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Document Processing Center (TS-790) ) Q&ﬁ,
Office of Toxic Substances ,
Envirbnmental'Protection Agency
401 M Street, SW l
e et DR
Attention: Section- 8 (e) Coordinator ahmpg “arag
(CAP Agreement) INIT 88/24/92

SUBJECT: 8E CAP - 0024
Dear Section 8 (e) Coordinator:

‘Enclosed are the original and two copies of a study
CIBA-GEIGY Corporation is submitting pursuant to the Tsca
Section 8(e) Compliance Audit Program and CaAp Agreement
number 8E CAP-0024. The information being submitted is not
considered Confidential Business Information. We are sub-

mitting the following information, as required by the Cap
Agreement :

Company Name, CIBA~GEIGY Corporation
Address and Attn.: Mr. Anthony Di Battista
Telephone No.: Toxicology, Regulatory Auditing

and Compliance Department
444 Saw Mill River Road
Ardsley, New York 10502-2699
Tel. No. 914-479-2776

Tested Chemical: *' CGA-72651 Technical;
N—formyl—4~chloro—o—toluidine
(Currently a manufacturing intermedi-
ate no longer in use)

CAS Registrero.: 87999-30-2
Report Title: Lifespan (Chronic Toxicity and Carci-

nogenicity) Feeding Study in Rats
(Study Number 05688/1, June 16, 1980)
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"'Summary: Albino rats were fed 0, 2, 20, 100, or 500
: Ppm N~formy1~4~chloro-o~toluidine in the
diet for 105 weeks. Liver weights were
increased at the high dose. There were
increased incidences of hyperplasia of
small biliary ducts and multiloculated cho-~
langiogenic biliary cysts in high~-dose
animals,
Category: Unit II.B.2.b
 Prior Reporting: Not Applicable

Please call the undersigned at telephone number 919-632~ 2179 if
you have any questions about this submittal,

Very truly yours,
John A. Stone

-Manager, Environmentail Issues

L2010RM0810LG.3/RD17

~Enclosures (Two additional copies of this letter
and three copies of the submitted study)

cc: Mr. A. Di Battista
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C!bawﬁquyCa?aaraeion
 MATERSAL,

CGA-123686 Fechnical
SUBSECT; FINAL HEPORY

Canbination 28-Day ta Wolgy Subghronig Dietary
Vi g 6.s Ba., g

31 Dpoiies 38 10 &lbing Mice witn COR<143606 Yornngeys
LBI Projece No, 22248

SUKHARY

Sevan groups of 4¢ Cp.] rice per soy Per giroup wepre 2RPOSed ¢
Compound, (GA-143585 Technica?o 4t the dyze levels of 0,

1390 and 5000 ppm of the digt

i

s 95 O and 7
tively, A1j mice were observed twice a doy for mortality ang 4
signs op behavior, Bady’weights and ¥ood Consumption vere deteruinpg
weekly, Detailed ubservations of individua] mice, 1nclud€ﬁg oalpation
for tissue hasses, ware recorded weekly, Citniral Pathot

¥are performed op 19 mates and 10 Temales dre-study, on § mice pep sax
ber dose at Diy 14, on 10 mice pep Sex per dose at Day 28, ang 5 mice
PEr sex per dose on Day 48, These mice vere suzsequent?y kilieq st each
interval azs interim sacrifice animals,

After review of the Day 28 dats, Groups 2y 3 and §
further ?nvestigatfcn,

¢ the teet

Were eliminatey from
Prior to Day 60, 10 control mice (5 per sex)
were taken off study to perform yiral Scraans,
of the Survivinp H

Appr@xfmately one»tﬁf?d
q animats a2 this time were killed on each of nNays €3, 75
and 20,

nical pathology détarmfwations Were repeated on thase mice
prior to theip scheduled kili, {On Day 65, 1imiteq clinical Pathology
paremeters - LoM, SGOT, 3gpT ang SAp . only wepa determined on
Ong=tNipd of Surviving mice 1p each group without KiT1,)
Gross RECropsy examin
il7ed maribund op

ations were performed on a1 animals foung dzad,
sacrificed ar the schndy
wera2 taken of all m

led Sacrifices, Croan weights
fce sacrificed at Rays 28, €0, 75 and 90, H?
Togfeal examination

