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COMPLTANCE STATEMEKT
07 -Week Dietary Carcinogenicity Study
with 1,2,4-Trichlorohenzene in Rats

This study was conducted in compliance with the Geoa Laboratory

Practice Regulaticns as set forth in Title 40 of the U.S. Code of Federal
Regulations Part 752, issusd November 29, 1983 (effective December 29,
1983}, and with any applicable amendments. A1l deviatilons from the
protocnl andsor S.Ps are Iisted in Appendix 1i. There were no deviations
from the afurementioned regulaticns which affected the guality or
integrity of the study or the interpretation of the resulls in the repo
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|.2.4-T-ichlnrubenzene was adsinistersd daily 1n the diel

F-344 ratz for al JTeast 104 caonsecutive weeks Lo evaluate the cncagenic

potential ¢f the tesl materzal Thera were S0 rats per sex 1n each study
graup For Groups ¢, 3, and targetl dietary conzenteatsans of [,2,4

¢
Trichlorobenzore were 100, 350, and J200 ppm Rats in Group | were

adrinystered Lhe basal dfet alone and served as the concurrent tontrel
group. Paramelers evaluated were mortality; clinical observations; body

weight, food consumption, and compound consumption data., hematology

parameters, organ weight data; and necropsy and histopathalegy Flndings

For Groups 2, 3, and 4, during Weeks | through 104, the mean

dally consumed dose (based bn targer dietary concentrations) aof 1,2,4

I¢iehlorobenzens was 5.5, 18,9, and &86.7 mg/kg/day, respectively, n the

males: and 6.7, 22.9, and 79.3 mg/kg/day, respectively, in the females.
The moan ¢avly cersumed dose (based on assayed dietary concentralions) was
5.6, 194, and 66.5 mg/kgsday, respectively, 4n the males: »nu 6.3, 23.5
and B3.4, respeactively, in the females of Groups 2, J, and 4 Tharelure,
trreughout the stucy, the mean daily dose consumed by Temales in Groups 2,

3, anc 4. was 21.8, 21.2, and 18.9% greater, respectively, ihan Lhe mean

e it e
datly dose cansumed by males in the sare dose grougs.
Four the administration of 1,2,4-Trichlorooenzene to F-344 rats at

- FLAOT =
< L | [

o §
a9 LlEwy ZEm )

dietary concentrations of 100, 350, and 1200 ppx, the high

pruved to be the nc-observed-effect-Tevel (MIEL) for carcinoyenicily, as

-

sse (MTO) in mzles and females. ha mid

r

witll as the Maxinum Telarate

0
dese (350 ppm) was the nao-abserved-effact-level (KCEL] for systemic
loxicity in rales @nd females.
The 1200 ppm dfetary concentration produced the following
treztnenl-related wffects that were indicative of 2 Maximur Toleratec Dose
'MID): & stgnificant decrease in survival of the males at Week 104; a

significant depression of mean body weight gain for Weeks ! through 24 in
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enerally graded slight to

patocellular hypertrophy

nales and ferales;

muderate fn scverity) in 30749 males and 37/50 females; diffuse Tlakbty
¢hange in the 1iver tn 14/49 males and 30/50 females; hepatic toral cystic
degencration in 19/49 males; significantly increased mean absolute liver
weight and mean liver-lo-terminal-body-weignt ratio in meles and females,

wgnificantly increased mean liver-to-brain-weighl ratio in males, with an

ncreased Tean value (net signifizant) in females; Hﬂ1n'gvd livers nolod

n 7/50 males at necropsy; renal pelvis rineralization ftn 49/50 males and
18/50 females, for whith Lhe mean severity siore was 3.0 (moderalte} in
pales, and 1.3 imtnimal 1 '~.'|I.r.;h’_| in fenales: transitiunal cell
nyserplasia of the renal pelvic urothelium, observed only in maies, wilh

i tucidence of 35450 and mean severity score of 1.2: chroni¢ progressive
nephropatny, for which the severity (mean score of 3.8) was Increased arly
in males: granular/pitted/rough appearance of the widneys al necropsy in
(A /50 males but only 2750 females; and mean absolute and relat ive Kidney
witights thal were increased (net statistically signifigcant) in males and
lemales

The 350 ppm ¢ictary concentration presus™ no trealment-related

effects. In contrast to the 1200 ppm group, 472 (nCidence andjor severily

f histomarphclogic findings in the liver and kidneys cf the 350 ppr
animals were (orpurable Eo Contrd values. For hepatocellular

hyperirophy, the incidence was 5,50 and 5750 in the 350 ppm malas and
females, respectively, compared to 2/50 and 6750 in Lhe controe! males and
ferales, respectively For diffuse fatty change in the Tiver, the
‘ncidence was 5/60 and 21750 1in the 350 ppm males and  females

respectively, compared to 5/50 and 15/50 in the control males ang females,
réspectively. For nepatic focal cystic degensration {observed only in
males), the incidence w35 4/50 ip the 350 ppm nmales compared 1o 9430 in
the cent=cl males. For renal pelvis mineralization, the incidence [and
mean scverity score) was €480 (1.0) ane 47750 (1.C) in the 350 ppm maies

and femzles, respectively, cornared to 34/50 (C0.7) and 39748 (0.8) in the
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rontrol males and females respactively. For- transitienal cel)
hyperplasia ef the renal pelys  urothelium (observed only in males), the
incidence {wnd mean severil gre] was 2/50 (0.Q0) in the 350 ppr males
comparad teé 2750 (0.1) in the control males. For chronic progressive
negnropathy, Lhe mean severity scvore was 2.6 in the 35%0 ppm males compared
te 7.7 in the control males:

The 100 ppm dielary concentration alse produced no trestment-

rolated effects,
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