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higrest decse levels. In the case of the absolute weights for
livers, agrerals, and thyrocids ¢ f ma eg pcsesible dose related
welicht increzses were noted 2t the MDI2 as well. In the cazse of
trhe testes 2 dose related response may have occurred at all dese
'evels The relative organ weights exhibited essentially the
dings as the absclute organ weights, except that the

iver weight ir the males wzs c*c,istlcal‘
1y ele ated at 21l dose levels and testes weights were
stat stica ly significantly elevazted at the MDT2 and EDT. In
‘a:a es the relative adrenal weight was statistically significant
enly a2t the HDT. It was concsliuded that the lowest effect level
fer organ welga- heange was the MIT2 or the 150 prr dose level.
This was the dcse level for a statistically eignificant increase
in testes weicht ;n w2les and 2 statistically significant
increﬁ«* in adrenal weight in iemalss.
istoliogical fluu¢ncs ware ncted in tke adrengls of nmales

nd femazles, Iin the srleen and liver, ané in trhe testes and
restates of nmales, n*stc;athalo~v cf the adrenals of males and
enales were rncted at the hichest dese level, and in fexales at
the two highast dose levels. The adrenals were enlarced
physically and an accumulation of lipid was noted at the HDT. The
fermation of adrenal carsuiar nodules were noted in all groups
and cortical nodules in mest groups with nc apparent dése related
respense. Ke s;derir was noted in the spleen and liver of males
gnd ferales a‘ all groups. The save*lky of the grade levals of
the hemcsiderin was increzsei and test compound related at the
=HDT in rales &nd prcsablv test compound relazted at the two

.

1) *h'ﬂ o

¥

righest dose levels in femszles. In males diffuse hyperp.asia cf
the lev*ig cells cf the testes was noted at the HDI, ani prostat
atrophy at the *”c highest dzze levels.

" Ceorreal cpzcity was seen in cone doc. Cateracts were also
seen ir chronic rat studies at unspeci ified dose levels. It can
not te dstermined frcrm the ézta presented whether or nc: this
ccrenal crpacity was treaztmant related.

Cther feeding studies in dogs indicated increzsed rlatele*s
and Howell-Jolly bodies at 1900 ppm in a SC-cay study and
increased absoliute and relative adrenal weight at 300 prm in a 6
menth study. In a $C-day feeding study in rats an increase in
Howell-Jolly bodies were noted in rales and ferales and 2
rlatelet increzse, and adrenzl weight increzsze wae notes in
ferzles desef at 2006C ppm. In addition, siight decreases in
exy:ihrocries, hemoglckin, and the hexmsztocriz were neoted in
zncther Si-day feeding study in rats dosed a2t 10600 rem &nd above.
& Ttransient cdecrezse was ssern in eryvthrocytes, heroglokin, znd
the heraztocrit in scre anirnals desed a2t 300 ppm. Thus, treatmens
with Vinclezolin can cause anemiz at these <ose levels inm dogs
and ratg, but the evifence for zremia in the current stuldy in
GZZs 18 not clezr cut.

it should e noted that sexual arkiguizy of the rale neonzte
rat wes Zound inm @ Japansse teratogenicity study anid confirmed in
a3ditionzl studies., The effect has only beer confirmed in studies
conductel at 5C mg/rz/dzy eni higher. The test substance rrobaktliy

W
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has hormeonal or anti-hormonal activity. The hyrerplasia of the
Leydig cells is consistent with genaderophin stimulation, while
the the prostate atrorhy is consistent with an anti~andirogen
effect. However, there is insufficient information to determine
the exact nature of the zctivity.

KOZL AXD 1FL:

Degses adnini
1500 ppm (Do
femzles 0, 1.

ed ir the feed tc beagle dogs 0, 35, 75, 150,
te males 0, 1.1, 2.4, 4.8, & 47 mg/kg/day; to
2.8, B.1, & B3 myg/kg/dzy.)

