REPORT TO
MONSANTO COMPANY
THREE-CENERATION REPRONDUCTION STUDY WITH
AROCLOR 1254
IN ALBINO RATS

NOVEMBER 1, 1971

IBT NO. B7297

I. Introduction
At the request of Mounsanto Company, a reproduction study was
. initiated in order to ascertain potential toxicological effeccts of subacute
oral administration of Aroclor 12574, Lot No. AK-18, wupon the fertility
and offspring of three consecutive generations of albino rats.,
This report presents the data collected from the initiation of the
investigation to the weaning of the sccond (F1b) litters ohtained from

the third (F2) parcental generation,
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A thl‘.e~'cnlrahon reproduction study «mploying albinu ratn fed
diets contabtn;ﬁ. IO or 100 ppm Aroclor 1254 was conducted. The

following relulu weprc obtained during the invesdigation,

A. Parental Animals

. Body We; ghts

Body weights and body weight pains revealed no differences
betwecen test and control animals which could be attributed to the inges-
tion of Aroclor 1254,

2. Mortality and Rcactions

Several animals succumbed during each of the three
‘ gencrations, Nonce of these deaths could be attributed to the ingestion
of Aroclor 1254,

3. Patholugic Studics

Gross pathologic examination reveald no differences be-
twoen test and control rats.

The liver weights and liver to hody wejght or brain weight
ratios were significantly clevated 1n males f-d 100 ppmy Aroclor 1234,
The liver weights for females wn the same group (T-11D were no-t elevated;
however, liver to brain weight ratios were signilicantly higher than con-
trol valucs. Statistin:al cvaluations of other organ weirghts, organ 1o
b.ody weight and organ to brain weight ratios disclosed several randomly

. occurring interurupp differenies.  The lack of any ronus!c!;! dose or
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TABLE 2-ceatlnued

PCBa: Tabulation of Liver Nodules Reported la Rats

rca Mepato-~ Che~
Appsox. Dealag (o diet Ne. Adeacmataus Nodulac Neeplastic celluler langio-
wt. 3 C1' Psoduct Strale Sex Duraticon {(ppa) Amimale Nodules Nypecplasia Modules " Mepatoms Carcinoma MNepatoms Relerence
48 Kaaechler Dencyw N 23-62 whe 38.5- 5 [ - - - - - Kimura * Do
400 (311} 10 [} - - - - - )
r 5 [ - - - -
10 [} - - - - -
Kaaechlor Vistar N 28-32 wke L] " - ° - - - - 1o, et _al.
100 T3 2 - - - < (1914)
. 500 L} - ] - - - -
1000 10 - 3 - - - -
40-42 Arsoclor Charles H, 24 moe. ° ks ) - ) - ] - o Levinsksa
1262 River ¥ ] 2 - ! - ] - 0 (1981)
1] 29 - ] - ] - [
100 1} - [ ] - 3 - ]
Kanechlor Vistae W 28-352 wke (] 1] - [ - - - - fto, et 8).
00 22 - ] - - - - (1924)
500 19 - [} - - - -
1000 1Y - ° - - - .
2,2°,5,5“tetra- ~ - 24 mca. 100 - - - - - N - Ueliaan &

chloroblpleayl?

Nosback (19)9

! From Brinkman and deKok (1980).
2 Held an additional 2 months befor

.2 Abstsact. Betails limited.

Peesence 1eportced.
3 Ethano) solution in driuking wste

e escrifice.
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SUMMARY OF CO-CARCINOGENESI3 STUDIES WITR PCBe