Stopethge
wés performed gy organs and tissyeg from all 2nimals
killed at days 75 angd 50, plys animals thar died or wepre killed in 3
meribund condition, g Y gross lesions Were examined from animals
Sacrificed at Day 28, Eya examination wag performad gn all mice prior

to the study stare and agaia gp ali survivors ppigp to the Day &0 kii1,
Compeung J - "218S 4t the 5057
Ppm Tevel, No clinical signs were obsarved to indicate j3 Specific toxyse
effect of the test ompound, Body weights were deprecced g3 the 5090 npm
level ip both seyes,

, Food consumpeion Was also depressed ap the 5600 ppm
level in both my)

85 and femajeg

1, 19, 100, 500,
for Groups io €5 3, 4, 8 6 ang s Fespne.
Ay unusye

ogy d@term!natfsnﬁ

@gproximately
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he erences in ¢ éﬂfwéigﬁisadﬁ,thaih;éetﬁdslﬁcﬁeér
t8 of kidneys;{malesggnd;femeigsfof,thg_sooo pom - group)
Oﬂﬁﬂmmiiesand50000nd_100000mfemaies).!nc

» decressed
D) and thymus
ressed liver to body

i weightratios(ma%esandfemales~at;5000~ppm) énd spleen to body weight
- ratio (males at 5000 PP
_;';aathplcgicel,findingsi

~treatment levels,

pm),at'aﬂiéterrtimeiperiéd'seem

, “to correlate with
in these organs 1n male and fem

ale mice at those

Thers was an early transient increase in HCT not associated with g rise,
in HGB or BBC, Later there was 3 decrease in HCT, HGB and RBC exclusively
th the 5000 ppm 9roup.  Total leukocytes were decreased due to¢ a decrease
in Tymahocytes, Plateiats were increased in the 5000 ppm group. BUN,
sholesterol, tezyl protein and albumin were decreased predominantly {n

tha 5000 ppm Jroup.  Decrease in totg) prot:in appeared to be due to
decreass in alduictn, SAP was incraased in the 5000 Pom group. Inorganic
phesphorus way increased jate in the study,

There were no neoplastic tesiong gncountered {n (Mig study. The
histaa@thoiogic'examinaﬁiﬁns revealed that the tasy compound had toxic
&ffects on the kidneys (cortical dtrophy), testps {2tronhy of the semine
tferous tubules gnd accasional necrosis) and livers (hepatocellulap
cytomegaly and necrocis) of mice kiljed at 7% and °0 days, mostly {in the
5000 nom 9roup.  The Tymphoid atrophy and iympho:yto?ysig involving the
thymus were Arobably noa-spectfic stress related iasions,

The test Lomuound in thie study did not produce ocular changes {n &lbing

ifce, The LDHY 28say proved this mouse colony to be free of LDH elevating
virus,

From this study, au-thsarvable-effect lavei of CGA-143886 Technical wWwould be
Tess than 100 Pom and the maximum tolerated Tevel would be drourd 1000 ppm {n
the diet for male and female albiao mice, The 5G00 ppm Yayel saems to be

the toxic Tevel of this compound,




| SPOKSOR:  Clbatetay Corporatigr
CGA-143686 Technica)
SUBJECT:  FIMAL RepoRy

Combinat ion ¢8=Nay to 90-Day Subehronic Dietary
Toxfcity Study in Albing

Mice with CGA-143696 Technicay
Project No. 2224%

- RTERIAL:

0BJECTIVE

MATER]AL

One paper bag Cintaining g powder (950 g net weight) and Tabeled:

CGA-143686 Technfca!,

Was received fronm Ciba-Geigy

y Litton Bionetics, Ing¢, (LBT)

on April §, 1933 and designated as LBI No. 8433, On June 20, 1983, a

second shipment of the compound wasS recefved from Ciba-Geiqgy Cerporation,

It was labeled CGA-143686 Technical, FL 831398 and designated ae LBT Ho,
62. The test materi{al was stored in the Rockvili

room at 4Q°F,

FL 830803
Corporatien, )

