +0.3

10.0 - 91k Bacrificed - - - ~ - -— -— -— -— - -— — -
921 1.k 1.5 1.k 0.8 1.3 0.2 1.3 1.7 0.9 1.0 1.5 1.5 0.7 2.0 1.7

922 Dead — - - - — — — — - -~ -— - - ~—

908 Dead — - - - — — -— — -— - - - - -—

918 Dead — - -— -— - - - - - — -— — - ~

933 1.h 0.9 0.8 0.h 0. 0.3 0.6 0.7 0.5 0.k 0.3 0.7 0.6 0.5 0.8

927 Dead — -— -— . - - —_ - - - — -— — -~

1125 0.9 0.8 1.0 0.4 0.2 0.3 0.3 0.5 0.k 0.5 0.2 0.k 0.8 0.7 1.0

925 2.5 2.0 1.6 1.6 1.2 1.3 1.0 1.3 1.0 1.5 1.5 1.k 1.0 1.4 1.5

92k 0.7 0.6 0.2 0.4 0.4 0.5 0.4 0.5 0.8 1.7 1.5 0.4 1.0 0.8 1.0

Mean 1.k 1.2 1.0 0.7 0.8 0.5 0.7 0.9 0.7 1.0 1.0 0.9 0.8 1.1 1.2

38.D. 20.T 20.6 0.5 40.5 0.5 0.4 10.4 20.5 0.2 20.6 0.7 0.5 0.2 0.6 20.4

tMale rabbits were exposed to 0, 0.1 or 1.0 ppm of DBCP by inhalatfon for € hr/day, 5 days/week for 1% weeks.
Male rabbits exposed to 10 ppm of DBCP were exposed for B weeks. Following termination of the exposure period
animals were maintained in the laboratory for recovery.

&85 sample was taken, but no volume was recorded.

o sample taken.
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Table A-31

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBITY

Rabbit: Proportion of Progressively Motile Sperm {%)

Exposure Anfimal Week of Btudy
Level--ppm  Number -2 Ly £ 1 8 1o 12 L
Control 84k 0 63 37 56 87 55 25
215 8y 83 -—a - — —
910 3 66 Y] 64 38 64 hg
180 50 62 19 kY 69 69 32
909 83 69 2 P 3 - 60
901 9 82 32 8 k1 9 -t
916 5. k7 hh 79 0 b 29
932 70 79 52 90 25 65 b2
907 85 66 19 67 L3 ] h 69
923 82 92 a7 37 -8 -8 13
Mean 68 T © by 64 L2 45
126 £13 227 131 42h
0.1 917 84 8o 6T 5 0 76 62 2 1h 39 b5 8k 28 35 k1 11
920 83 78 90 5 63 63 59 66 TN k5 93 82 67 49 32 8y
906 T5 88 az 75 20 By 53 81 16 25 a3 as 81 17 5 -8
911 7 19 T9 2 59 18 s1 a2 82 4 6 0 20 T 0 0
1128 0 % 91 -2 59 48 82 10 T4 -2 2 7 70 Bs 67 L7
913 54 68 k1 8o L3 0 58 20 25 By & 60 o -8 17 L2
902 12 72 38 82 ko 57 6h 15 61 8o 60 28 o1 u 35 TL
928 6 T k| 61 31 27 6o N 16 60 20 T LY 56 58 2
915 0 -8 6 19 5 78 52 85 52 64 —f 0 18 0 - b
912 82 83 65 -b 7 s8 19 86 T5 8§ —& 68 17 T0 60 b4

Mean 60 78 60 ST h2 51 56 L8 ] 54 47 48 by %) 3h 38
8. D« £33 *6 428 3L 120 228 116 35 423 28 £33 136 231 228 24 231
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Table A-31 {Continued)

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBITY

Rabbit: Proportion of Progressively Motile Sperm (%}

Exposure Animal Week of Study
Level-—-ppm Humber 16 13

n
&1
e
N

FE LY

Control Bhbh 21 3
215 Dead -
910 16 21
180 Sacrificed
909 Sacrificed
901 2 13
916 Sacrificed
932 T ST
90T 8h 1
923 12 8

P I R
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PRSI Bla I8
»

wBo
Lee
Ry
-

Mean 35 17
18.D. #3621

n
[
[N]
1)

Be wwa -3

& BUIIRIIZIR &

"
U& =881 1812

Sy
R

-+

n

-3

"

)s ]
-3

[}

a7 Sacrificed

520 Bacrificed

906 Sacrificed

911 29 48 56
1128 2 29 92

913 0 -t
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Table A-31 (Continued)

DBCP: INHALATION FERTILITY BTUDY IN THE MALE RABBIT!