Other .
Product Node Tine Treataeat! Hode Specles Obdecvations Rel.
Kanechlor 400 Diet Vith 20-HeCh Uterine dd wouse Nepatecellular carcinoms with 20-MeCh. Uchiyssa, and Chiba, 194
iaplant Hone with combination.
Kanechlor 300 Diet With o-8uc Diet dd mouse Cosbination iacreascd hepatocellular Ite, et al. 1923s,>
carclacas over 8-3UC alome. Nagasaki, et al. 1974, 1905
Kanecklor 500 Diet Vith §-suC Diet dd mouse Coabinat ioa produced hepotocel tular Ito, et al. 191]a,b
- carclunome. Each alone ncgative. Nagasahi, ct al. 1974, 1905
Kanecklor 400 Diet With a-BiC Diet éd mouse Conbiinstlion lacrcased hepatocellular Magaseki, et al. 1924, 1975
carcinoms over a-BiiC alone.
Kancchlor 500 Diet Vith DEN Water Sjrn.u- Nepatocellular carcinoma with DEN. Mebiuvea, et al. 1904
Davley rat None with combination.
Kamechlor 500 Gavage Alter DEN Water Wistar Combinstion incressed hepatocellular Hishizumi, 1976, 19192, b
rat carcimoma over DEN alome. -
Acoclor 1234 Diet Aller DEN Water Sprague- Cosbimal fon increased hepatocellular Preston, et al. 198
Davley rat carcinoas over DEN alone. -
Kanechlor 5002 Gavage Belore DEN? Water Wistar Combiuation decreased hepatoceilular Mishizumi, 1980
rat carcinons in offspring.
Acoclor 1254 et With AFB, Diet Rainbow Mepatocellular carciooma wilh AFB,. Headricha, eu al. 1917
trout Nome with combination. .
Kanechlor 500 Diet Vith, 2-FAA Diet Sprague- Mepatecellular carcinoms with 2-FAA. Habiucs, et o). 1904
Daviey sat None with coabimation. T
Kanedhlor 500 Dict With 3’ -Me-DAB Diet Sprague- Hepatacel lular carcinoma with 3'-Hc-DAB. Hakiuvra, et a). 1924
Davley rat Nome with combinstion. Kimure, et al. 1976
Kancchior 500 Diet Before 3'-Hc-DAB Diev Sprague- Hepatocellular caccluvms with ) -fc-DAB. Kimuva, et al. 1976
Daviey rat Neae with combisation. B
Kaucchlor 500 Dier Alter 3'-Hc-DAB Diev Sprague- Combination increascd hepatocellular Kimura, €t al. 196
Daviey rat carclessa over 3’ -lc-DAB alone.

WATER_PCB-SD0000034170



wav

@q 6600

TANLE )-cont laued

SURSIARY OF CO-CARCINOGENESIS STUDIES VITH PCRe .

Other .
Preduct Hede Tiee Tseotmemt ! tede Specles Obsecvat lons Ref.
" Nasechlor 500 Diet Vith 3’ -Re-DAR Biet Spregue~ Combiastion decreased hepatecellunlar Makiugs, et o). 19)4
¢ DEN Daviey ret cascinoma aver )'-He-DAD ¢ DEN.
Kenechior 300 Diet Vith 2-FAA ¢ DEN  Bleat Sprague- Conbinstlea decressed hepstocellinlax Makiura, et al. 1924
Deviey rat carcinena aver 2-FAA + DEN.
Kanechior 300 Gavege Afteg [ L] Uster Wistar Combination iacressed hepatocellular Nishizumi, 197% b
& With bt Gavage cat caccinena over DEN ¢ DUT.
Kanecklor 500 Gavage After hEN Vates Uister Combiast isa lacreased hepatocelluler Nishizumi, 1979 ,b
& Vath sre Vates ot carcinons over DEN ¢ SPD.
Kaneclhlor 500 Gavage Ater LEN Uaster Wister Cemblaation iacressed hepatecellular Nishizumi, 19794 ,h
& With SP8, DOT Water, Govaga ot caccinums aver DEN, S¢S, + DOT.
Unapecified Biet After 2-FAA Dlet Flacher Hacked iacecase is hyperplastic o, et al. 1978
Kanechlor & Wik Pastisl rat lives medules. -
hepatectony
Asacloc 1254 Shia After 7,12-bHBA Skia CD) mouse Mol a premoter of skin tumors. Berey, et al. 19)8, 1979
Avoclor 1254 Shia Before TPA Shia CDl meuse Little or ae akia tusur dnitiatioca. Begry, et al. 1979
DiGiovanai, et_al. 19N
Aseclor 1254 Shim Sefore 7,02-0H8A Shia €01 mouse Me diflcrence or deccease ia shinm tumer Berey, et al. 1929
¢ TPA faduction ever 7,12-DHBA & TPA, DiGiovauni, et al. 192)
depending oa preteeatment intervey. 0000 TTUTTT
Aroclor 1254 Diet Belace Wslker 256 Intes- Sprague- Tumor grewih iahihited. Xeekvlict aud
tusur cells muscular Dawley cat Survivel Uime lacresscd. Kimmeldosf, 19772, b
Aroclar 1254 Diet Scloce M5B cells Iatre- [%Y] 199 Eahassnced grovwth of HSH tumor. Kerbviicet and Koller, 1978
wuscular aouse '
Avoclor 1254 Diet Cefore Holoney Intga-~ Balb/c Did not affect oncogencals ol Holoney Koller, 1922
\enkemia pecitonesl nouse Jeubenis vitee.
vicue
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SUMMARY OF CO-CARCIMOGENESIS STUDIES WITH PCRs