Test diets containing the test article were prepared by the methed as
presented in Appendix F, Chemistry Report, Table 4, F
Record. Prigr tg

ormulation Batch
: » 4 test to ensyre homoqeneity of the
formulation 3t 1 and 5002 bpm was performed, A sampie of each formulatign
to ensure ftg csrrectness was taken and analyzed at y

eekly intervalg for
the first & mixes and mix aftep that,
be outside the set

Any level found to
range of target Concentration (+
leve]s of 190, 500

21U% of target for the
000 ppm, within 5 to™5 pom of target fop
the 10 ppm level and within 0 ¢g bpm for the 1 pam level) was remixed
and analyzed, The better of the two mixes wer? to be used on study. To
ensure Stability of the test materfal ip the formulateq diet, samples
were analyzed ot a Day 0, after 3 weeks under refrigeration plus one
week at room temperature and after 3 weeks undep refrigeration plus 2
weeks at room temperature, This was done at the 10 and 1000 ppm dose
levels, '

The method of énalysis and the findings of the Lgp Chemi
- are included in Appendix F, Che

, mistry Report, These
validation of the analytical method, h

stability and dose verificatior 4s:a,

stry Department
results include

omogenefty attainment yalfdaiﬁen,

Lition Bionetles



9y Facility of LBI, 1330 Piccard Drive, Rockvilie,
The antmsts were tndividually housed 1n stainless steet,
hanging wire cages, The temperature in the room was set to matntain a
23°C+2° and the humidity ot 30 ¢o 703, The 11ght cycle was dutuinatice
controiled to provide 12 kours of fluorescent Tight and 12 hours of
darkness each day. The animaj rooms are designed fop 12-15 chargas of
fresh air every hoyp, Acidified water {(DH 2.5) and Purina Certified
Rodent Chow #5002@ were provided ad 1ibitum. No significansy deviations
from prescrided environmental conHT%?ons'occurred during the study,
Animal identification W8S by ear punch, toe clip and cage card, No

At the end o7 the quarantine peiod the animg)s were randomly assigned
to experimental groups, as tabulated below, using & computer-generated
random numbers table, Each group contained 40 an?ma?s/&exlgroup. Ten
additionai animale of eack sex were used to .establigh baseline parametej
for hematology and clinfcal chemistry prior 0 study start, A1l extra
animals wepe discarded,

Group Dose ot e—————e o LA
Number (pgmz M A Animal Nos,
retest - 10~ e 10 ac=
1 0 40 6162-6201 40 - 6202 "ray
2 1 40 6242-6281 40 6282-6321
3 10 40 6322-6361 40 6362-6401
4 100 40 6402-6441 40 6442-6481
5 800 40 6482-.6521 40 65226561
6 10600 40 65626601 40 6§602-6541
7 5000 40 6542-6681 40 6682.6721

Ophthaimoiogicai examinations were conducted by a boaprd certified veterin
ophthelmologist on all animals prior to desing and at bay 60,

The first day of dosing was April 13, 1983, &t that time, the animals
were approximately 6 weeks of age, The welght variagi-n of the animals
(22.1-33,1 g for males and 16.5-24.8 g for females) priop to inftiazion 4
not exceed +20% of the mean weight for each sex, Fach animal was observe
twice daily, a.m. and BoMe, 7 days per week, for mortality and changes
1n-appearance, behavior, toxic signs or mor thund condition, Any animal
Judged to be moribund was sacrificed and subjected ty the same post
mortum examiriation received by animals found dead or killed gt Scheduled
sacrifices. Each animal was removed from {¢s cage and identified, we {ghed
and given a physical exanination fnitially and weekly thereafter, This
exesination included palpation for tissue masses and observations of
changes 1in skin’andrfur, eyes and mucours membranes, Respiratory, circulat
~autonomic and central nervous system siqns, somatomotor activity angd
behavior pattern were also observed, Food corsumption W33 determined

for each animal weekly during the stucy period,

@ Animal number "M series,



;GN;}Congiﬁued);

toloqylﬂdfclinlcalchemistrydeterminationsyeremadeon 10 enfmatgy
~sexr prior . to tha'star;fbf;the'study;-—These=determfnations were also -