Rabbit: Proportion of Progessively Motile Sperm (%)

Exposure Animal HWeek of Btudy
Level--ppm Humber 6 1

2
58 9 n
69
64
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L~

1.0 929
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Table A-31 (Continued}

DBCP: INMALATION FERTILITY STUDY IN THE MALE RABBIT!
Rabbit: Proportion of Progessively Motile Bperm (%)
Exposure Animal Week of Study

Level—ppn Mumber 18 1 28 & & B N 32 F ¥ B B B W B
1.0 929 28 k6 86 70 34 96 38 —b 7 Th b —a -8 -t -
931 Bacrificed - - -— - -— -— -— —_— — -— -— -— -

1126 Dead -— - -— - -— - -— -— — — -— — -_— —

919 Bacrificed - - - — — - — - — - -— -— -

949 Th T4 23 13 b 10 68 16 83 o 58 1 19 82 24

178 T2 8o 19 0 31 8 38 63 2 17 0 88 55 68 31
1 N1 25 70 66 46 a3 1] 1 12 3h 24 62 3 —8 --a

90k Sacrificed - - - —_— - - - - -— -— — — —

930 Bacrificed - -— —_ -_ —_ — —_ - - — - - —

932A 1 -2 5 15 36 b 1 0 —8& b 2 0 5 21 0

Mean 50 56 L1 LS 30 40 29 20 26 36 18 38 k3 57 18

18.D. 234 226 %35 230 216 45 29 230 438 %28 124 FIN Y 132 £32 $16

10.0 91h Sacrificed - - - _— - - — - - -— — _— -—
921 — -b -b --b —b -b ] 0 4 0 5 1k 6 5 0

922 Dead  —- -— - -— — - - — —_ —_ - - - -

908 Dead  — - - - - _— - - - - - - - -

918 Dead -— — — - — -— -— — — -— —-— -— — ——

933 b b b b b b Lh b . - b b 16 16 18 4

927 Dead - - - — - - - - - -— - . -— —

1125 b b b b b N b b b 38 k9 28 e 14 8

925 _b b _b 18 3 1 33 b 1k 34 6 60 ST 43 36

92h b —* b --b --b - 3 - 2 o 0 13 0 19 3

Mean -c - . 3ad 3 74 21 od 1 18 15 26 20 20 1

48.D. +21 +6 21 +23 420 22 +1k +16

Tale rabbits wvere exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for 6 hr/day, 5 daye/week for 14 weeks. Male rabbits exposed
to 10 ppm were exposed for B weeks. Following termination of the exposure period animals were maintained in the laboratory for
recovery.

2)o sample taken.

. YInsufficient number of eperm to count for motility. - - - T -

CNo values were available for mean t 8.D.

91 INAQL ANOD

w/e1el 0d

dN0 mean taken:

only a single value wvas avallable.
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Table A-32
DBCP: INHALATIOR FERTILITY STUDY IN THE MALE RaBBITT

Rabbit: Proportion of Non-Progessively Motile Sperm (%)

Exposure Animal Week of Study

Level—ppm Humber 1

25
a

33
kh

10
3
25

9

21

Control akk
215
910
180
909

901
2
90T

[=-F-,¥~] l&

-

(o

923

Mean
18.D.

-
WVICR RO N~V

I+

a7
20
906
911
1128
913
902
928
915
912

0 36

8 11
7 9
34 3
35 21
30 65
L8 30
62 i
3L 6 11
W3 6

kY| 27
32 223 425

X

[+,
l.?\hlw\ll

g
]

R

Mean
43.D.

w
[=

13

55
24

68
b

i

46
429




Table A-32 (Continued}

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: Proportion of Non-Progessively Motile Sperm {%)

0d

191 LN 3L ANOD
0Re Le L

1
i

Expoasure Animal)
Level--ppm Humber

Control 8Lk
215
910
180
909
901
916
932
907
923

Mean
‘ts L] D‘

917
920
906

911
1128
913
902
528
915
912

Hean
48.D.

Week of Study

FL)

61 89
Dead -
8o 68
Bacrificed
Bacrificed
T a
Sacrificed
17 36
9 96
82 19

L3 65
$36 3

Sacrificed
Sacrificed
Secrificed
64 19
94 69
76 -8
11 10
21 16
Sacrificed —
16 T0 95

a8t

3K

51 31 k9
133 30 132

2
39

h1

59

]
11

35

32

U8~1381181w

H
b
N oo

61

22

35

3
3
L9
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Table A-32 {Continued}

DBCP: INMALATION FERTILITY STUDY IN THE MALE RABPITT

Rabbit: Proportion of Non-Progressively Motile Sperm (%)

Week of Study
Jd 8

23 25
21 15
17 13

6 38
16 8
35 0
16 12
—& 64
22 27
L9 5T

[
L

Fov N

-

- ]

E\HJO\QI\.-;WQH'O

23 32
412 3425

2l
32
18
23
23
68
10
10
26
+18

(44
WA =)

5T 11 32
23 b9

65 Dead

31 Dead

9 -=b

29 -

27 18
61 33
13 b8
-8 L3 |

o

LLLELILEL

35 Ex)
21 £16

0a

WL LINIAL SINOD
Lgeiy |




Table A-32 (Continued)

DBCP: INHALATION PERTILITY STUDY IN THE MALE RABRITY

Rabbit: Proportion of Non-Progressively Motile Sperm (%)

Exposure Animal Week of Study
Level--ppm  Humber 16 19 32 LY

|5

o

1.0 929 63 h3
931 Bacrificed
1126 Dead == -
919 Sacrificed -
Sho 1k 20 1k
178 11 5 19
926 6 L7 15
904 Sacrificed -
930 Sacrificed -
932A 90 -2 bl

26
27

113l i 18 9
[ ]

