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DESCRIPTIVE SUMMARY WITH CONCLUSIONS:

Subchronic and chronic toxicjty studies at the Toxicology Research Laboratory are
currently conducted using CD F (Fischer 344-derived) rats. In contrast, acute
oral toxicity tests are currently conducted using Spb: (Sprague-Dawley) rats.

In order to conform with repeated administration data, it has been

suggested that acute oral toxicity tests should be conducted using CDF

rats. This study was conducted to determine if strain differences in

mortality, behavior, or pathology in response to single oral doses of a

given compound exist.

CDF rats (Charles River Breeding Laboratories, Portage, Michigan) and Sprague-
Dawley rats (Spartan Research Animals, Inc., Haslett, Michigan), 7-8 weeks of
age, received one of the following compounds: epichlorohydrin, 2,4,5-trichloro-
phenoxy acetic acid, allyl chloride, malathion, acrylic acid, or benzene. Five
rats/sex/strain/dose level received doses of the chosen compound by single-dose
oral gavage. Following dosage, body weights and behavioral signs of toxicity
were monitored for 2 weeks. Survivors were submitted for gross pathological
examination 2 weeks post-treatment.

A 2-week single-dose oral LD50 for each sex and strain for each compound was
calculated. Overall, a comparison of LD50 values revealed that CDF rats appeared
to be at least as sensitive, if not slightly more sensitive, than Sprague-Dawley
rats when dosed orally. Subtle differences in behavior also indicated that CDF
rats may be slightly more sensitive to certain chemicals than Sprague-Dawley
rats. Both strains were comparable with regard to body weight gain.

With regard to gross pathology, Sprague-Dawley rats appeared to be

slightly more sensitive than CDF rats when dosed with epichlorohydrin or

benzene. In both instances Sprague-Dawley rats exhibited an increased

incidence of gastric irritation when compared to CDF rats. For the

remaining 4 compounds, both strains appeared to be equally sensitive, with regard
to qross pathology data.
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These data indicate that CDF and Sprague-Dawley rats are essentially comparable

in overall response to single oral doses of a given chemical. It is therefore conclude
that the use of CDF rats in acute oral toxicity studies is feasible and would not
jeopardize the credibility of the existing Sprague-Dawley data base.

DO 136680
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SUMMARY

Subchronic and chronic toxicity studies at the Toxicology Research
Laboratory are currently being conducted using c0®F (Fischer 344-

derived) rats. In contrast, acute oral toxicity tests are currently

conducted using Spb: (Sprague-Dawley) rats. In order to conform

with repeated administration data, it has been suggested that acute
oral toxicity tests should be conducted using CDF rats. This study was
conducted to determine if strain differences in mortality, behavior,

or pathology in response to single oral doses of a given compound exist.

COF rats (Charles River Breeding Laboratories, Portage, Michigan) and
Sprague-Dawley rats (Spartan Research Animals, Inc., Haslett, Michigan),

7-8 weeks of age, received one of the following compounds: epichlorohydrin,
2,4,5-trichlorophenoxy acetic acid, allyl chloride, malathion, acrylic

acid, or benzene. Five rats/sex/strain/dose level received doses of

the chosen compound by single-dose oral gavage. Following dosage, body
weights and behavioral signs of toxicity were monitored for 2 weeks.
Survivors were submitted for gross pathological examination 2 weeks

post-treatment.

A 2-week single-dose oral LD50 for each sex and strain for each compound
was calculated. Overall, a comparison of LD50 values revealed that

CDF rats appeared to be at least as sensitive, if not slightly more
sensitive, than Sprague-Dawley rats when dosed orally. Subtle differences

in behavior also indicated that CDF rats may be slightly more sensitive
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to certain chemicals than Sprague-Dawley rats. Both strains were comparable
with regard to body weight gain. With regard to gross pathology, Sprague-
Dawley rats appeared to be slightly more sensitive than CDF rats when
dosed with epichlorohydrin or benzene. In both instances Sprague-Dawley
rats exhibited an increased incidence of gastric irritation when compared

to CDF rats. For the remaining 4 compounds, both strains appeared to be

equally sensitive with regard to gross pathology data.

These data indicate that CDF and Sprague-Dawley rats are essentially
comparable in overall response to single oral doses of a given chemical.
It is therefore concluded that the use of CDF rats in acute oral toxicity
studies is feasible and would not jeopardize the credibility of the

existing Sprague-Dawley data base.

DO 136687
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INTRODUCTION

Subchronic and chronic toxicity studies ét the Toxicology Research
Laboratory are currently conducted using co® (Fischer 344-

Derived) rats (Charles River Breeding Laboratories, Inc., Portage,
Michigan) because of their survivability, low mammary tumor incidence,
and low incidence of severe chronic renal disease. In contrast,

acute oral toxicity tests are currently conducted using Spb: (Sprague-
Dawley) rats (Spartan Research Animals, Inc., Haslett, Michigan). In
order to conform with repeated administration data, it has been suggested
that acute oral toxicity tests should be conducted using COF rats

The purpose of this study was to compare the single-dose oral LD50's and
slopes of the dose-response curves for given compounds using both CDF and

Sprague-Dawley rats.

DO 136683
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EXPERIMENTAL

Test Articles

Six test articles were chosen on the basis of differing chemical

structures, universality, availability, and differing acute oral LD50's
for rats. The names of these test articles, sfructures, lot numbers or
Isources, analyses, and rat oral LD50's obtained from the literature are

given in Table 1.

Test Animals

Acute oral toxicity tests were conducted on male and female Spb:
(Sprague-Dawley) rats (Spartan Research Animals, Inc., Haslett, Michigan),
7-8 weeks of age, and male and female CD®F (Fischer 344-Derived) rats
(Charles River Breeding Laboratories, Inc., Portage, Michigan), 7-8

weeks of age. A1l rats were maintained on a 12-hour 1ight and dark

cycle in animal care facilities fully accredited by the American
Association for Accreditation of Laboratory Animal Care. The animal

rooms are designed to maintain a temperature of 73°F and relative
humidity of 45%, and to provide an air change approximately every 5 minutes.
A1l rats were acclimated to the laboratory environment at least 1

week prior to testing, and all were uniquely identified by an individual
metal ear tag. Rats were housed 2 or 3/cage, and were maintained on

a diet of commercial laboratory chow (Ralston Purina Company, St. Louis,

Missouri) and water ad libitum.

Design
Groups of rats, each consisting of 5 rats/sex/strain, initially received

4 dose levels of the selected test article by single-dose oral gavage. If

DO 136684
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these initial dose levels failed to cause mortality, or, if a partial
effect level was not achieved, more dose levels were added to calculate
an LD50. Table 2 gives the test article, vehicle, and dose levels which
each strain and sex received. The maximum volume with which Sprague-

Dawley rats were dosed was 4.7 ml, while that for CDF rats was 2.8 ml.

A1l rats were fasted 16-18 hours prior to dosing. Each rat was weighed
immediately prior to treatment, and weekly thereafter for a 2-week post-
treatment observation period; The rats were observed each working day
during this time for signs of toxicity. Survivors only were submitted
for gross pathological examination (as described in the Pathology Group

Standard Operating Procedures) 2 weeks post-treatment.