.- barformed on S/sex/qroup et Days 14 end'ésrgnd'on'l@/sexlgroup at Day 28,
;On,ana,so. 65, 75 and 90 an averaqe'ofjé;animais/sexlgroup;(aparox?mezs!y
-onesthird of the surviving animais in each group) were also bled for

these determinations, The Parameters examined ot these intervals are
listed below,

On Days 65 (66)! and agl approximstely 6 animals/sex/group (approximately
one«third of the surviving animals 1n each group) were hled for LDH,
SGOT, SGPT and SAP determinations only. On Day 92! blood was submitted

for conduit of required clinical chemistry tests that were not performed
on Day 904,

CLINICAL PATHOLOGY:

Hematology (Pretest, 14 (15)1, 28 (30)1, 45 (44)1, 60 (62)1 ang 75 (76)% days)

hemoglobin

hematocrit (PCV)

erythrocyte count

total leukocyte count
differential leukocyte count
platelet count

reticulocyte count

Clinical Chemistry (Pretest. 14 (15)1, 28 (30)1, 45 {44)1. 60 (62)1, 65 (66)1,
‘ 75 (76)1 and 90 (90 and 92 days)

creatinine
glucose
total cholesteroi
blood urea nitrogen
~inorganic phosphorus
serum alanine aminotransferase
(serum glutamic-pyruvic transaminase)
serum aspartite aminotransferase
(serum glutamic-oxaloacetic transaminase)
lactate dehydrogenase
total proteins
albumin
globulin
albumin/globulin ratio
total bilirubin
serum atkaline phosphatase
gamma glutamyl transpeptidase

1The actual day of the study.




ross necrops
S4ceificed mord T,
- ThoseiSAcrifﬁced:wwre:
flced at Days 14 (15)1°
 w§re-saerif!cedfat Day

2 3 and ,
- imately one-thirg of the

60, 75 and 90

adrenal glands

brain (1neluding brainstem)
heart

kidneys

all gross Tesfons:
(fncluding adjacent tissue)
brain (cerebrum, cerebellum,
and brainstem)
Spinal cord (three levels)
eyes '
Ppltuitary
salivary glands
heart
aorta
thymus
thyroid (if possible with -
parathyroid)
Tunas (with mainstem bronchi)
trachea
spieen
femur (with marrow)
tongue
lymph nodes (two)
mandibular, mesenteric
scfatic nerve
esophagus

': ggrextremideurfng the study,

D lThe;aCtual'day ofithe study.

ed at the
« Five anim

)"0 the study, Ten animals/sex/group
of the stud

rreview of the 28 day k111 data, Approg.

mals were sacri{fced at each three
and Day 90 (92)1,

'Thé'following orqgan weights were taken of 411 animals sécrificed at Days 23,

, rd surviving a
1n§ervals. Day 60 (62)1, Day 75 (76)

Histopathologic examination was
sacrificed,at,?B,days which appe
and on all of the abeve tissues
at Day 75 and termination ang fr

ron;ailfanimeisr?ound—dead.
$chedul ed sacrifices,
als/sex/ group were szeri.

o Three,dose,groups {Groups

1ivap
spleen
thymus

the following organs and tissyes from al}
Yermalin for possible histopathoTogic

stomach (cardia, fundus
and pylorus)

duodenum

Jejunum

1leum

cecum

colon

rectum

adrenal glands

pancreas

Tiver (at least two lTobes)

kidneys

urinary bladder

ovaries/testes

epididymides

prostate

seminal vesicles

uterus

vaging

skin (mammary area)

skeletal myscle

performed on tissues from all animals
ared abnorm
and organs

om all animais that died op were killed

al at necropsy (gross lesions)
from ali animals sacrificed

004




dy weight, food
- weight datg

consumpt fon, ‘hematology, ¢1ing
~ was based on

gal
weﬁe;analyzedrusing,DUnnett*srt é.
both 95y confidence

2C.W. Dunnett, Biometrics 20, p. 482, (1964),




oundfffoctsonﬁortaiitykClinic&!Si;ns,BA‘ ,7:

7The%cumuiative'mortality status of snimals from the start of the study
;,to?tenmtnatton 18 shown 1n Text Table A, and detafisg regarding qroup