Mean i 29
8.0 138 120

L d
% RlloRBl . I
B
RY Sliwe®llly I8
[
52 ®I1wE8I11] 15
BE 3118851111 1§
NS EILLLERT L IS

H
88 Blloadi il
[
28 Il le®il il

W

91k Sacrificed
921 b

922
908
918
933
927
1125
925
924

o
-4

o
o
-4
-4

b=l el

-2
o

BllLlitlel

10
1k
Lh

43
30

N

o~
BYstIel LRI

LLLI L b
TARRRRREN
o
RARRREEEN

B oeR=iel Y]

L
Y]
[=9
A
[+-}
£

Mean 17d 28 18 ho 15
28.D. 17 2k +17 #17

I+
nE BERIBIII &L
“

e
[~]
I+
w

tuale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for 6 hr/day, 5 days/week for 1k veeks. Mle rabbits
exposed to 10 ppm DBCP were exposed for 8 weeks. Following termination of the exposure period animals were maintained in
the laboratory for recovery. .

Qd

--880 sample taken.

BInsufficient mumber of sperm to count for motility.

19 L LNAQLANOD
28ELEL

CNo values were available for mean + 8.0,

Mo mean taken: only a single value was available.
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Exposure
Level—ppm

Animal
Number

Control

0.1

8Lk
215
910
180
909

916
932

923

Mean
43.Ih

T

906
911
1128
913

928

915
912

18‘ Dl

-359-

Table A-33
DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBITY
Rabbit: Proportion of Non-Motile Sperm (%)
Week of Study
=2 =1 Y 2 -2 i 2 L2 -1 :] 2 10 1 12 a3 pLY
100 —a T b 8 5 37 9 19 0 10 3 10 20 12 22
10 15 8 3 68 7 10 17 ~8  Dead — — -— — - .
19 10 10 12 11 21 21 37 3 35 22 27 6 30 6 16
34 8 8 6 15 24 19 14 19 17 16 5 T 22 k - 35
1 5 &o 11 T 11 8 17 —b 38 15 53 2 -8 19 16
1k L 81 3 13 11 1h 7 6 k 25 3 11 49 9 ~a
18 10 10 S 1k 10 11 T 10 5 S 51 12 — 10 28
18 13 9 9 b 11 22 9 2 37 -2 37 5 18 2 2
13 10 9 11 b T 19 11 8 2 1 ks 6 15 5 15
6 T 0 15 5 7 9 b sh 2 ~8 & & _a 7 12
24 9 18 8 15 11 17 13 15 16 13 27 T 26 11 26
28 +h s2h +h +l9 46 19 49 #7116 +9 420 3 2 9 221
11 ] 12 T 100 ] 23 3 20 10 30 5 1k 16 8 22
9 8 L 19 29 15 1k 16 15 15 2 5 3 13 8 8
16 6 9 T 3 1k 11 13 15 20 14 5 12 11 51 —8
17 9 11 10 7 31 12 13 15 31 kil 86 1 12 95 12
100 - 1 -8 6 9 11 16 5 -t 53 59 15 6 28 Lo
39 2 11 6 27 22 21 3 10 10 -2 16 68 -8 9 3
17 12 36 6 12 26 12 13 9 5 1] 13 9 5 n 5
1 11 k9 1h T T 19 36 T 25 2 16 5 12 2 30
100 -5 8} 16 11 16 17 9 37 22 2 56 s 100 - P
12 6 16 -— 10 2T 8 12 19 b —8 6 3 16 6 n
33 1 23 11 21 18 15 20 15 16 22 27 19 ol 26 16
236 46 226 5 29 3B 5 a0 9 $9 #1829 2 30 30 a3
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Table A-33 (Continued)

DBCP: INHALATION FERTILITY SBTUDY IN THE MALE RABBIT!

Rabbit: Proportion of Non-Motile Bperm {%)

Exposure Animal Week of Study

Level—ppm Mumber 16 13 2% & 2 B W 2 » ¥ F W W%

Control 8Ly 18 8 15 L6 78 16 3h 21 39 b 31 6 9 H

215 Dead -~ -— -_— -— ~ - -— - -— - -— -— -

910 L 1n 2 3 & 59 13 30 1k 18 12 19 2 12

180 Sacrificed -—_ - - - - - — - -— -— -— -—

909 Sacrificed -— - - -~ -— -— — -— -— -— -— —

901 fn 6 5 L 8 3 1] T9 26 21 1 L 9 T

916 Bacrificed — - - - - - — -_— - - - _—

932 6 1 9 1 25 b 30 5 10 1 10 2 4 25

907 1 37 2 0 11 6 33 18 10 2 8 3 8 4
923 [ T3 3 -8 17 ~-—a .2 66 25 31 37 - -t -8