Statistics The acute oral median lethal dose, 95% confidence interval,
and approximate slope of the dose-response curve for both strains for

Ql] test articles were calculated by the moving average method of Thompson
and Weil (1952), as implemented by a computer program (Stephan, 1978).

The approximate slope was calculated as 1/2 log]0 (LD84/LD16). Because
this computer program also computes LD50's, 95% confidence intervals,

and slopes by probit analysis (Finney, 1972), the values obtained from

both methods of analysis are reported to assess the comparability of the

2. procedures.

\ RESULTS AND DISCUSSION
|

Animal Observations

Mortality of test rats, including LD50 and slope determinations, is

given in Tables 3-8.

With regard to mortality data, male and female
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CDF rats appeared to be slightly more sensitive than Sprague-Dawley

rats to benzene. Although the mortality of female rats of both strains
receiving acrylic acid was comparable, male COF rats appeared to be more
sensitive than male Sprague-Dawley rats. Female CDF rats receiving
2,4,5-trichlorophenoxy acetic acid were actually less sensitive

with regard to mortality than female Sprague-Dawley rats; both strains

of male rats receiving 2,4,5-trichlorophenoxy acetic acid were comparable
with regard to mortality. Males and females of both strains appeared to
be equally sensitive to oral doses of epichlorohydrin, allyl chloride,

and malathion.

Behavioral observations made during the 2-week post-treatment observation
period are given in Tables 9-14. With regard to this parameter, no

basic differences were observed between the strains when dosed with
malathion. However, subtle behavioral differences between strains did
occur for all other compounds tested. Female CDF rats dosed with

398 and 795 mg/kg epichlorohydrin had diarrhea, whereas female Sprague-
Dawley rats did not; diarrhea was not observed in male rats of either
species at any dose level. Following dosage with 2,4,5-trichiorophenoxy
acetic acid, only CDF rats had piloerection. This observation may be
equivocal, as CDF rats initially have rougher haircoats than Sprague-
Dawley rats. Dosage with 795 mg/kg allyl chloride resulted in convulsions
in 1/5 male CDF rats and 1/5 female CDF rats; no convulsions were observed
in Sprague-Dawley rats. In general, CDF rats dosed with acrylic acid exhibited
signs of toxicity at lower dose levels than did Sprague-Dawley rats. Of
the rats receiving 2520 mg/kg benzene, only male Sprague-Dawley rats had
dark exudate around the nose. In addition, only 1 female Sprague-Dawley

. DO 136686
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Mean (* standard deviation) body weights of test rats are given in

Tables 15-20. Male CDF rats dosed with 795 mg/kg and female Sprague-
Dawley rats dosed with 398 mg/kg 2,4,5-trichlorgophenoxy acetic acid
exhibited a body weight loss during the 2-week post-treatment observation
period. The body weights of these rats could not be compared to those

of the opposite strain because they did not receive comparable doses.
Individual male Sprague-Dawley rats of the 630, 1260 and 1580 mg/kg
groups, female Sprague- Dawley rats of the 63, 126 and 158 mg/kg groups,
male CDF rats of the 63, 126, 158 and 316 mg/kg groups, and female CDF rats
of the 31.6, 63, 126, 158, 316 and 630 mg/kg groups exhibited a body
weight Toss 2 weeks after dosage with acrylic acid. Although a comparison
of body weight loss is difficult due to the different doses received by
each strain, the body weight losses of overlapping doses indicate that

both strains were equally sensitive.

Pathology

Gross pathologic findings in both strains of rat for all test materials
are presented in Tables 21-26. Comparison of both strains with regard
to gross pathology was difficult because rats of each strain sometimes

received different doses of the same compound. Of the rats which

60 136687
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could be compared, those receiving 2,4,5-trichlorophenoxy acetic
acid.‘a11y1 chloride, malathion, and acrylic acid exhibited no major
strain differences. The majority of SpraQue-Daw1ey rats dosed with

100 mg/kg of epichlorohydrin exhibited thickening and roughening of

the squamous epi;he]ium of the stomach. Only 1 of 5 male CDF rats of
the 100 mg/kg dose group exhibited gastric irritation; this was not seen
in female CDF rats of the same group. Signs of gastric irritation were
observed in both Sprague-Dawley and CDF rats dosed with 200 mg/kg epichlorohydrin.
Thickening and roughening of the squamous epithelium of the stomach was
also observed in female Sprague-Dawley rats dosed with 398 mg/kg of
2,4,5-trichlorophenoxy acetic acid. This observation may be equivocal,
however, as gastric irritation was not observed in female Sprague-Dawley
rats dosed with higher or lower doses. Thickening and roughening of the
squamous epithelium of the stomach was observed in male Sprague-Dawley
rats dosed with 630, 1260 or 2520 mg/kg benzene. These rats also
exhibited focal thickening of the nonglandular stomach wall and erosion
of the nonglandular epithelium of the stomach at the 2520 mg/kg dose
level. Female Sprague-Dawley rats and male and female CDF rats did not
exhibit gastric irritation at the 630 mg/kg level, and the incidence of
this irritation at higher doses was greatly reduced over that of male
Sprague-Dawley rats. No gastric irritation was observed in CDF rats fed

2520 mg/kg.

DO 136688
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SUMMARY AND CONCLUSIONS

The purpose of this study was to compare the-single-dose oral LD50's

and slopes of the dose-response curves of CDF and Sprague-Dawley rats
for each compound tested. Overall, a comparison of LD50 values revealed
that CDF rats appeared to be at least as sensitive, if not slightly
more sensitive, than Sprague-Dawley rats when dosed orally. LD50

values obtained by the moving average and probit methods of analysis
correlated well. It is obvious, however, that the moving average method
is more versatile than the probit method, as only 1 partial effect level

is needed to estimate the LDSO'

The slope values obtained in this study were extremely variable,
and it was concluded that more rats per dose would be needed to accurately
determine a slope. Therefore, it was decided to eliminate slope values

as a basis for comparing strains.

Subtle differences in behavior observed up to 2 weeks following dosage
indicated that CDF rats may be slightly more sensitive than Sprague-Dawley
rats. The behavioral responses of CDF rats appear to be slightly more

obvious to the observer.
Body weight data indicated that both strains were essentially comparable.

With regard to gross pathology, Sprague-Dawley rats appeared to be
slightly more sensitive than CDF rats when dosed with epichlorohydrin or
benzene. In both instances Sprague-Dawley rats exhibited an increased
incidence of gastric irritation when cbmpared to CDF rats. For the

remaining 4 compounds, both strains appeared to be equally sensitive.

no 136689
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These data indicate that CDF and Sprague-Dawley rats are essentially
comparable in overall response to oral dose§ of a given chemical.

It is therefore concluded that the use of CDF rats in acute oral toxicity
studies is feasible and would not jeopardize the credibility of the

existing Sprague-Dawley data base.
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A Comparison of Single-Dose QRAL LD50's For SPB:
TITLE OF STUDY: (Sprague-Dawley) Rats and CD®F (Fischer 344-Derived) Rats

In compliance with Good Laboratory Practice Regulations, this study was
inspected by the Quality Assurance Unit and the results of these inspections
reported to Management and the Study Director on the dates listed below.