- -numbegr, $ex, dosage, week of death and the circumstance of death arg

- Usted in Appendix A, Tabie 1A (by weeks of study) and Table 18 (by

- dose group), The 145t of animals that were sacrificed at the scheduled
~ Intervals are also tabulated in these tables,

Unscheduled deaths occurred 1n one control female (Week 6) and 1n seven

"npm,group mice (2 males and 5 females), There were no compound related
mortalities in any other group, The majority of these deaths occurred
during Weeks to 8 of the study. Based on the frequency, time and dose
distributiOn. the deaths 1n the 5000 ppm group appeared to be compound
related. The mortality plot which graphically depicts cumulative
mortalities per dose group (adjusted to the percentages of tota) survivors)
at each week s not included in this report, since it wil] not give any

Clinical signs for the individual animal recorded each week during the
entire study are dppended in Appendix A, Table 1. Only deviations from
normal appearance and behavior are recorded. The clinical signs that
were observed were quite low in incidence and were those common angd
expected in laboratory rodents, They included stains on coat and scabs,
The exception Was the "weight 1oss" which was obseryed starting early 1p

Body weight data for the male and female mice are summarized»in Text

Table B, These data are presented graphically in Figure A. Indfvidua?
body weight data are Presented in Appendix A, Table 2

®

In females, body weights were statistically significant!?ﬁ(at 0.01 Tevel)
depressed at the 5000 ppm 1evel throughout the study period (except at
Week 11), as in males, compared to its control group, At Week 1 only,
both 500 bpm and 1000 ppm females weighed significantly less than control;
however, these depressions were Judged to be dye to the smaliep body

weights tn thege groups at the start of the study (Week 0) compared to
the control females,

Tables for body weight gain are not included in this report, since they
will not give any additional information,

The food consumption vajyes for male and female mice are summarized inp

“Text Table C, These data are presented graphically in Figure 8, Individual
food'consumption—va?ues are presented 1n Appendix A, Table 3

0oa



- oi;@i}t;4;élihfiaj;Siqns. Body Welghts and Food

, ,consumptionVWQs similar to that for body weight changes.
There were significant decresses in food consumption at the 5000 ppm

'57!evel in both male and female mice when compared to their respective
-controls (statisticaliy significant 1n males 5 oyt of 12 weeks and in
females 10 out of 12 weeks), Earlier in the study, particularly during

the first 2 weeks of the study, other groups (mostly males) had food
consumptions stgnificantly greater than controls,

It appears that the depressed body weight seen in the 5000 ppm groups

both males and females) 1s partly due to the decreased food intake 1n
these groups as compared to their controls,

Effects on Organ Weights

The organ weights taken at Days 28, 60, 75 and 90 ki1l were
absoiute weights and as percentages of body weights and brai
T

he group mean values with statistical analysis are summarized in Text
Tables F, G and*ﬁg@bespectfveiy. These values are also tabulated against

the time of determinations in Text Tables F-T, G-T and H=T, respectively,
Individual organ weights and organ to body weight and brain weight percent.
dges are presented in Appendix A, Tables 6, 7 and 8, respectively,

0 ppm group in male and female mice
accounted for most of the organ weights being smaller and the organ to

body wefght ratios being greater or similar, and the organ to brain weight
ratios being smaller or similar compared to their respective control
values at this level, Below, only organs of which weights, or body weight

or brain weight-ratfios differed statistically significantly (either at 0.01
or 0.05 level) from the controls are discussed

At 28 days, kidney weight wag decreased, whil
ratios were {ncreased in the 5000 ppm males,

decreased, while body weight ratios of brain,
in the 5000 ppm females,

e brain and liver body weight
Brain and heart weights were
kidneys and 1iver were increased

the 5000 ppm males, kidneys, heart and Tiver weights were
» Spleen and liver were increased.

n weight ratio in the 100 ppm males
appears to be incidental. In the 5000 ppm

females, adrenal weight was decreased,
body weight ratios of bratn, kidneys and liver were fncreased,

At Day 75. in the 5000 ppm males, body weight ratiscs of

spleen and 1iver
are increased. In the 5000 pem females, thymus weight was decreased, while
1iver to body weight ratio was facreased,