Mean 22 24 [ 11 2k 18 22 36 21 13 16 1 8 6 10

13.D. £ 27 15 220 128 224 15 229 111 212 14 17 15 %3 29

0.1 917 Sacriticed —_ - - -~ - _— - -— -— —_ - —_ —_

R0 Bacrificed —-— -— -— -~ -— -~ — — — — -— - —

906 Sacrificed -— - -— ~ - - - -— -— -— - - -

911 T 33 S 5 30 9 97 18 k 3 10 11 15 9 12

1128 k 2 1 -8 18 48 —8 M 5 87 16 —b 1 8

913 24 —8 59 -=% 10D 100 19 - 93 85 98 Sh 69 31 48

902 5 16 6 9 16 2 21 21 12 3 6 1k 5 1k 1

928 79 7 9 5 16 9 43 12 10 6 2 7 9 20 3

915 Sacrificed - — — -~ - -— — -— - — - — -

92 2L ] 5 h2 ko 30 3 92 2k 12 1 6 b 6 10

Mean 2h 12 14 15 ho 38 38 36 2h 19 3k 18 20 1k 14

18.0. 28  £13 22 218  £35 #hl £33 238 23h g3z #5418 28 a1 a7

it




Table A-33 {Continued)

DBCP: INHALATIOR FERTILITY STUDY IN THE MALE RABBITY

Rabbit: Proportion of Non-Motile Sperm (%)

Exposure Animal - Week of Btudy
Level——ppm Humber _5. ] 10
1.0 929 9 6 T 3 40
931 21 9 10 24
1126 2 8 85
919 5 15 56 28
ol9 g hz 13 100 b
1
912 -8 13 102 58
90k 10 -8 11 19 -t
930 29 23 6 11 3
9324 -8 i 3 5 —a
Mean 1 25 15 15 22 36 26
18.0. 319 130 all 231 1) 411
10.0 o1k 2 9 5 5 20 55 9 23 12 15 T Sacrificed - — -—
%21 1 10 6 2 10 20 T 13 i 82 90 -~ _b b b _b
922 1k 6 14 9 9 5 16 5 Dead - - — - —-— -— —
908 -2 300 100 L, 9 =P 52  Dead — - - - - — -
918 7 -2 0 7 16 b 28 16 -t b D 100 Deag - —
933 6 100 7 h 9 11 30 8 -8 56 19 61 b B b b
927 12 11 & 8 h 18 8 23 18 Dead — — - -— — —
1125 1% 5 12 i 19 17 11 29 40 18 18 53 88 > b B
925 19 -8  _a  _.a & 9 15 18 16 15 20 25 70 —~8 b _D
92k 12 —8 11 —a 4 24 11 ——t L5 & _a .-a b b % 100
Mean 12 34 19 6 1 21 15 21 29 37 n 60 9 e g9d j00d
48.D. 16 b5 #31 2 £1h #16 48 14 16 230 £3h 231 $13

19 L LNAUL ANOD
gge el 0




Table A-33 (Continued)

DBECP: INHALATION FERTILITY STUDY IN THE MALE RABBIT'

Rabbit: Proportion of Non-Motile Sperm {%)

Exposure Animal Week of Btudy
Level--ppm Kumber 1% 19 34

n
£

&1
o
£
N

Illllﬁ
4
Oy

a
a6

-4
=
[

1.0 9 11
Sacrificed
Dead -
Bacrificed
10 6
17 15
17 28
Sacrificed
Bscr:lficeda

-
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1
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PISEEL Ll w |8
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*Male rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for 6 hr/day, 5 days/week for 1k weeks.
Male rabbits exposed 50 10 ppm DBCP were exposed for B weeks. Following termination of the exposure period animals
wvere maintained in the laboratory for recovery.

%Mo sample taken.

bInsufficient number of sperm to count for motility.

IWILINJQL INOD
8120 0J

%0 values were available for mean £ 5.D.

4o mean taken: only a single walue was available.
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Table A-3h
DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: Viability of Sperm (%)%

Exposure Animal Week of Study

Level—ppm  Number =2 =1 Y 2 3 L] 2 £ ik i:) 2 1o 11 12 13 pL}
Control 8Ly 93 - 8y 91 83 91 Y4 T8 92 93 86 92 87 84 8 87
215 95 92 95 96 bk 90 T 92 —C  pead - - - - -— -
910 88 89 90 88 31 89 90 9k 82 79 63 88 92 8h 75 87
180 8g 96 ks 82 73 5 81 8s 82 85 86 83 B8k 63 52 64
909 70 89 9k 97 80 83 88 87 -1 93 % 81 81 —t 9 8
901 86 91 97 96 90 92 K| 93 86 90 92 97 9 90 96 —
916 99 97 96 ok 88 95 76 86 90 94 98 Y 9k 90 96 €8
932 90 93 gh 90 87 88 82 84 86 ) -t 8 84 oh o o8
907 88 92 91 95 a8 92 81 oh 96 89 ol 16 91 8y 93 100
923 5 96 90 9 95 88 83 93 92 8k - & - 89 Th
Mean 87 93 88 92 76 88 18 89 .1} 88 87 83 88 84 86 83
#3.D. 49 #3215 5 421 +6 212 5 5 5 16 25 #10 #1413
0.1 917 94 85 84 89 66 o7 86 82 94 i o4 92 92 82 8o 82
20 o4 92 92 gk 59 90 13 95 93 86 9 96 86 92 83 86
906 99 96 15 89 96 82 83 94 95 90 92 98 a1 92 16 -
911 89 8o 87 88 91 Lk 18 91 85 T2 93 82 92 82 68 81
1128 T -t 80 - 91 a1 T9 86 89 - 60 B4 99 97 Bk 90
913 n 13 76 91 90 76 83 79 66 96 —¢ 92 T -t 96 8z
92 / 93 9 78 65 88 81 a4 8o ™ 8o 90 89 92 88 ok oh
928 83 96 8 a9 90 88 89 81 92 g 96 82 gh 84 8s 96
915 -t e 50 88 8o 9 78 8k 85 19 —-£ 98 36 4 & _
912 %0 91 81 -4 g 93 i 86 9 90 -~ B85 % 9% k1] 82
Mean 88 88 T 8T 8k 80 81 86 87 85 88 90 8k 89 18 87
48.D. 18 8 25 19 212 11h 15 16 210 #8 a2 6 118 6  #8 16