€
s

’

s
s

M(B ot

NCEL: 75 ppm or 2.4 and 2.8 mg/kg/day for males and females,
respectively. '

LELy 130 pprm cor 4.8 and 5.1 na/nc/eay for males andé fexales,
respectively. In nales - increased bilirubin, increased relative
testes weights, and prost:te atrozhy: In females - increased
aksclute cdrenal weights, adrenal llcéd accumulation, and
rarginally increzsed liver he mos;da*1 In addition at the HDT in
males, increzsed apsolute and rela ive l;ver, splean, testes,
adrenal, tavrola weights, &nd increaseé diffuse hyperplzsia of
the Levdig celils, and lipid accumulation in the adérenal cortex,
and increasesd p‘a teilets were noted; In femzles a2t the EDT,
increased absolute and relative adrenal weight, slicht increases
in MCV &nd NCE were noted. Possible increased reticulocytes in

i. The guality assurance statement rust be sigried by an
ErPropriave guality aéssurance official and submitted to the
rgency.

2. Tre results cf the da-a found in the blood smears other than
the reticulccytes rust be subritted,

4. Tre nistericel incidence of spontaneous cornezl Oopacity 1in tre
strain of dozs used must te subnitted.

$. If possikle, plsase exrliain the hick vaiues for the
reticu.ocytes noted in the dogs prior to irnitiation of ftrsatrert.
€. Were there any detectable differences between the cor=rcl
group and the treated group(s) in the serinal vesicles,
seririferous tubules or the epididyrides.




0

<«

7122
reticulocyte counts per 100, but this is not clear in tke

submitted report. On page 30 (bottom page number) of the

submitted repcrt, the unit for reticuleccytes are given as
unidentifiakle symbol, which appears to be "i" sign and (10-3
erythrocyvtes). This should be clarified.

€. The sponsor shculd present historical contreol dazta on the
reticulocytes from the colony of dogs used in this study.

Cever menmcorandur for the One-Year Feeding Study/Dog/83-1/87/0447-

Br\VINCLOZZ.23C\C_MIM 3.23C/D ancderson/2/28/89.

n
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Primary reviewer: Davidé G Anderson, PhD./éﬂ%,qf/é;AZ«zécﬂ4 7/9¢/Y?
Section 2, Tox. Branch 1 (IRS) (H750%C).
Secondary reviewer: Marion P Copley, DVM. L. fe s .0 . Hocccw Al
Section 2, Tcx. Branch 1 (IRS) (H7509C). / A 22 007122
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DATA EVALUATION REPCRT

TUDY TYPE: Cne-Year Feeding Study/Dog/83-1/87/0447.

TOX. CHEM. No.: 323C

henyl)} ~-S-ethenyl-S-methyl-2,4-cxa-

> A\ / i
o =~ K i
\ _/ __C~-CH=CH
/ 2/ ! 2
cl o] CH,
SPONSOR: BASF Corp. Chexmicals Div., Agricultural Chermicals,

100 Crexrry Hill Rcad, Parsippany, NJ 07054.

EETING FACIIITV:BASF 2ktiengellschaft, Dept. Toxicology, 6700

- S—r I\
P A A Rl S 3
: I."\Jd%’iCSh&f@U/R;)Eih, West Ge‘.‘-lt.ady.

ETYDY KG.: 87/0447
REEPDORT TITIE: Report on the Study of the Texicity of

Vinclczolin Beagle Dogs After a 12-Month
hAdministratien Via the Diet.

AUTHOR(S): J Eellwig,
REPCRT ISSUED: Cctoker 1887.

CCHE CREDE: Supplexentary because additional irnformazion is
needez.

CONCIUSIONE: Doses adxinistersd in the feesd te beagle dogs 0, 38,

73, 33C, 1300 rpm (Dcses tc rales 0, 1.1, 2.4, 4 S, & 47

mg/rg/éay; to females €, 1.1, 2.5, 5.1, & 52 mg /Xy ,/Say.)

NCzZ: 75 ppmw or 2.4 and 2.5 mg/kg/day for males and femalss,

resrzectively.