007



- Effects on. Organ Weights (Continueq)
;;;Agfa;y 90{ kidnéys'and thymusréejghts were decreased 1n the 5000 ppm maes
. and femalas, Thymus waight was aiso decreased {n the 1000 ppm females {n
f:dcseareleseq maénner, In males, body welght ratios of brain and spleen

body weight ratigs were decreased at the 5000 and 1000 pom leveis, Also,
brain weight ratios of kidneys and thymus were decreased both at the

5000 and 1000 ppm Tevels in females, Thymus to brain welght ratig yag also
decreased at the 100 ppm level, as well, in females,

correlate with pathological
mice at the treatment Jevel mentioned above,

Clinical Hematology and Clinical Chemistry, respectively. - A1 of these
data were evaluated by oup clinical pathologist, Hig review is appended
in Appendix C, Clinical Pathology Report,

diluted 1:5, éxcept for all GGT and pretest creatinine which were performed
on the Centrifichem®. 1:5 dilution of serum reduces the sensitivity and
precision of the test by a factor of 5,

At Day 65, only LDH, SGPT, SGOT and SAP were performed on the Centrificheme
on serum diluted 1:5, At Day 75, chemistry determinationsg were performed
on the Centr{ficheme using undiluted serum, On Nays 90-92, mice were

bled twice, on Day 90 for LDH, SGPT, sgoT and SAp performed on the
Centrifichem® on undiluted serum and aqain on Day 92, for all remafning
chemistry determinations Performed on the Centrifichen® on undiluted

serum, Qur in-house Studies suggested that bleeding the mice was followed
by intravascular hemolysis which was present in 3 minutes and persisted

at least 24 hours, This resulted in an increase in LDH, SGOT, sgpT and
sometimes fnorganic phosphoruys,

Clinical Pathology Report should be consylteq for details of comments on
data points and some interpretations on significant differences which
existed in the treated groups compared to the controls, Below, only
statfstjcally signiffcant'c!fnica) pathologic changes which appear to he
treatment related are summarized,




RES (Continueq)

 Clnica) pathology (Continued)
 loob s, mles gt 100, 800, 1000 and 5000 ppm 4ng females at 500 4ng

1000 ppm had elevated packed cell volumes, The test compound seems to
induce & transient increase in Packed cell yolyme perhaps due to 4 chenge

females at 28, 45, 60 ang 75 days, Erythrocyte count (RBC) was reduced
in $000 ppm males at 28, 45, 60 and 75 days, in 5000 Ppm females at 28,
45 and 75 days. The 5000 ppm group had significantly decreased body

Leukocyte count (WBC) was reduced in 5000 ppm males at 45 and 60 days, in
0 ppm females at 75 days, in 100 ppm males at 14 and 60 days, in 100
and 1000 ppm females at 75 days. FEach group with decreased HBC correlates

with decreased lymphocyte count,

In serum chemistry, BuN Was decreased ip 5000 ppm males at 28, 45 and g0
days, 1n 1000 pPpm females at 14, 45 and 99 days, in 100 Ppm females at 45
days, in 10 Ppm females at 28 days and increased in 100 ppm males at 14 days,

Cholesterol wasg decreased in 500C ppm mates at 28, 60, 75 and 90 days and
in 100 ppm males at 75 days, :

These decreases in BUN and cholestero] along with albumin discussed below
are likely to be treatment effect on the decreased hepatic Synthesis,

Inorganic phosphorus was increased in 100 ppm males at 60 days, in 1000
Ppm males at 60 days, in 5000 Ppm males at 9n davs, in 1000 Pom and 5000
Ppm females at 90 days,

SAP was increased in 5000 ppm males and females at 28, 45, 60, 65, 75 and
90 days, in 1000 ppm females at 60 days,

Total protein was decreased in 10¢ pom females at 60 days and in 5000
Ppm females at 60 and 90 days, Albumin was decreased in 5000 ppm females
at 60 and 90 days, in 100 pom females at 60 days, in 5000 bom males at

75 days, 1n 1000 Dpm males at 75 days. Globulin and A/G ratig were
dccordingly affected, The decreases in total protein represent decreases
in albumin component., Eithep decreased food consumption op decreased
hepaticrsynthesfs would explain these decreases,