(]

0
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Table A-34 {Continued)

DBCP: INHWALATION FERTILITY STUDY IN THE MALE RABBITY

Rabbit: Viability of Bperm (%)8

Exposure Animal Week of Study

Level--ppm  Number 16 19 24 2 a 22 30 2 & % ] 40 42 gLy 36
Control 8hh 8o 9% 16 89 76 93 59 a1 61 88 T3 8s 68 ol B2
a5 Dead -~ -— - -— -— - -— _— —-— - - - - —
910 %0 92 66 99 97 -4 g5 60 89 73 93 60 98 88 97
180 -  Bacrificed -- - - - - - - - - - - - -
909 Sacrificed  — - - -— - - - - - - - - -
901 96 92 90 96 99 97 g2 94 83 93 100 85 53 82 92
916 Bacrificed - -— -— -— - — -— — -— -— — -— —-—
932 90 97 86 96 ok 95 95 58 89 89 9k 92 76 54 67
907 ® 95 80 100 93 98 88 91 89 9T 88 %8 b2 87 90
923 8s 39 T --c 69 ~€ -~ 1 8h T n - -t S
Mean 90 8s 19 96 88 96 86 82 82 8s 86 8k 67 81 90
48.D, 5 22 $h 212 2 #15 #1511 #11 212 #lh 422 416 46
.1 91T Bacrificed — -— - - — -— -— — -— -— -— -—
0 Sacrificed -— —-— -— — -— -— — — —-— — -— —
906 Sacrificed  ~ - -— - -— - — -~ — — - -—
911 97 o4 80 98 99 9 88 90 93 69 19 19 86 8
1128 9 93 94 e - 84 -t 99 93 29 91 -4 o 73

913 85 -t 17 -~ L3 21 88 -=C 35 37 hT ar T 86

902 96 87T ar 93 9 €8 55 a1 19 79 61 9N 90 93

928 ol 93 89 98 100 93 16 9L 91 90 78 89 83 96

915 Bacrificed — -— — — —-— — - - —-— - —

912 95 93 93 96 97 97 s8 93 80 96 3h 87 93

Mean 93 92 86 96 86 16 8z 89 79 81 53 az 91

45.D. +4 13 o7 42 #24 429 415 #6 #2322 20 * Hh

[:]




Table A-3h4 (Continued)

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: Viability of Sperm (3)2

Week of Study
2 b5 1
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Table A-34 [Continued)

DBCP: INHALATION FERTILITY STUDY IN THE MALE RaBpIT?

Rabbit: Viability of Sperm (%}*

Exposure Animal

Week of Btudy
Level--ppm Huzber 16 19

FEE)

=4
&
=
[~

1.0 Y 9 99
931 Bacrificed
1126 Dead ~- —
919 Sacrificed -
99 82 95 89
178 88 92 70
926 89 8 9h
o0k Sacrificed
930 Sacrificed _—
932A T0 -C 96

28
95

8 |
(1]
;)

(]
0

w
-

Mean 84 92
+8 18

3 811@B21 1
e SHiagiiid

89

B8 81118&1 11

"
a8
1+
w
=]
i
%
o

Baﬁrificed

-9

[-9

o
92

[-%

u6
165 28

fiale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for 6 hr/day, 5 days/week for 1k wveeks.
exposed to 10 ppm of DBCP were exposed for 8 weeks.
in the laboratory for recovery.

Mals rabbite
Following termination of the exposure period, animale vere maintained

8petermined by staining sperm with cosin-aniline blue stain.
bgo slides wore available for a viability count.

SNo sample taken.

dInsufficient number of sperm to count for rvlability.

®No values were available for mean  S.D.

ffioc mean taken: only a single value was available.

8The value recorded was apparently incorrect and therefore was not included in the calculation of the mean.




Table A-3S
DACP1 INNALATION PERTILITY STUDY IN THE MALE RABBIT'
Individual Observations Made at the Time of Necr

Week of Study: 14

Exposuxe Corpora

X Pre=imp
Lavel—pm Lutea

Basorpeions  __ loss

X Post=imp
Loss

Isplantations

Control 11 7 k11 14
. 12 10 17 ]
non-pregnant
non-pregnant
10 10 [}
non-pregnant
10 10 10

9 0
9 22

9l
fertila males » §

920
91l
1128
902
9113
9218
915
912

HMeaniS.D. 9l

DN

£

fercile males = 9§

929
931
919
949
178
930
932

MeansS.D.