LEL: 150 ppm or 4.8 and 5.1 rg/kg/day for meles and fernzles,

respectively. In males - increased bilirubin, increzsed relative

testes weights, ani prostate atrophy: In ferales - increased

absclute adrenzl weights, adrenazl lipid accumulation, and

3
-
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One-Year Feeding Study/Dog/83-1/87/0447.

marginally increzsed liver hemosiderin. In addition at the EDT i=n
rales, increased absclute and relative liver, spleen, testes,
adrenzl, thyroid weicghts;: increased diffuse hyperpiasia of the

Leydig cells of

Erenal coriex;
Le EDT,

the testes, and organ lipid accumulation in the
and increased platelets were noted; In females at

increzsed absclute and relative adrenal weight, and

]

glight increzses in MCV and MCH were noted. There was a possible

increzse in reticulocytes in HDT males and females.

L., MATERIRZTS:
1. Test cormpound: Vinclozelin, technical. Description, whitish
solid, Batch # K 173, ZKRT substance no. £4/165, Purity > 58.5%,
2. Test enim=is: Species: Dogs, Strain: Beagle, 2ge:6~-% months,
¥eight: mazles-%.6(85.0-11.9 kg), fernales-9.4(8.2-10.7 kg),
Scurce: NOT SPECIFIED. Accliratizesd for 1 weeXk.
3. Environrernt: Dogs were housed singly in €.0 m2 area (inner
rennel 1.3 e, outer Kennel 4.5 n€). The inner kennel was hesated
during winter. lighting was natural. Humidity: Not specified, bu=
prebably natural. Dogs were vaccinated with Stagloban F vagscine
and de-wormed at regular intervals with pipsrazine.
B STUDY DESICGN:
1. ‘knirzl Zssicnrment - Animals were assigned randomly,
{stratified by weight) to 5 groups, 1 conirol group and ¢ dese
groups cf € animals/sex/group.
Dcse in ¥ain Study Blioods for clinical chec.
glet 52 weeks & rhematclogy, crawn at
Test (o) (hg/xe) . e, 13, 28, and 22 weszks
[ohafeible M F ¥ z ¥ F
i. Cont. c.0 ¢.¢ 0.0 6 € € £
2. Low (1LDT; 3z i.1 1.1 € € € &
3 : {(MDTi) 738 2.4 2.5 6 € 6 -3
4. (MDTZ2YLIED 4.8 5.1 6 1 € 6
4. ‘HEDTIZEQC 47 £3 € € € €
Z2. Diex zticr - diet was presared weexly, ang stored at
UNSPECIFI srerature. Samples ol trea*ed food wsre arnzliyzed
for stakl Yy, herogensity, &nd concentration at week 0, 13, zZ€,
and 2z wa .
FTgzoltes - The psrcent of nomirzal of Vinclozelin in the die=
varied betwsen E£3% and 1C2% with mest cf the values deviazing
iess. In zdditicn, the stability and homogeneity of the test
sutstance in the diet was satisfactory.
3. &nirzls receive 700 g of food daily divided between morning
zni everniny and weater ad libitur.
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4. Statistics - The following procedures were used in analyzing
the numerical data: Conducted azt the Computer Center of EBAST
Ak“ew‘esaa-schaft. Statistical methods are specified on pace 26,
27, and 28 (3.10.1~3.10,.10) of the submitted report.

5. Quality assurance was not sigred by M Fleig, Head of the
Quality Assurance Unit.

unbered tables were copied from the
itted report.

. Cbservaticnes - Animals were ¢nspe ted twice cdaily for signs
f texicity ané mortelity.

Fesults - Toxicity - No signs of toxicity were observed
reoughout the study whick could be related to dose.

2. Eody Weight - They were weighed initially and weekly for the
duration of the study.

Fesultes -~ Takle A shows the initial body weight and bedy weight
gain cof the male and fermale dogs during the study. No sicgnificant
dese or compound related effects were seen on body weight or bosy
weight gain in males or females.