Other changes;'a}zhOUQH statistically significant, were Judged to be
incidental and not treatment related,

NnNna



€l nicé!t?mtﬁa¥§gx'(Coﬁtinued); LI
- In summary, treatment {ndyced numerous changes in ¢linfca) 1ahoratory
parematers, Thers was an early transient increase 1n packed cell volume
not &ssoclated with a rise in HGB op RBC. Later there Was 8 decrease
“in packed cell volume, HGB and RB(, exclusively in the 5000 ppm group,
~Total Veukocytes were decreased due to 4 decrease in lymphocytes, Plate.
- Tets were increased 1n the 5000 ppm group, Blood urea nitrogen (Bun),
cholesterol, total protein and albumin were decreased predominantly {n
the 5000 ppm group, De
decrease in albumin,
the 5000 ppm group. Serum inorganic phosphorus was increased Yate in
the study, Serum bilirubin may

Pathologz

Details of a1l of the pathologic findinas are in Appendix E, Patholog
Report, This includes
animals along with a sy

incidence tables for tumor and non-tumor patholoqy of scheduled
and combined deaths,

All animals,
from study,

p1l, that were withdrawn
received a compliete gross examination,
examination

Complate histopathc!ogic
of the organs and tissues 1isted in the study design was

killed at Days 75
ibund condition, Only
t the 28 day kill,

study. The histo-
ervations revealed that the test compound had toxic effects

killed at 11 and 13 weeks,
The renal lesion

observed in both
the lesions tende

$ consisted principally of cortical atrophy which was
sexes of Group 7 mice

« The severity and incidence of
d to be greater at 13 weeks.

Compound related hepatic changes were observed in a few males from Group 6
and most of the males and

females from Group 7 killed at both 11 and 13
weeks, Those changes consisted principally of hepatocellular cytomegal
- and necrosis, These changes were also seen in m
~that died or were killed in a mo

ost of the Group 7 animals

e

ribund condition

Extramedullary hematopoiesis encountered in several males from Groups 4,
6 and 7 may have been compound related,



o : y@pheiq'atr@phy:end-lymphogytolysfsvprincipal!y involving the thymus
4 ,and,gocountoreﬁ in many anima!s,offboth,sexes,in Group 7, and a legser
. _fumber of Group'sranimals,rwarejprobably non-specific stress relsted lesions
resulting from other compound effects such as hepatorenal alterations,

- The ophthalmoscopic examination was done on all mice prior to the start
of the study and again on all survivors prior to the Day 60 k111, which
was originally scheduled as terminal ki1l of this study, These resylts
dre presented in Appendfx 8, Ophthalmoscopic Examination, The test
compound in this study did not produce ocular changes 1n albino mice,

During the course of this study, very high LDH values in some of the
mice, aroused a suspicion of an infection of the mice colony with

LDH elevating virus, Five males and 5 females from the control group
were taken off study on Day 56 (Week 8 of the study) and sent to Micro-
biological Associates for LDHY Assay. The cover letter sent to Micro-
biclogical Associates and their report are included in Appendix D. The
results were negative.

Thirty days after transmittal of the final report, original dats and a
copy of the final report will be transferred to the LBj Archivist, 1330
Piccard Drive, Rockville, Maryland for distribution to the proper
repositories. A copy of this report and underlying data were reviewed by
the LBI Quality Assurance Unit prior to submission to the sponsor.
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o Body weights Were depressad at the 5000 p
Food consumption wed 4130 depressce 8t the 5000 ppm
males gng fama’les,

(5900 ppm males and 5000 and 1000 ppm fe .

waight ratios (males and females at 5000 PP and spleen to body waighe
ratin {males at 5000 pom) at a later time period seem to correiate with
Pathological findings in these ornans s male and female mice at those

treatment leveis,

PPm grovp} and thymus
females), {ncreesed 1ver to body

There was an ¢ariy transient increase 1n HeY ot as
in HG3 cr fB0, Late

r there was a decrease in HCT, HGB and RBE exclusively
in the 5000 Ppm group., Total leukocytes wer 3¢
in lymphocytes, Platel

cho!esterol. tota) protein and albumin were decreased predominantly {n
the 5000 opm group. Decrease 4
decreasas 1n albumis,