The report accurately reflects the data generated in accordance with the
regulations and standard operating procedures of the Laboratory. All data

and the reports are located at the submitting laboratory.
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Dates of Inspection:Bfarete /97¥ Date of Report: “Zrea el /G7%
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A COMPARISON OF SINGLE-DOSE ORAL LDS0'S FOR Si'0: (SPRAGUE-DAWLEY) RATS AND CD F (FISCHER I44-DERIVED) RAT:
TEST ARTICLES USED

Table 1

TEST LOT NUMBER ‘
TEST ARTICLE STRUCTURE OR SOURCE AHALYS1S RAT ORAL LD50
Epichlorohydrin 0 T8 10047-1 99.8% Epichlorohydrin; 0.11% 2,3-dichloro- 90 mg/kg

propene; 0.03% cis-1,3-dfchloropropene; (Christensen et al,
CHz———-CHCHZCI 0.01% a-chloroallyl alcohol [Mensik, 1978). 19723)
{2.4,5-trichlorophenoxy} acetic acid 0£!|2-C00H AGR 133717 99.1% (2,4,5-Trichlorophenoxy) acetic acid; 300-500 mg/kq
0.67% 2,5-dichioro-4-methoxyphenoxyacetic {Rowe, 1945}
- Q acid; + 2,4,-dichloro-5-methoxyphenoxyacetic
acid; 0.34% 4,5-dichloro-2-methoxyphenaxy-
acetic acid; 0.12% 2,5-dichlorophenoxy acetic
Cl acid; 0.14% unknown; 0.02% 2,4-dichlorophenoxy-
c1 acetic acid; other impurities were below the
detection 1imit of 0.02% (Kociba, et al., 1978)
Ayl chloride HyC = CHCM,E1 T8 06308-3 98.6% Allyl chloride; 0.74% tsapropyl 700 mg/kg
chloride; 0.40% 1,5-hexadiene; 0.14% {Christensen, et a),
normal propyl chloride; 0.10% 2,2- 1973}
dichloropropane (Mensik, 1978)

Malathion {diethyl mercapto- 5 American 96% 0,0-dimethylphosphorodithioate 1156 my/kg
succinate - G,0-dimethyl (cH 0)-P-S!‘CH-CGD-C it Cyanamid of diethyl mercaptosuccinate; 4% {Christensen, et al,
diethiophosonate) 3 2 I 2'5 Company inert ir;gredients {American Cyanamid 1973)

Company
EHZ-EDL‘J-!.‘.ZH5
Acrylic acid »0 Vessel 547 99.7% Acrylic acid; 0.08% water; trace 2590 mg/kg
H,C=CH-C (9/8/78) amounts of dimer, acetic acid, propionic (Christensen, et al,
“SQH acid; acrolein, ethyl acrylate, phenothia 1973) —
zine proto-anemonin, Furfural (Bailey,
1978}
Benzene J. T. Baker Hot available 3400 mg/kg
Chemical Co. (Christensen, et al,
#715990 1973}
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A LOMCARISON OF SINGLE-UOCE OHAL LDSO’a FOR SI'B:
{SPRAGUE-DPANLEY) BATS AND COF (FISCHER 344-DERIVED} RATS

TEST ARTICLES, VEHICLES AND DOSAGES RECEIVED

VEHICLE

DOSE_LEVELS (mg/kg)

Epichlorohydrin

{2,4,5-Trichlorophenoxy)

acetic acid

Allyl Chloride

Malathion

Acrylic Acid

Benzene

Undiluted

Acetone/corn oil?

{1:9)

Undiluted

Undiluted

Undiluted

Undiluted

ftale Sprague-0awley Rat

Female Sprague-Dawley Rat:
Male COF Rat :
Female CDF Rat :

Male Sprague-Dawley Rat

Female Sprague-Dawley Rat:

Hale CDF Rat
Female CDF Rat

Male Spraguc-Dawley Rat
Female Sprague-Dawley Rat:
Male CDF Rat :
Female CDF Rat

Male Sprague-Dawley Rat
Ferale Sprague-Dawley Rat:
Male CDF Rat :
Female CDF Rat

Male Sprague-Dawley Rat
Female Sprague-Dawley Rat:
Male CDF Rat :
Female COF Rat

Male Sprague-Dawley Rat
Female Sprague-Dawley Rat:
Male CDF Rat :
female CDF Rat

a) Corn oil - CX 1955 L543, Hatheson Coleman and Bell Manufacturing Chemists

25, 50, 100, 200, 298, 795
25, 50, 100, 200, 398, 795
25, 50, 100, 200, 210, 225, 252, 398, 795
25, 50, 100, 200, 210, 225, 252, 398, 795

126, 252, 500, 100G, 1580

126, 252, 350, )98, 450, 500, 1000
126, 252, 500, 795, 1000, 2000
126, 252, S00, 1000, 2000

200, 394, 795, 1540
200, 398, 795, 1580
200, 398, 795, 1580
63, 126, 200, 398, 795, 1587

252, 506, 1000, 2000, 2100, 2250, 2520, 3980
252, 500, 1000, 2000, 3980

252, 500, 1000, 2000, 2520, 3SG0

252, 500, 1000, 2000, 3940

630, 1260, 1580, 2000, 2520, 5000
63, 126, 158, 316, 630, 1260, 2520, 5000
63, 126, 158, 316, 630, 1260, 2520, 5000

31.6, 63, 126, 158, 316, 630, 1260, 2520, 5000

630, 1260, 2520, 3160, 5000

630, Y260, 2520, 5000, 10,000
316, 630, 1260, 2520, 5000, 10,00
36, 630, 1260, 2520, 5000

"IYI0UNGS A
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Table 3
) A COMPARISON OF SINGLE-DOSE Okdl LDEO's F_k SPe:
(SPRAGUE-DAWLEY) RATS AND CD®F (FISCHER 344-DexIVED) RATE
EPICHLOROHYDRIN: MORTALITY

# Dead/# Treated

Male Female
Dose (mg/kg) Spraque-Dawley Sprague-Dawley Male CDF Female CDF
25 0/5 0/5 0/5 0/5
50 0/5 0/5 0/5 0/5
100 0/5 0/5 0/5 0/5
200 1/5 2/5 0/5 0/5
210 - - 0/5 3/5
225 - - 5/5 5/5
252 - - 5/5 5/5
398 4/5 5/5 5/5 5/5
795 5/5 5/5 5/5 5/5
Moving Moving Moving | Movingb
Average] Probit Average | Probit Average ; Average
Single-dose
Oral LD50 :
(mg/kg) 282 | 282 175 183 218° 210
95% Confidence :
Interval
(mg/kg) 117-448 {162-490 116-306 {106-330 - I 203-216
Slope 3.91 6.04 3.06 4.55 - 18.28

a) No partial-effect level could be achieved for male COF rats. Therefore,
Fhe LD50 13 estimated by the average of 210 mg/kg (0% kill) and 225 mg/kg
(100" kill). .

b) Probit could not be computed because less than 2 concentrations at which the percent
dead was between 0 and 100 were achieved.
DO 136695
CONF TDENTTAL
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Table 4

DN Golel ikt uss

A COMPARISON OF SINGLE-DOSE ORAL LD50's FOR SFB:
(SPRAGUE-DAWLEY) RATS AND CD®F (FISCHER 344-DERIVED) RATS

2,4,5-TRICHLOROPHENOXY ACETIC ACID

# Dead/# Treated

Male Female
Dose (mg/kg) Sprague-Dawley Spraque-Dawley Male CDF Female CDF
126 0/5 0/5 0/5 0/5
252 0/5 0/5 0/5 0/5
350 - 0/5 - -
398 - 1/5 - -
450 - 0/5 - -
500 1/5 5/5 0/5 0/5
795 - - 4/5 -
1000 5/5 5/5 5/5 3/5
1580 5/5 - - -
2000 - - 5/5 5/5
Movinga ,Movinga Movinga Movinga
Average Average Average Average
Single-dose
Oral LD50
(mg/kg) 588 474 692 950
95% Confidence
Interval
(mg/kg) 428-906 442-568 557-811 650-1339
Slope 4.82 12.46 7.06 4.23

a) Probit could not be computed because less than 2 concentrations at which the percent
dead was between 0 and 100 were achieved.