Table A.

¥Yean body weight and body weight gain in Kg, and % body
elght gain for malies(¥) and fer a’es(?) during the study.

5

Body Wt. Boay Wt. Body Wwt.
Test croup Sex (initial) {cain) % cain
006.0 pom M 5.5 - 2.8 +30
¥ ¢.2 + 1.5 +16
3= oA .7 - 2.1 +22
F €.5 + 2.2 +23
7z ¥ ¢.8& + 2.1 +21
T .4 - 2.1 +22
1B8C b 2.6 +- 2.3 +24
F .4 + 1.8 +18
1360 pow 4 .5 + 2.7 +28
r g.3 = 1.7 +1&
3. Zgod censunmpition and corpound inta¥e - All the food availarlsz
o the anirals was gonsumeld.
Essults - Food consumption - Consumption was constant during
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One-Year Feeding Study/Dog/83-1/87/0447.

the study. Egual amounts of food were given for a tctal cdaily
intake of 700 g. Both rales and females ate essentially 10C% of

>

the food available to themn.
Food efficiency - Not reported, or calculates.

Cempound intake - Table B presents the consunmption of the test
substance.

Table B.
Yean dzily censumrtion of test compound from week 0 to

the
13, 13-26, 26«32, and cver all consurption from week 0O-52 for
nales (M) and femalies (F).

Test Conpound Ccnea

Test ¥eek C-13 Week 13-28 eek 26-52 0-52

groue ) ):4 A 3 . ¥ A F M z
Contrel 0000,

ipT 35 l.2 1.2 1.1 1.1 1.2 1.1 1.1 1.1

MDT1 75 2.6 2.6 2.4 2.5 2.3 2.4 2.4 2.5
¥DT2 150 8.2 5.4 4.8 5.3 4.5 4.8 4.8 5.1

HD: 1300 81,7 B4.7 47.6 £5.2 44.3 50.1 46.¢ £2.6

4. Cphthalimolorical exzrinations were performed initially, at 6

ronths, and at one vear on all 6 anLnals/sax/croun.

Fesulis - Cornszl opacity occurred toward the nasal quadrant of
ore eye ol cne male dog towards the end of the study at the HDT.

it was reported that this type of lesion is found often in these
nim . No Eistorical incidence data were reported. No other

pcssis;e corpouné reliated effects were repcrted to have occurred.

. Elood wazs collected befcre treatment and at 13 weeks, 26
weeks, and £2 weeks for hermatclogical and clinical analysis frex
all € anirals/sex/group. The ‘o;;owln: were considered in
cetermining kiological significance of these dzta; the degree of
change, statistical significance, and dose relationship with
corntrois and with the values befere initiation of t*eatment.
Wren a2 percent change is reported in parentheses, it refers to
vercent cf control valuies.
inhe CHECKED (X) parameters were exanined.
2. Eerztoliooyv -
hY nat:cri{*THCT)* Tctal plasra pretein (TE)
N mogliokin (EZZ)# X Leukocyte Eifferential counz
3 LHOCYTe count (W3Z) ¥ Msanrn corpussular HGB (MCH)
vihrocyte counit (R3C)+# X Mean corpusculilar EGB conc. (MCEC)
atelet count* X Mearn corpuscular voliume (MCV:
rombeplastin tine
Zesuits - A statzistically significant increzse in the mear cell
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velume (MCV), 104 &, cover initial valves occurred in meles only
2t the ¥EDT, but it éid not appear to ke tresirert related. MLV
increzsed with the tire on study and zachk blood sanpling period
in ceontrolg, and the values at the EDT were net statisticelly
significantly different from contrel vazlues. The MLV was elevated
in fexzales at week 13 (103%), 26 (103%), and 32 (105%) at tre
EDT. These values were slightly but statisztically significantly
elevated over controls and initial values in the ¥EDT group, .8
they were propakly treaztmeni related in fenzles.

¥zan hemoglobin content pexr eryvthrocyte (MCH) (iC3%) was

statistically significantly elevated over contrels at week 32 in
DT females. This valte also wae elevated over the initiesl
values.