SAP was increased in the 5600 ppm arsup,
phosphorus was increased 1ate in the study,

Tﬁere were no neoplastic lesions encountered in thig study. The
hfstopathologfc exéminations re

vealed that the test compound had tonic

1 atrophy), testes {(atrophy of the semin-

) sfonal necrosis) and 1{vers (heﬁa&@celiu?ar

cytomegaly and necrosis) of mice kiiled at 75 and 90 days, mostly in the
Iymphacyta1ys%s invalving the

on=-specific stress reiated lesiens,

The test compound in this study did not produce ocylap changes 1a albina

mice. The LDHY assay proved this mouse colony to be fres of LOK £levating

virus,

inorganic

From this study, no-observable-effect level oF CGA-143686 Technical ®ouid he
- less than 100 ppm ang the maximum tolerated Tevel

would Ye around 1000 por in
the diet for male and female albing mice. The 5000 ppm level seems to pe
~ the toxic level of this compound,

,Submitted—by:

= i _" ....v o B
. Study Director e
- Department of Toxicolog

5:RevieQéd'by:
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;TYPE OF S?UDVHKUCqmb?nafiaﬁhzew
S , n,'.n JUXEN, ce

g 70 A. I43pe 1 on. Stat@mant
e 5referenca 21 CFR 58 AS(b)(?)j

LEL SOMPOUND N,
Day to 90.p Day subchron!c Distary Yoxfufty 3tudy

8433, assy

Unit on Lanuary 27, 1984

to the study dirnctor and 4o managemant o

DATE OF RepORT
DATE Of TO MANAGEMENY
- IMSPECTION AND STUDY DIRECTHR

'?his fiﬁsl study report was reviewed by the

wa® R PEBOPE 0f Fings
January 30,}198@_

Thig study Was inspecied by the LK
findings were reported to the study direce

iﬁspectieﬁ and repcrting werp 33 follows:

- 03/30/83 04/05/83
04/04/83 C4/04/83
4/05/83 04/06/83

/G6/83 04/06/83
08/19/83 *

- 04/20/83 64/20/83

04720783 04/20/83

04720/83 _ 04/20/83

08720783 04/20/83

04/22/83

04/25/83 04;26133

04727743 05/05/43

' ' 04/29/83

04/29783

057056783

08/23/83

05/26/83

05/31/23

> réportable findings.,

or and tg menagement ,

DATE oF

INSPECTION

06/10/83
06/10/83
06/10/83
06715733

05/15/33
07/05/83
07/11/83
G7/13/83
07713783
08/01/83
08/91/83
06/03/83
03/03/83
08/55/83
09/27/33
11/18/83
01724784

LB Quaitty A3surance

hgs was submitted

Qualiey Assurance Unit ang

Détes »#

DATE CF ReoORT
MAR GEMENT
AND STupy DIRECTOR

06/106/83
06711783
G6/2§783

85/15[8?
07/06)33
07/12/83
07/14/83
07/15/83
08/02/83
08/02 /83
08/03/83
08/04783
08/69/83
G9/27/83
11/21/83
01/26/84
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Tachnical Group Leader - Me Jo Shandep

Animal Seevices Superviser - H, Eskitdsen

&naiygicaﬁ Chemistry Director - Jerey Fitzgerald, oh,p,
ﬁfﬁn!a&!*Laborat@ry Personnsl

Ko S, Sibinovie, P 0, . Technic
Ae Scott » Clin Lab Suparviser
Ro Hefkkily - Chemisepy

Mo Wickum o Hematalogy

Ho Lgﬂbg ﬂhuaa. yeﬁouo R C?‘fni*&ag P@thﬁ'?@g%gt

Patholagy Fersgnnel -

&l Director

Jo Langloss, VM., Ph.D, » Pathologist
o Boyd - Recrospy Supervisor
M. Knecht - Higstolagy Suparyisor

Conzulting Veterinary Ophthalmologise - James M,

Ciinton, V.M.D,
Projecy Coordinasor o Amy Tate
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