DO 136696
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Table 5

A COMPARISON OF SINGLE-DOSE ORAL LD50's FOR SPB:
(SPRAGUE-DAWLEY) RATS AND CD®F (FISCHER 344-DERIVED) RATS

ALLYL CHLORIDE: MORTALITY
# Dead/# Treated

Male Female
Dose (ma/kg) Sprague-Dawley Sprague-Dawley Male CDF Female CDF
63 - - - 0/5
126 - - - 3/10
200 0/5 0/5 0/5 1/5
398 3/5 3/5 2/5 2/5
795 5/5 4/5 5/5 5/5
1580 5/5 5/5 5/5 5/5
Movinga 5 Moving Movinga :| Moving
Average ? Average | Probit Average | Average Probit
; .
Single-dose ;
Oral LD50 ; :
(mg/kq) 379 ' 455 435 419 ' 275 293
95% Confidence
Interval ' f
(mg/kg) 259-533 | 260-685 | 241-751 1] 298-612 : 180-526 1177-719
Slope | 4.64 | 3.44 4.56 4.25 | 2.18 2.54
| ’ ' ‘

a) Probit could not be computed because less than 2 concentrations at which the percent
dead was between 0 and 100 were achieved.

DO 136697
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Table 6

A COMPARISON OF SINGLE-DOSE ORAL LD50's FOR SPB:
(SPRAGUE-DAWLEY) RATS AND CD®F (FISCHER 34¢-DERIVED) RATS

MALATHION: MORTALITY
# Dead/# Treated

Male Female
Dose (mg/kg) Sprague-Dawley Sprague-Dawley Male CDF Female CDF
252 0/5 0/5 0/5 0/5
500 0/5 0/5 0/5 0/5
1000 0/5 0/5 0/5 0/5
2000 0/5 2/5 1/5 3/5
2100 3/5 - - -
2250 5/5 - - -
2520 5/5 - 10/10 -
3980 5/5 5/5 4/4 5/5
Movinga Movinga Movinga Movinga
Average Average Average Average
Single-dose
Oral LD50
(mg/kg) 2101 2102 1875 1898
95% Confidence
Interval
(mg/kg) 2035-2164 1493-3068 1578-2191 1300-2671
Slope '18.28 4.63 7.49 4.24

a) Probit could not be computed because less than 2 concentrations at which the
percent dead was between 0 and 100 were achieved.

DO 136698
CONFIDENTTAL
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A COMPARISON ¢F STNMLE-NOSE ORAL LDSC's FOR SPB:
(SPRAGUE-DAWLEY) KATS wND CLVF (FISCHER 354-DEPIVED) RATS

ACRYLIC ACID: MORTALITY
# Dead/# Treated
Male Female
Dose (mg/kq) Sprague-Dawley Sprague-Dawley Male CDF Female CDF
31.6 - - - 0/5
63 - 0/5 0/5 3/9°
126 - 3/1¢ 275 0/5
158 - 1/9° 4/5 2/5
316 - 2/5 3/48 1/4°
630 0/5 1/5 5/5 2/5
1260 1/5 3/5 5/5 6/9°
1580 4/5 - - -
2000 5/5 - - -
2520 5/5 5/5 5/5 5/5
5000 5/5 5/5 5/5 5/5
Moving Moving Moving Moving
Average | Probit Average | Probit Average | Probit | Average | Probit
Single-dose
Oral LD50
(mg/kg) 1337 1409 718 617 151 146 526 468
95% Confidence
Interval
(mg/kg) 936-1680 |[1030-1750 || 408-1567(323-2120 || 94-227 84-255 || 308-979 |211-1497
Slope 7.82 17.79 1.50 1.52 3.18 3.91 1.23 1.21
a) Because the test material was deposited into the lungs of 1 rat of this test

group, this rat was not considered in LD50 calculations.
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Table B
A COMPARISON OF SINGIE-DOSE ORAL LDS0's FOR SFB:

(SPRAGUE-DAWLEY) RATS AN[ “D®F (FISCHER 344-DERIVED) RATE
BENZENE: MORTALITY

# Dead/# Treated

Male Female
Dose (mg/kg) Sprague-Dawley Sprague-Dawley Male CDF Female CDF
316 - - 0/5 0/5
630 0/5 0/5 3/10 2/10
1260 1/5 1/5 1/5 1/5
2520 0/5 3/5 4/5 3/5
3160 4/5 : - - -
5000 5/5 2/5 4/5 5/5
10,000 - 5/5 5/5 -
Moving Moving Moving Moving
Average { Probit Average | Probit Average | Probit |lAverage |[Probit
Single-dose
Oral LD50
(mg/kg) 3093 2654 2951 3123 1618 1527 1606 1659
95% Confidence
Interval
(mg/kg) 2495-3621 [1582-4074 |l 1790-5458 |1606-6830 || 364-2856 |855-2982 {1 1047-2902{ 1012~ -
Slope 6.86 4.1 2.19 2.54 2.01 2.26 2.65 2.t

Do 136700
CONFTDENTI Al
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Table 9

A COMPAFISON OF SINGLE-DOSE ORAL LD50's FCE SPi:
(SPRAGUE~DAWLEY) RATS AND CD®F (FISCHER 344-DEAIVED, RATS

EPICHLOROHYDRIN: BEHAVIORAL SIGNS OF TOXICITY

# Affected/# Treated

a Male Female Male Female

Dose (mg/kg) Signs of Toxicity Sprague-Dawley  Sprague-Dawley CDF COF
200 S1light lethargy 5/5 5/5 5/5 0/5
210 Slight lethargy - - 5/5 5/5
Piloerection 5/5 5/5

225 Lethargy - - 5/5 5/5
Piloerection 5/5 5/5

252 Extreme Lethargy - - 5/5 5/5
Piloerection 5/5 0/5

Shallow breathing 5/5 5/5

Darkened extremities 5/5 0/5

398 Lethargy 5/5 5/5 5/5 5/5
Hyperactivity 1/5 0/5 0/5 0/5

Watery eyes 0/5 0/5 0/5 5/5

Diarrhea 0/5 0/6 0/5 5/5

795 Lethargy 5/5 5/5 5/5 575
Severe diarrhea 0/5 0/% 0/5 5/5

a) No signs of toxicity were observed in rats of the 25, 50, or 100 mg/kg dose groups.
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Table 10