Flatelets were statistically significantly elevated at wesk
13 (330%), 28 (133%), and B2 (1332%) a2t EDT in nales. These valies
were alisc statistically significently elevated cver initial
valiues in this group, and were probably treaiment related., Th
valuves in fexzles were statistically significantly elevated over
initisl values in the EDT croup, but noct cver the conirel group,
The values ir fenzles dif not appear to be treziment relaztesz.

Ezmoglebin coricentration, erythrocyte count, end henmztocrit
were 211 nomirally lower (%7%) than control values at week 22 in
reles at the ¥EDT. The msans of these valuss were 2% or closs to

~

cne standard deviaticn from the control values, and éid nct
appear to be cdose related, The fzilure of the hematocrit,
henogickin cencentration, and the red bloosd cell count to k=
depressed is not incensistent with & suggestion of siight cx

:
&neniz

£ ]

e

el

]

1]

Marginal in the erythrocyte counts were stated in
the stknmitied to kave occurred in rwale znd ferales. 2
ticlogically sign:ificant decrsase in the erythrocyte count i:
the EDT or any other dose group could not ke verified. Thers
were nc statistically significantly values or biclogically
sicrnificant values in trested crouprs. Kelither could & decrezse in
gryinrocyte count in HDT fermales be confirmed. values for famales
were statistically significantly lower coxpared with initial
vaiues, but they were nominally increased corpzred with contrel
values, thus, the effect probably was not treatment related.

FeticulocTytes were aprarently elevated at the EDT at wssk 13
{214%), 26 (2CE%), &and 52 (261%) in nrzles, but not over ini=ial
values (Tzkle C). In this case the increzse cover controls wzas
censiiered te be biclogically significzrnt. The cecrresponding
vaiuves Ln EDI Zemzles ware at weeX 13 (3E1%), 2€ (547%), ans 82
{284%; . These valutes were norinazlly increzsed cver initial ~valiges
z2g well as the contrsi valuss. Thus the increzss in the valzles in
The fsrzles a2lsc were considered to ke biclogicaily significant.
Tt shculd alsc te ncted tha% the elevaticr in reticulocytes
cefcre Treetrnent is consistent wiitk arermiz in the ¢ogs at tre
Tire tThe study was initieted. I arpezrs that the test material
gxacerczted trhe existing effect con the reticuliozyvtes. The
reticuloCyte walues were stated tc be nct reaningfully
znzlyzzhlie ty stztistics.

Nz treatrent cr dose relationship could be detected armzong

g
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the cother perareters analyzed. Although rany values were

<

statistically significant, values were either not dose relazted cr
were within the normal range.

Table C.

Yezan reticulocytes in male and female dogs.

+
-

13
¥ £

Studyv week

3

N

N

Dese croup

« 5

. IR
v

€
0.0 §.0 3.0 4.3 2.7 2.5 1.7 1.8 1.8
3% ppm €.2 3.5 4.2 3.5 3.5 1.7 2.7 1.3
75 pom 7.2 5.8 6.2 2.8 3.0 4.3 3.0 2.8
150 ppm 4.0 3.7 6.7 6.8 4.3 4.2 2.7 3.3
15CC oem €.0 4.3 2.2 10.3 5.2 9.3 4.7 5.3

Tre numbers in the azbove table are assumed to represent
counts per 108, but this is not cleazr in the report. On page 30
(bottem page punber), the unit for reticulocytes are given as
unidentifiakle simble, which appears to be "%" sign and (103
erythrocytes). This shoulid be clarified.