921
9313
1125
924
925

MeanksS.D.

non-pregnant
noN-pregnant
non-pregoant
non-pregnant
non-pregnant

-

-

E o OO0

Total fertile sales = 0

Male rabbits were “?".d to 0, 0.1, or 1.0 ppm of DBCP by inhalation for ¢ hr/day, 5 days/week for
14 weeks. HMale rabbits expossd to 10 of DECP warw exposed for 4 weaks. Following termination
of the exposurs period animals were maintained in the laboratory for recovery. bDuring the l4th week
of the uud{, each male rabbit vas allowed to mate with one unexposed fesmale rabbit. The females
ware sacrificed on day 28 of gestation.

4The left horn of the uterus from Animal Ro. 82 was not continuous. The anterior portion
of the left horn wvas enlarged and vas sttached to the left ovary. The posterior portion
of the left horn was of normal size. Both portions of the laft horn did not have any
implantations.

Das the left uterine horn was not continuous, only the 3 corpora lutes observed from the
right uterine horn werwe included in this susmary.

SNo data available.

DO 131391
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Table A-36
OBCP:  INHALATION PERTILITY STUDY IN THE MALE raBBIT!
Individual Observations Made at the Time of Necropsy of

Week of Studys &1

Number Corpora X Pre-imp

Male Lutea Implantations Resorptions Loss

l.ll
910
932
901

135
0
60

14
15 1
907 Delivered early . 11
9

Wi OO

MeaniS.D. 1021 82 0.720.7

Total fertile males » 5
Total fertile males impregnating two females » 4

928
912

()
1
1
1
1
1
0
0
0
2
2
|
40

MeanaS.D. 1042 840.5
Total fartile males = §

Total fertile males impregnating two females = §

Foleb
-

LY L -1 2
-
PUROBRONOOD

10al 8a2 0.240.3

Total fertile males = 4
Total fertile males impregnating two females = §

924 6 [}

925 13 1
15 3

MaantS,D. 1223 1046 1.0¢1.4

Total fertile males = 2
Total fertile males impregnating two females = )

[
|
X Fost-imp
Loss .

tMale rabbits wers exposad to 0, 0.1, or 1.0 ppm of [(BCP by inhalation for € hr/day, 5 days/week
d for 8 ks. 1llowing

for 14 weeks. Male rabbits expoged to 10 ppm of DBCP wers exp

termination of the exposure pariod, animals wers maintained in the laboratory for cecovery.
During the 4lst week of the study, each male was allowed to mate with two unexposed female
rabbits. The females were sacrificed on day 29 of qestation,

20ne fetus from this female exhibited multiple external walformations, including
short trunk, acawlia, rotated hind limbs, ectodactyly, and microdactyly.
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Table A-37

DBCP: INHALATION FERTILITY STUDY‘IN THE MALE RABBITT

Rabbit: Hematologic Evaluation (Packed Cell Volume %)

Animal Week of Study
Number 2

Control

180
909
916

Mean+8S.D.

0.1 ppm

917
920
906
915

Mean+S.D.

1.0 EEm

931
919
904
930

MeantS.D.

10.0 ppm

91k

908 k5.0
927 k2.0
92l 44,0

Mean+S.D. Lh+l 43

TMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for
6 hr/day, 5 days/week for 1l weeks. Male rabbits exposed to 10 ppm DBCP
were exposed for 8 weeks. Following termination of the exposure period
animals were maintained in the laboratory for recovery.

2After 8 weeks of exposure hematological evaluation done on animal #914 prior
to sacrifieing. Not included in calculations.

conF TOENTTA
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Table A-38

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: Hematologic Evaluation (R.B.C. x 105)

Animal Week of Study
Number 9

Control

180 6.21
909 T«23
916 6.21

Mean4+S. D. 6.840.8 6.6+0.6 -

0.1 ppm

917
920
906
915

MeaniS.D.

1.0 ppm

931

919 5.34
904 5.29
930 6.26

Mean+S.D. 5.640.4

10.0 ppm

91k 6.21 6.232
908 6.63 ‘ Died
927 6.40 Died
924 6.59 5.83

MeantS.D. 6.5+0.2 5.8

TMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for

6 hr/day, 5 days/week for 14 weeks., Male rabbits exposed to 10 ppm of DBCP
vwere exposed for 8 weeks. Following termination of the exposure period, animals
wvere maintained in the laboratory for recovery.

8After 8 weeks of exposures, hematological evaluation was done on animal #91k
prior to sacrificing. Not included in calculations.
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Table A-39

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT'

Rabbit: Hematologic Evaluation (Hemoglobin g/100ml)

Animal Week of Study
Number 9

Control

180 15.0 13.9
909 15.2 1h.7
916 13.8 14.0

MeantS.D. 14.740.8 14.240.4

0.1 Eem

917
920
906
915

Mean#S.D.

1.0 ppm

931
919
90k
930

MeantS.D. 13.920.8 11.01.7

10.0 ppm

914 ‘ 13.9 12.48
908 14.3 Died
927 14.0 Died
924 15.2 k.4

MeantS.D. 14 .4+0.6 k.4

TMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for
6 hr/day, 5 days/week for 1l weeks. Male rabbits exposed to 10 ppm of DBCP
were exposed for 8 weeks. Following termination of the exposure period,

animals were maintained in the laboratory for recovery.

8pfter 8 weeks of exposures, hematological evaluation was done on animal #91k
prior to sacrificing. Not included in calculations.
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Table A-kLO

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT!