A COMPARISON OF SINGLE-DOSE ORAL LD50's FOR SPB:
(SPRAGUE-DAWLEY) RATS AND CDPF (FISCHER 344-DERIVED) RATS

2,4,5-TRICHLOROPHENOXY ACETIC ACID: BEHAVIORAL SIGNS OF TOXICITY
# Affected/# Treated

Male Female Male
Dose (mg/kg) Signs of Toxicity? Sprague-Dawley  Sprague-Dawley CDF

252 Slight lethargy 5/5 5/5

350 None - -

398 Slight lethargy
450 None -

500 Lethargy 5/5
Piloerection 5/5

795 Lethargy 5/5
Piloerection 5/5

1000 Lethargy 5/5
Piloerection 5/5
Diarrhea 0/5
Lethargy -
Lethargy 5/5

Piloerection 5/5
Diarrhea 0/5

a) No signs of toxicity were observed in rats of the 126 mg/kg dose group.
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Table 1
A COMPARISON OF SINGLE-DOSE ORAL LD50's FOR SFB:
( SPRAGUE-DAWLEY) RATS AND CD®F (FISCHER 344-DERIVED) RATS

ALLYL CHLORIDE: BEHAVIORAL SIGNS OF TOXICITY

# Affected/# Treated

Male Female Male Female
Dose (mg/kg) Signs of Toxicity Sprague-Dawley Sprague-Dawley CDF CDF
63 Slight lethargy - - - 5/5
126 Slight lethargy - - - 10/1C
200 Lethargy 5/5 5/5 5/5 5/5
Piloerection 0/% 0/5 5/5 5/5
398 Lethargy 5/5 5/5 5/5 5/5
Diarrhea 3/5 3/5 2/5 2/5
Piloerection n/5 5/& 5/5 5/5
795 Extreme lethargy 5/5 5/5 5/5 5/5
Diarrhea 5/5 a/' 5/5 5/5
Piloerection 0/5 0/5 0/5 0/5
Convulsions 0/5 0/5 1/5 1/5
1580 Extreme lethargy 5/5 5/5 5/5 5/5
Severe diarrhea 5/5 5/5 5/5 5/5

|

)

&

J

DO 136703
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Table 12

A COMPARISON OF SINGLE-DOSE ORAL LDS0's FOR SFB:
(SPRAGUE-DAWLEY) RATS AND CD®F (FISCHER 344-DERIVED) RATS

MALATHION: BEHAVIORAL SIGNS OF TOXICITY
# Affected/# Treated

Male Female Male
Dose (mg/kq) Signs of Toxicity Sprague-Dawley  Spraque-Dawley COF

500 None 5/5 5/5 2/5
Slight lethargy 0/5 : Q/S 3/5

1000 - None 5/5 0/5 0/5
Total body tremors 0/5 5/5 0/5
Bluish face ‘ 0/5 5/5 0/5
Slight lethargy 0/5 0/5 5/5

Total body temors 5/5 5/5 5/5
Piloerection 5/5 0/5 5/5
Heightened tail color 5/5 0/5 0/5
Slight lethargy 5/5 0/5 5/5
Bluish face 0/5 5/5 0/5

Total body tremors 5/5 - -
Lethargy 5/5

Piloerection 1/5

Convulsions 5/5

Total body tremors 3/32
Dark exudate around eyes 1/1

Total body tremors 5/5 0/5
Slight lethargy 0/5 5/5
Lethargy 2/25 0/5 3/5
Gasping 2/2b 0/5 0/5
None 0/2 5/5 4/5
Total body tremors 0/5 0/5 1/5

a) No signs of toxicity were observed in rats of the 252 mg/kg dose group.

b) The number affected given is per number of survivors.

DO 136704
CONFTDENTTIAL
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Table 13

A COMPARISON CF SINGLE-UVUSE UkAL LIc0's F!

(SPRAGUE~DAWLEY) RATS AND CL®F (FISCHER 344- sﬁ:vL
ACRYLIC ACID:

Signs of Toxicity

a)

b)

31.6
63

126

158

316

630

1260

1580
2000
2520
5000

None

Lethargy

Piloerection

Dark exudate around
nose and mouth

STight lethargy
Piloerection
None

None .
Lethargy
Piloerection

Lethargy
Piloerection

Lethargy

Piloerection

Dark exudate around
nose and mouth

Lethargy

Piloerection

Dark exudate around
nose and mouth

Lethargy

Lethargy

Lethargy

Lethargy‘

’. .

BEHAVIORAL SIGNS OF TOXICITY

B‘Wﬁ _pRrbER i

PATS

. # Affected/# Treated

Male Female Male Female
Spraque-Dawley  Sprague-Dawley COF CDF
- - - 5/5
- 0/5 5/5 5/5
0/5 5/5 5/5
0/5 0/5 /2
- 3/10 5/5 0/5
0/10 5/5 0/5
0/10 0/5 5/5
- 9/9° 0/5  0/5
0/9 5/5, 5/5
0/9 3/3 0/5
- 5/5 474" 4740
0/5 4/4 474
5/5 5/5 5/5 5/5
5/5 0/5 5/5  5/5
0/5 0/5 5/5 0/5
5/5 5/5 5/5  9/9°
5/5 5/5 5/5 9/9
0/5 0/5 5/5 $/9
5/5 - - -
5/5 - - -
5/5 5/5 5/5 5/5
5/5 5/5 5/5 5/5

The number affected given is per number of survivors.

Because the test material was depos1ted into the Tungs of 1 rat of this test
group, this rat was not considered in the observation.

Do 136705

CONFTDENTTAL
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A COMPARISON OF SINGLE-DOSE ORAL LD50's FOR SPB:
(SPRAGUE-DAWLEY) RATS AND CD®F (FISCHER 344-DERIVED) RATS

BENZENE: BEHAVIORAL SIGNS OF TOXICITY
# Affected/# Treated

) Male Female Male Female
Dose (mg/kg) Signs of Toxicity Sprague-Dawley  Sprague-Dawley _CDF COF
316 None - - 5/5 0/5
STight lethargy 0/5 5/5
630 Lethargy 5/5 5/5 10/10 10/10
1260 Total body tremors 5/5 5/5 5/5 5/5
Lethargy - 8/5 5/5 5/5 5/5
Hyperventilation 5/5 5/5 0/5 0/5
Dark exudate around 5/5 0/5 0/5 0/5
the nose
Severe diarrhea 0/5 1/5 0/5 0/5
2520 Total body tremors 5/5 ' 5/5 5/5  5/5
Lethargy 5/5 5/5 5/5 5/5
Hyperventilation 5/5 5/5 5/5 5/5
Dark exudate around nose 5/5 0/5 0/5 0/5
3160 Total bedy tremors 112 - - -
Lethargy 1/
Piloerection 1/1
Hyperventilation 1/1
5000 Total body tremors 5/5 5/5 5/5 5/5
Lethargy 5/5 5/5 5/5 5/5
Hyperventilation 0/5 5/5 5/5 5/5
Convulsions 0/5 1/5 0/5 0/5
10,000 Lethargy - 0/5 2/2° -
Labored breathing 0/5 2/2

a) The number affected given is per number of survivors.

nO 136706
CONF IDENTTAL
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TABLE 15