Preduct Hede Tine fr:::-t ' Hode Specics Obscrvat leas Ref.
Arecler 1242 Blet Belose Neleney latre- Balb/c Did net affect oncegeacaia of MHeleancy Keller, 1977
leukenle peritencal mouse levhemia virus.

vicue
Areclor 1221 Diet Belore Heleney Jatre- Balbd/c Did et sffect encogencaln of Heloney Kellex, 1917
lewheanis pecitoncel ssuse levhenie vicus.
e visus .
YChemicals used: 2pregnant dams dosed vith Keaechler MKMI.
20-HeCh = 20-methylchalaathreae Offopring desed with DENM.
a-BiC = u-beuzeae henachloride
P-BHC = fi-Leazene hesachleride 3tatablinghed tissue culture cell line derived
DEN = Jdiethylanilrosamine from Neloncy sarcoms virws-faduced Lumocse fa ’
AFB, = aflatonin B, 86 mice.
2-FAA = N-2-fluvrenylacetlamide
2 -NHe-DAN = )’ -methyl-4-dimethylanincszobenzene
T = diclidorodiphenyltirichlorocthane
SFB = soidiuam phenoberhital
7,12-D8A = 7,2-dincthylheaz]e}anthracene
TFA = 12-0-tetradeccanoylphierbel-13-acetate
.
. (] [
: . ]
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PCls: Tabulation of Hicrobial Hutageaicity Tests

8. typhisurive B K. coll
Straie €336 93052 [ TASS TAI00 TA1000 TAI5)S TAIS36 TAIS3).  TAN53S wr2 WPZ uvrA® Ref.
AROCLOM 1268 - . . . . * L e L4 Neg. . L] Wyndham, ct al. 1976
ARDCLOR 1254 MNeg. Nepg. Neg. MNeg. L] Neg. Neg. L4 Neg. Meg. Neg. Neg. Probst, et al. 1981
AROCLOM 1254 o o . Neg. Meg. . Neg. . Meg. . . . Necddle and Bruce 19}}
ARUCLOR 1256 e o . . . . . . . Pos . o w.;.nu-, et _ol. 1936
Kanechlor S00% -7 e o . e . . Neg. Meg. Meg. Neg. . . Od;slu.a, 1926
Kanerhilor 500 e o . Neg. Heg. L] L] . . ‘e Ie... . Suil-ut., el al. 1%}6
2,2°,5,5-Letra- '
chlorobiphenyl s o L4 L . . b4 L L Meg. L4 L Wyndham, et sl. 1316
2,2°5,5"-tetra- '
cMorobiphenyd o o . Neg® Meg' . Neg* . Meg® . . . Mers, ct_al. 1910
Koneihioy 3007 e o . . . . Neg. Neg. Neg. Neg. . . Odashima, 1976
Kanechlor 300 o o L4 Neg. Meg. . L4 L L . Ie... L4 Sugisura, et _al. 1976
AROCLOR 1221 o o U . * . . . . Pos’ L . Wyndhamw, ct al. 1976
&-chiprobiphenyd * o . ] . . . . . Pos* . D Wyadliam, et _al. 1976
&-vhlorobiphenyl Neg. Meg. Neg. Meg. Meg. L] Neg. ‘ . Neg. Meg. Neg. Neg Nctlabon, et al. 1979

1. All tests doae wilh and vitheut wicressmal activatiea except oo soted.

L = flot tested.
Neg.

Negative,

Ic.. = Duly tested witheut activation.
Meg' = Ouly tested with activetion.
Pos' = Posilive only wilk activaljon.

ful, = Uncestain, See tent.

2. Other stralns Lested, sce text sud vchercace.
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