Rabbit: Hematologic Evaluation (w.B.C. x 103)

Anjmal Week of Study
Number 9

Control

180 . 9.9
909 11.9
916 10.6

MeantS.D. 10.8+1.0

0.1 ppm

917
920
906
915

Mea.ni-S «De

1.0 ppm

931
919
9oL
930

MeantS.D. by 12.2+2.7

10.0 ppm

914
908
927
92k

Meants.D.

tMale rabbits were exposed to 0, 0.1 or 1.0 ppm of DBCP by inhalation for

6 hr/day, 5 days/week for 1lU weeks. Male rabbits exposed to 10 ppm DBCP were
exposed for 8 weeks. Following termination of the exposure period, animals were
maintained in the laboratory for recovery.

8after 8 weeks of exposures, hematological evaluation was done on animal #91L
prior to sacrificing. Not included in calculations.
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Animal
Humber

Control
180
916

Mean

0.1 ppm
917

906
915

Mean

Mean

10.0 ppa
91k

927
92k

DBCP:

Table A-U1

INHALATIOR FERTILITY STUDY IR THE MALE RABBIT!

Rabbit: Hemtologic.Evaluation {Differential W.B.C. %)

Week of Study

-2 9 13

Heut. Lym. Mon. BPog. BAS Heut. Lym. Mon. EOS. BAB. Neut. Lym. Mon. EOS. BAS.
28 68 3 0 1 36 60 2 0 2 62 28 9 1] 1
32 53 10 1 L T} 38 6 2 5 42 50 4 2 2
31 62 2 2 3 37 60 1 0 2 b3 50 1 1 5
30 61 5 1 3 L1 52 3 1 3 L9 k3 5 1 3
hi 53 0 2 4 51 LY 2 1 2 39 5T 1 1] -3
3l 65 0 2 2 34 55 3 5 3 3 61 1 2 2
3k 58 5 0 3 62 26 6 0 6 84 8 [ 0 4
52 bt 1 1] 0 55 35 7 1 1 17 18 th 1 0
ho 56 2 1 2 51 ho L 2 3 59 36 2 1 2
32 6 2 1 1 53 32 T 0 8 51 34 L 1] 5
27 68 1 0 L1 39 56 2 0 3 28 63 1 1 T
10 83 [ 1 2 59 27 11 1 2 ™ 19 6 0 1
27 60 9 1 3 69 20 5 0 6 hs Lé 3 2 b
2h 69 L1 1 2 55 3 6 0 S 51 131 3 1 th
30 6L 3 2 1 66a 258 68 18 2a

15 78 b 2 1 Died

31 51 b 0 2 Died

2k 65 3 5 3 L3 50 3 0 b 35 53 1 2 9
26 66 b 2 2 43 S0 3 0 b 35 53 1 2 9

Tuale rabbits were exposed to 0, 0.1, or 1.0 ppa of DBCP by inhalation for 6 hrfday, S days/week for 14 weeks. Male

rabbits exposed to 10 ppm of DBCP were exposed for 8 weeks.
were maintained in the laboratory for recovery.

8Arter B veeks of exposures, hematological evaluation was done on animal F91k prior to sacrificing.

I Aratautablfann

Following termination of the exposure period animals

Mot included
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Table A-42

DBCP: INHALATION FERTILITY STUDY IN THE MALE RABBIT?

Rabbit: Clinicel Chemistry Values

Week of Study: 14

Animal Prothrombin Time BUN SGPT SGOT AP
RNunber Sec. mg/100 ml mJ /ml il /ml ol /ml
Control
909 8.6 19 28 T1 L6
916 7.8 21 16 30 18
180 8.6 18 16 43 16
MeanzS. D. 8.320.5 1942 20+7 48+21 27417
0.1 Ppm
917 8.1 20 19 21 18
920 -t 16 23 36 22
906 8.3 60 18 2k 11
915 7.8 13 10 20 9
MeantS.D. 8.110.5 2722 1845 2547 1546
1.0 ppm
919 7.6 22 27 61 30
904 8.0 16 22 24 26
931 -2 16 13 34 28
930 8.6 18 22 L3 31
MeaniS.D. 8.120.2 1843 2116 Lo+16 2942

TMale rabbits were exposed to 0, 0.1, or 1.0 ppm of DBCP by inhalation for
6 hr/day, 5 days/veek for 1h weeks. Male rabbits exposed to 10 ppm DBCP were

exposed for 8 weeks. Following termination of the exposure period animals were
maintained in the laboratory for recovery.

8No sample taken.
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Tahle A-kk (Continued

DBCP: DNRALATION FERTTLITY STUDY IN THE MALE RARBIT!