A COMPARISON OF SINGLE-DOSE ORAL LDOSG's FOR SbH:
{SPRAGUE-DAWILEY) KATS AND CUF (FISCHER 344-DERIVED) RATS

EPICHLOROHYDRIN: MEAH (+ STANDARD DEVIATION} INITIAL (FASTED} AND FINAL BODY WEIGHTS

Male Female Male Female
In%g{‘giue-nauleﬁnal Ini%1;al ue-DawIFiM] Initial — Final Initial o Final
Dose (mg/kq} n MWeight (g} n Weight (g} n Weight {(g) n Weight (g) n Weight {g} n MWeight {g) n Weight (9] n Meight (g)

25 5 269111 5 381+16 5 192+3 5 24847 5 109:+5 5 2004 5 9112 5 139:4
50 5 265411 5. 366+17 5 197410 5 251+16 5 11143 5 199+13 5 9245 5 139+8
100 5 262418 5 37042} 5 19449 4 246420 5 109+4 5 194410 5 8943 5 13546
200 ] 274413 4 374420 5 19347 3 23943 5 108+5 5 19345 5 8845 5 13545
210 - -- - -- - - - -- 5 167+9 5 217416 5 111+8 139+4
225 - -- - -- - -- - - 5 16146 a -- 5 13145 a --
252 - - - -- - -- - -- 5 18543 a -- 5 11847 a --
398 5 320+22 a -- 5 208+4 a - 5 104+4 a -- 5 81+7 a --
795 5 325413 -- 5 199413 a -- 5 103+8 a -- 5 7945 a --

a) Mo survivors

Loz9el 04

HIGHNCD MGY
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TABLE 16
A COMPARISON OF SINGLE-DOSE ORAL LLS0's FUR 5PB:
{SPRAGUE-DAWLEY) RATS AND CU™F (FISCHER 344~UERTVED) RATS

2,4,5-TRICHLOROPHENOXY ACETIC ACID: MEAN (+ STANDARD DEVIATION) INITIAL {FASTED) AND FINAL BODY WEIGLTS

Male Female Male Female

Sprague-Dawley Sprague-Dawley COF COF
Initia Final Initia Final Initial Final Initial Final

Dose /k n MWeight {g9) n Weight (g} n Weight {g) n  Weight {g} n MWeight {g) n Meight (g} n Meight {g) n Meight {q)
126 5 322415 5 424426 5 20149 5 2537 5 14149 5 226310 5 90+4 5 13747
252 5 313426 5 405437 5 19542 5 24043 5 H1+12 5 219416 5 92+5 5 14043
350 - -- - -- 5 200413 5 233414 - - - - - -- - --
398 - -- - -- 5  208#9 4 163+8 - -- - -- - -- - --
450 - -- - -~ 5 20318 5 235416 - -- - -- - -- - --
500 5 311415 4 380+18 $ 19645 2 -- 5 144+9 5 22149 S 9544 5 14445
795 - -- - - - -- - -- S 15648 1 124 - -- - --
1000 5 306412 a -- 5 . 19044 a -- 5 144+4 a -- 5 9443 F4 13942
1580 5 28947 a -- - -~ - - - -- - -- - -- - --
2000 - - - -- - - - -~ 5 12949 a - 5 90+4 a --
s
o3 =
Z 4
74 =
o = ’
w
2%
%5
— B
b (=]
!‘ !
;




Male

Sprague-Dawley
Init1ai Final

Dose {mg/kg} »n MWeight (g} n MWeight (g}
63 - - - -
126 - .- - -
200 5 308413 5  403+22
398 5 296412 2 288+10
795 5 30848 a -
1580 5 a -

a} HNo survivors

WLLNIQLANOD
&0£9E1 0QQ

318413
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TABLE 17
A COMPARISON OF SINGLE-DOSE ORAL LDSO's FOR 510:
(SPRAGUE-DAWLEY) HATS AND CD®F (FISCHER 344-DERIVED) RATS

ALLYL CHLORIDE: MEAN (+ STAMDARD DEVEIATION) INITIAL (FASTED) AND FINAL BODY WEIGHTS

Female —— —
Spraque-Dawle
Initia Final
Weight (9} n  Weight (q)
193+6 5 23648
19143 2 23846
18944 1 250
196412 a --

=

Male
CoF
Initial

Weight n Weight (g)

13947 5
13547 3
136.246 a
13546 a

Final

218+7

13629

Female
COF
Initfial

Weight {q) n
82+5 5
8315 J
9241 4
91+4 3
9442 a
88+4 a

Final
Weight {q)
133+2
133+8

143+7

14343

THINGTUNGD AOC
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TABLE 18 .

A COMPARISON OF SINGLE-DOSE ORAL LD50's FOR SI'B:
{ SPRAGUE-DAWLEY] RATS AKD CD®F (FISCHER 344-DERIVED) RATS

MALATHION: MEAN (+ STANDARD DEVIATION) INITIAL (FASTED) AND FINAL BODY WEIGHTS

Male Female Male Female
Sprague-Dawley SErague-Dawle¥ COF CDF.
Initial Final Initia Final Initial Final Initial Final
Cose (mg/kg) n Weight {g) n Weight (g§) n MWeight {9) n Height {qg) n  Meight (g) n Weight {g) R Meight {q} n Meight {g)
252 S 231422 5 349+ 5 17145 5 224412 5 14443 5 22246 5 10043 5  1404)
500 5 22943 5 343+7 5 180+7 5 242+10 5 14844 5 21945 5 100+3 5 13844
1000 5 . 22046 5 337416 5 17646 5 22448 5 149+10 5 227413 5 98+4 5 13842
2000 5 23548 5 350415 5 179+11 3 232+21 5 15041 4 22647 5 100+6 F4 12145
2100 5 24445 2 34846 - - - -- - - - --
2250 5 35749 a -- - -- - -- - -- - --
2520 5 296421 a .- - -- - -- 10 185+30 a - - - - --
3980 5 274411 a - 5 20047 a -- 5 185+7 a -- 5 9245 a --
0
0
23 53
T =
55 >
z N 2
-~ O <
> =]
&
=

n
3

L
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TABLE 19

A COMPARISON OF SINGLE-DOSE ORAL LDS0's FOR SPB:
( SPRACUE-DAWEEY) RATS AND CUYF (FISCHER 344-DERIVED) RATS

ACRYLIC ACID: MEAN (+ STANDARD DEVIATION) INITIAL [FASTED} AND FINAL BODY WEIGHTS

Male Femate Male Female
Spraque-Dawley Sprague-Dawley COF CDF
Initial Final Initia Final Initial Final initiat Final
Dose (mg/kg) n MWeight {g) n Weight {g) n Weight (g) n Meight {a} n  MWeight (g) n Weight (g} n  Neight (g} n Weight (g)

.6 - -- - -- - -~ - -~ - -- - -- 5 12046 5 142+29

63 - - - - 5 21947 5 230+35 5 178+6 5 193446 10 122411 & 1052}
126 - - - - 5 22149 4 227432 5 18944 3 209+6) 5 11449 5  104+30
158 - - - -- 5 21748 4 225+26 5 10148 1 70 5 11442 3 119+47
316 - - - .- 5 195+4 2 236418 5 104+3 1 98 5 12042 3 109+20
630 5 279413 5 279+74 5 19146 q 211+ 5 11545 a -- s 9242 3 107424
1260 5 275410 4 215474 5 19446 2 224420 5 1443 - 3 -- 10 114421 3 112416
1580 5 328+20 1 213 - e - -- - - - - - .- - -
2000 5 31149 a -- - - - -- - -- - -- - - - --
2520 5 258+18 a - 5 194N a -- 5 11446 a -- 5 94+4 a --
5000 5 274410 a - 5 18847 a -- 5 10145 a -- 5 9343 a -
oo
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—
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TABLE 20

A COMPARISON OF SINGLE-DOSE ORAL LD50's FOR SPB:
{SPRAGUE-BAWLEY) RATS AND CO"F (FISCHEH 344-DERIVED) RATS

BENZENE: MEAN (+ STANDARD DEVIATION) INITIAL (FASTED) AND FINAL BODY WEIGHTS

Male Female Male Female
Sprague-Dawley §Erague-Daule¥ CDF CDF
Inftial Final Initia Final Initial Final Initial Final
Dose (mg/kg) n Weight (9) n Weight (g) n MWeight {g) n Weight {g) n  Meight (9) n Meight {g) n  Neight (9) n NWeight (g)
e - -- - - - - - -- 5 13443 5  225+2 5 11843 5 156+3
630 5 31419 5  405+22 5 19548 5 244414 10 118416 7 210+23 10 100419 8 14317
1250 5 327149 9 434410 5 20145 5 25649 5 100+3 4 179+10 5 B1sy 4 12543
2520 5 3248 5 418415 5 1964 2 24847 5 10143 1157 5 8247 2 1364)
Ji60 5  276+15 1 n - -- - -~ - -- - -- - -- - --
5000 5 3N+ a -- 5 19747 1 25646 5 103+4 1. 1 5 8147 a --
10,000 - - - -- 5 19447 a  -- 5 125+7 a -- - -- - -

a)} No survivors

19 L ANAQL ANOD
Z2149€1 0d
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L4
EPICHLOROHYORIN: GROSS PATHOLOGIC FINDINGS

Dose mg/kg
25 50 100 200 210
a Male Female [Male Femalel Male Female | Male Female [{Male Female | Male Female || Male Female|Male Female [iMale Female
Gross Observations S.D. S.D. COF CDF [ s.D. S.D. CDF  COF {s.0. S.D. CDF  CDF ||S.D. S.D. [ CDF CDF |{COF CDF
General
lo visible lesions 45  §/5 3/5 5/5 0 3/5 545 /5 5/5 {jo/5 1/4 45 35 0/4 173 2/5 /S jioss 272
Focal corneal
cloudiness 1/ 0/% 2/5 o/5 /5 048 0/5 0/5 H1/9 0/4 0/5 2/5 1/8 073 2/5 2/5 1375 0r2
Accumulation of
exudate around eyes | 0/5 0/5 0/5 0/5 4 2/% 0/5 0/5 0/5 fV/5 074 0/5 0/5 174 0/3 0/5 0/5 o/ 072
Gastropintestinal System
Stomach
Thickening and
roughing of
squamous epithelium| 0/5 Q/5 0/ 0/5  O/5  O/5 0/5%5 0/5 §5/5% 34 /5 0/5 4/4 273 /5 a5 |45 0f2
Focal thickening of
nonglandular
stomach wal! 0/5 ©/5 /5 o/5 || 0/S  0/5 0/5  0/5 JJoss  0/4 0/5 0/5 0/4 173 0/5 o/5 |[0/5 0/2
Erosion of
nonglandular
epithelium 0/5 0/5 0/% 0O/5 ) o/ D/S e/5 0/5 fj0/5 04 0/5 0/5 0/4 173 0/5 0/5 Jjo/5  0f2
Healed perforated .
ulcer 0/% 0/5 0/5 ©0/5 || 0/5 0O/5 0/5 o/5 fo/s5 074 0/5 0/5 1/4 0/3 /5  o/5 oS 0f2
Fibrous adhesions
betiween stomach
and abdominal
musculature 0/%  0/5 0/5 0/5 ] 0/5 @/5 045 O/5 Jloss  0/4 0/% 0/5 1/4 073 |} 079 075 J{O/5 02
Liver
Diaphragmatic hervnia | 0/5 075 0/5 o/5 || o/ss 0s5 0/5 0/5 fio/s 074 0/5 QfS /4 073 0/5  0/5 WS o2

a) Data presented as number affected/number examined.
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Table 22

A COMPARISON OF SINGLE-DOSE ORAL LD50's FOR SFB:
(SI'RAGUE- DAWLEY) RATS AND CI™F (FISCHER 344-DERIVED) RATS
2,4,5-TRICHLOROPHENOXY ACETIC ACID:

GROSS PATHOLOGIC FINDINGS

Dose {mg/kg)
126 252 350 398 450 500 795
Male Female Male Female Male Female Male Female Female || Female {| Female J| Male | Male | Femaled Male
Gross Observations® s.0.  s.D. COF CDF 5.0. s.0. COF COF S.D. S.D. 5.D. S.0. COF COF | coF
General
- HWo visible lesion 3/5 4/5 4/5 5/5 2/5 4/5 4/5 475 4/5 0/4 3/5 /4 3/5 5/5 {1 0/1
Focal corneatl
cloudiness 2/5 1/5 1/5 0/5 0/5 0/5 0/5 1/5 1/5 0/4 /5 0/4 2/5 o/5 || vt
Accumulation of exudate
around eyes 175 0/5 0/5 0/5 2/5 1/5 1/5 0/5 0/5 0/4 0/5 2/4 0/5 0/5 071
Respiratory System
Lungs "
Multiple pinpoint gray
Foci scattered
throughout all lobes 0/5 0/5 0/5 0/5 1/5 0/5 0/5 0/5 0/5 0/4 1/5 0/4 0/5 0/5 || o1
-tinal System
oagy 6/5 (\FEN o/ 0/5 0/5 0/5 0/5 0/5 4/4 0/5 G/4 o/s 05 1Y
a e} -wmined.
=
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Table 23

A COMPARISON UF 1L E-insE OhAL LDLO's FOR SEH:
(SPRAGUE-DAWLEY) RATS AZD CD™F (FISCHER 344-DERIVED) RATS
ALLYL CHLORIDE: _GROSS PATHOLOGIC FIMDINGS

Dose (mg/kg)

200 ||

Female Male
cor s.D.

Gross Observationsa

General

Mo visible lesion

Focal corneal cloudiness

Accumutation of exudate
around eyes

Respiratory System

Lungs

Multiple pinpoint gray
Foci scattered throughout
all lobes

Gastrointestinal System

Stomach

Thickening and roughening
of nonglandular
squamous epithelium

Focal thickening of
nonglandular stomach wall

Erosion of nonglandular
epithel ium

Firm, nodular-like Foci
throughout epithelial
surface

Perforated Ul-er

fibrous adhesions between
stomach and liver,
spleen, or diaphragm

0a

Si4981

WILLINAUL INOD

Data presented as number affected/number examined.
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Table 24

A COMPARISON OF SINGLE-DOSE ORAL LDA0's FOR SPB:
{SPRAGUE-DAWLEY) RATS AND CD™F (FISCHEN 344-DEHIVED) HATS

MALATHION: GROSS PATHOLOGIC FINDINGS

Dose (mg/kg)
252 500 1000 2000 2100
a Male Female |Male Female| Male Female | Male Female fMale Female |Male Female{| Male Female[Male Female | Male
fiross Observations S.0. S5.D. CDF CDF || s.D. S.D. COF CDF {s.p. S.D. CDF CDF || S.D. S.D. | COF CDF { s.D.
General
No visible lesion 5/5 5/5 /5 545 5/5 545 /5 5/5 5/5% 475 4/5 4/5 5/5 243 ) /4 252 2}¢

Focal corneal
cloudiness 0/5 0/5 2/5 0/5 0/5 0/5 4/5 075 0/5 1/5 /5 114 0/ 1/3 ] 144 0/ 072

a} Data presented as number affected/number examined .