0 Ve '] and £/100, Weight
Patiology Animal  Pipal Body BRATH — _EEARE LIVER K1D|
Busber  Sumber Veight (kg)8 TR g00g X 5 Ti 1% x| gloog
i Control
T8-1732 akk h.30 10.01 0.23 6.85 0.16 86.50 2.01 17.30  0.M0 5.03 0.1h 2.2 0.0%5 ¢« 0.3 0.00
1733 910 20 9.0 0.3 T.h9 0,18 16,2 1.8 17.45 0.h2 6,80 0.1% 2.8 o.01 0.61 0.01L
1734 901 ['WY3 9T5 0.2 T.50 0417 Th.ld  1.66 15.85 0.3 6.65 0.1% .22 0.0% 0.69 0.02
1735 932 hol2 10.50  0.2% 8.51 o.21 T2.5% 1.76 17.10 0.h2 6.5% 0.16 2.2%  0.05 0.6h  0.02
1736 o1 3.8 10.05 0.26 1.00  0.18 55.9T  1.h7 1h05  0.37 5.51 0.1 1.90  0.05 0.5 0,01
1737 923 1.1 9.2 031 T.98 0.29 16.51 2.44 20.87T 0.66 5.A3  0.17 2.3  0.07 0.8 0.0
MEAD h.00 99T 0.2% 1.5 0.19 3.65 1.86 17.10 o.M 6.06 0.1% 2.8 0.06 0.60 0.02
48.D. 20.08 20.29 20.03 20.62 20.03 £9.9% 20.13 42,25 20.11 20.5% 20.01 20:29 120.01 20.16 20.01
0.1 ppm
1738 913 3.8 9.96 0.26 698 0.18 79.08 2,08 12.91 0.3 6. 0.11 2.12 0.06 0.70 0.02
179 926 h.56 10.50 0.2% §.12 0.18 76,10 1.67 18.29 Q.M 649 0.2h 2,70  0.06 0.91 0.2
1Th0 912 h.0S 10.96  0.27 6.98 0.17 61.51 1.%52 17.11  0.h2 6.00 0.15 2,09 0.0% 0.51  0.01
17 902 TS 9.9 0.20 652 O.1h 72.88 1.%3 18.58 0.39 625 0.13 2,39  0.05 0.49 Q.01
iTh2 1128 N, 78 11.51 0.2 8.k0 0.18 72.68 1.52 17.52 0.37 123  0.1% 2,60 0.05 0.68 0.00
™3 [543 3.96 10.00 0.2% 6.5% 0.17 85.98  2.17 1T-13  0.M% 6.69 0.17 2,10  0.0% 0.91  0.02
MEAX k.32 10.45  0.2% T.28  0.17 ThTL 1.T5 1T.02 0.3 6h9 0415 2.3 0.0% 0.70 0.02
18.D. 20443 20.T6  20.02 20.83  20.02 8,12 30.% 22.08 20.0h 20.43 20.01 20.27 20.00 £0.18 $0.00
1.0 ppn
1748 99 2.59 901  0.35 6.18 0.2 62.83 2.M3 15.75 0.61 361 0.1h 1.55 0.06 0.63  0.02
174 926 2.7 9.39  0.35 9.4  0.3% 49.88 1.8h 17.82  0.66 5.0 0.19 2,20 0.08 0.68 0.03
175 9324 b T8 9.10 0.19 6,51  0.1M TL.31  1.h9 16.37 0.3k - 6.39  0.13 .24 0.0% 0.66 0.01
176 U9 | ¢ 4 10.19  0.2h 8.27T  0.19 78.75 1.84 19.8 0.M6 5.51  0.13 .22 0.08 0.81 0.02
1747 178 h.60 9.81 o.21 T.01 0.15 T5.98  1.6% 17.00 0.37 3.05 0.08 3.09 0.07 0.75 0.02
MEAN 3.79 9:.50  0.27 T.56 0,22 67.75 1.8% 17.28  0.M9 9l 0.1k 2,05 o.07 0.T1  0.02
#8.D. 21,06 10.50 10.07 21.29 £0.08 11,67 £0.35 2105 £0.1h #1.17 20,04 20.69 0.0 20.0T 20,00
10.0 ppm
1Tho %1 k.22 9.78 0.20 8.2  0.17 79,08  1.6h 19.18  0.M0 2.10 0.0M 1.90 0.0k 0.50  0.01
1750 2% L3-8 10.58 0.2% 6,78 0.16 Tt+56 L.84 18.2h  Q.A3 1.89 0.0k 1.60 0.0h 0.87 o0.02
1751 g2k k.23 10.80 0.26 7432 0.17 69.33 1.6k 25.h2¢  0.60° 152  0.03 1.6 0.0k 0.5k 0.01
1752 933 k.10 10.40  0.25 T.13  0.17 T0.85 1.73 17.95  0.bh 1.39  0.03 1.59 0.0k 0.39 0.01
1753 1125 3.19 9.60 0,30 5.62 0.18 53,53  1.68 17.08  0.95 2.2 0.071 1.60  0.0% 0.65 0.02
MEAN b1l 10,23  0.25 7.05  0.17 70.07 .11 8.2 0.4 1.80 0.05 1.67 0.0k 0.63 0.2
8.0, 10.59 +0.52 20,03 £1.01 20.01  $10.15 +0.08 20.7T2 20.07 20,38 30.01 40.13 30.01 #0.15  20.00

Tvale rabbits were expeed to 0, 0.1, or 1.0 pim of DACP by iohmlation for 6 hr/day, 5 days/week for b weeks. Male rabbits
exposed to 10 pmm of DBCP were exposed for 8 weeks. PFolloving terminatisn of the exposure paricd, animals wvere saintained in
tha laboratory for recovery.

“Valuss reprasent fusted body weights taksn prior to pecropey.

“Meun excludes snizmal 7916 because one testam \as severely atrophic.

¢ Organ weights Dot used in calculations.
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