WLLINAQL ANOD
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Table 25
A COMPARIGCS OF ZINGLE=INZE OFAL IDi)'c IOR EF4:
(SPRAGUE=L/WLEY) LAZZ AND Cu F (FISIFER 144-iIFIVED) BATS
ACRYLIC ACID: GROSS PATHOLOGIC FINDINGS
Dose (mg/kg)

.36 63 126 158 36 850y 1263 1563

. maleji Female|Male Female |[FemaleiMale Female JFemaleiMale Female ||Female Male Femalell Male FemaleFerale i1ale Frmale, Fr-a'c)| vole
Gross Observations COF | S.D. | COF COF || s.0. | COF CDF §s.D. | COF COF || S.D. | COF GOF f §.0. S.D. CCF AR T T

-

e S
General

No visible
lesion 1/5 /% 2/5 /8 5/7 3 s 6/8 (172 BTk 3/3 01 0/3 /s 0/4 05 farsy /2 w3 | on
Foca) corneal
cloudiness 3/5 2/% 2/5 1/5 177 /73 18 0/8 07 /3 0/3 0/1 0/3 /5 174 0/5 |fusd /2 (I WA
Secretory materia)
around mouth
and nose 0/5 0/5 0% 176 Q/7 0/3  0/% 0/8 01 073 0/3 01 0/3 o5 0/4 03 |toss ar2 alon
Depletion of
body fat and
Lol::sc:lardatruphy 1/5 0/5 1/ 5/6 0/7 /3  3/5 178 o/1 0/3 0/3 0/1 0/3 0/5 (/4 1.3
cf body
concition 0/% 0/% 0/5 0/6 0/7 0/3  0/5 0/8 171 173 0/3 171 373 0/5 0/4 03

4 0/2 AN AR

=]
~
Ie

ar2 L3 gon

‘espiratory Svstem

ungs

Myltiple pinpoint
Foct scattered
threughoatl ot
lobes n/s 0/5 0/5 0/6 177 /3  0/5 1/8 0/1  0/3 0/3 0/ 0/3 0/5 0/4 0/3 |iosa 072 -3 | a2t

Pulmonary
atelactarix 0/5 0/5 05 0/6 0/7 0/3  0/5 0/8 0/ 073 0/3 g/ 176 /4 Ny Fose ne

astrointestinal <y ten i ! |
|
|

(k] A |

tomach

Thickaring anu !
rougnening of
SQuUaTous
epitne)ium 0/5 0/5 0/5 176 177 173 1/5 0/8 on 0/3|1 0/3 /1 2/3 4/5 4/4 3/3 |l4ra 272 ER (Ve

focal tnickening
of nenglandular
storach wal) 0/% 0/% 0/5 1/6 0/7 0/3  0/5 0/8 on 0/3y 0/3 01 0/3 0/5 0/4 V/3 {1078 0/2 foy gz

Hemolyzed bloud
n glandular
portinn 0/5 0/5 0/5 0/6 077 0/3  0/5 0/8 mn /34 0/3 /v 0/3 0/5 0/4 0/3 [{osa 02 o en

Thickened area . ,

-2 &t junction of '
glardular and ;
nonglandular

mucosa o/5 | o/ | os8 0/6 || 9/7 | o0/3 o/5 ffo/s | oNn o3t o/3 o1 o073 foss V4 O/T o4 o/ g/ | on
Distention of
stomach by
mucus os/s ] ors | o/ os6 lfos7 Y oss o8 ffose | o/v o734l o/3 [ o6/ o073 ffoss 0/ O/3 178 072 o3 flon

Gaseous distention
of stomach and/or|

intestinal tract | 0/o u/s o/ 0/6 0/7 /3 Orn u/8 w1 0744 073 U/l u/3 o/% 0/ W3 qlc/d 072 3 w5 fjon
Fibrous adhesions

between s tomach i

and liver 0/5 0/5 0/5 0/6 0/7 0/3 0/% 0/8 0/ 0/3§f 0/3 01 0/3 0/5  0/4 073 fl178  w/s2 0 v g0’y

Atestinal tract

Presence of
mucoid, yellow
bite-1ite fluid |

n intestinal i

{
i

tract
Hewrirrhaqic
appearance of !
cecum 075 0/5 0/5 0/6 0/7 0/3 0/5 0/8 0/1 0/3|1 0/3 0/v 073 0/5 0/4 [LP A V2 B & A

0/5 0/% /s 0/6 0/7 | o/3 0/5 0/8 on 0/3|f 0/3 117 173 0/5 0/ D/3 jj2/4 U VN O

wnus . l
“pecreased size  [0/54f 6/5 | 0/ 0/6 Jlosr | 0/3 o/5 |foss | o o/3f) os3 [0/ o/3 flo/s o2 0/3 LM 074 o fhn

—_ - U |

}  Gata presented o, nunber affected/number examined,

y 136717
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Table 26

A COMPARISON OF SENGHF-JANE WAL LRs0 s FOR STE:
(SPRAGUF-DANLEY ) KA AN LITF (FISTHEG oA4-DERIVED) RATS

BENZENE: GROSS PATHOLOGIC FINDINGS
0.316 0.63 1.26 2.52 J.16 5.0
. a Male Female | Male female| Male Female [[Male Female |Male Female {] Male Female | Maie Female §| Male || Female Male
Gross Cbservations CDF CCF 5.0, S.D. CDF CDF s.D.  S.D. CDF CDF s.D. S.D. CDF COF s.D. S.D. CDf
General !
Ho visibie lesion 4/5 4/§ 175 5/% 5/7 4,8 1 1/4  3/4 1784 3/4 175 172 /1 2/2 1 2/3 "
focal corneal
cloudiness 1/5 175 1/5 0/5% 2f1  4/8 1/4 0/4 2/4 /4 0/5 0/2 1/1 0/2 0/1 0/3 oNn
Gastrointestinal System J
Stomach
Thickening and
roughening of
nonglandular
sSqQuarous
epithel ium 0/5 0/5 3/5 0/9 0/7 0/8 4 A 1/4  0/4 445 172 01 0s2 /3 on
Focal thickening
of nonglandular
stomach wall 0/5 0/5 0/5 0/5 0/7 0/8 0/4 0/4 0/4 074 1/5 0/2 0N 0/2 0/3 0/1
Erosion of
nonglandutar
epithelium 0/5 0/5 0/% 0/5 o/!  0/8 0/4 0/4 0/8 074 1/5 0/2 01 072 0/3 0/1

11 LN3ULANOD

g129e1 0d

Data presented as number affected/number examined.
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