. Clinical Cheristry
Electrolytes: Cther:
X Caliciuns* X Rlbunin#*
¥ Chleride= X Blood creaztinine*
Magnesium#* X Blood urea nitrogen*
¥ Phosphorus* X Chelesteroi*
3 Fotzssium* X Gicbulins
X Sodiun~* X Gluccsex
INZYMES: X Total bilirubin#
X AlXaline Phosphatase (2AP) X Totzl protein*
Crelinesterase (CHE: X Triglycerides (TG)
Creatinine phesphokinase* (CP)
Leotic acid denvdrogenzse (LDE)
X ferurm alanine aninotransferase (zlsc SEPT)
X Serum aszartate arinotransferase (alsc SGOT)
Fgsuits - Total bilirubin was statistically significantly
eigvated a2t the 2z highes® dose levels {224-18€%) at week 26 in
males, and at the HDT (12C%) a%t week 26 in femzles. Cther
statistically significan=z charnges in clinical chemistry
rarareters were sporadic zand did not aprear to be dcse or
Treatment related.
£. Irxinelvsis = Trine wzs collected fronm fas-ed anirczls
initially ang at 13, 26, and 52 weeks. The CEECOKED (¥
€

11
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parameters were examined. | 07122
kppeazrancex ¥ Gluccse*
Veiure* X Fetones»

¥ Specific graviiy’ X Bilirubkinx

X vy X BRlood*

X Sedinent (microscopic)* X% Nitrite

¥ Protein# X Urobilinogen

gt
.

tg -~ No dose or treziment related effects were found in any
meter analyzed.

o

(013
+{ i
¥ I
1 i+

7. Szerifice angd Patholocy =
2.1 animals that déi &ﬁ and that were sacrificed on schedule
were sublezt to gress pathological axan“uablon. Sacrifice was by

exsanguination from the cervical an chial vessels after
lec.eu for histological

anesthesia. The (X)) tissues were 60;

gxzrination. The (X)) orzens., in 2d3itien, were welghed,
ESTIVE SYSTEM X CARDIVASC./HEM2AT X NEURQLOGIC

ngue X hortax XX Brain*

zlivary glands* ¥ Eeart* X Periph nerve*
. Zsophagus* X Bone marrow* X &pinal coré
{3 levels)
X Storachx* X Lvmph nodes* X Pituitarys>
X Duodenum* ¥¥ Srpleenz* X Eyes(optic
nerva)
¥ ZTeilunum* X Thymu =« CLANDULZ
X ITieurn* UROGEINITAL XX Adrenzl*
X Cecum* XX Kidneys»* Lacriral
gilang*
X Colich* X Urinary bladier# ¥ Narzary
gland*
¥ Fectun* ¥ Testesx* X Paratbvvoids
X Liversx Erididymidas* XX Thyroi
X Gzll kladder* X Frostate C*fo
7 Fanctreazs= Serinal Vesicle X Bone*
RISPIRATIORY XX Ovaries X Skeletal
musc, *
X Trachez+* ¥ Tterus»* ¥ All cress
lesions &
X Iungs* =334 X2
X £kin
fesuiits =~
a. Organ welghts -~ EAksolute and relative crgan we;ch, are
presented Iin Tazkles 1Z8-1€2 which wsare coried from the su mitted
rzport. In males the zbsclute weich f the following orgars
were statistically significantly in sed at the EDT ly: 1iver
{(138%), splesen (247%), Tzstas (143% Srenal (2165 ari thyroid
(12%%). In males the rela=zive orgzs ghts stati sticall)
glcnificantly lncrezsed for the Fol ng organs at the HDT only:

~.}
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spleen (15C%), nal (21£%), and thyroid (122%). The relative
testes weights were statist 1ca11y significently elevated (123%
and 2144%) in the two u¢c“est dose levels, and at the remaining
dese levels there wis an increzsed trend in relative organ weight
with increased dese level. The relative liver weights were
statistically significaitly increased at all dese levels. The
absclute and relative adrerz2l and thyroid weights at the MDI2

vere normirzlily eleveted in males.

In fermzles the absolu“e adrenzl weighis were stetistically
significa::?v elevated a2t the MDTZ (2 5%) cand at the EDT (234%)
enly, Keminally increzsed adrenzl weights occurred in @ good dese
relazsed treni at the lower dese levels. The nexminally increased
absoliute cvarian weighis (11€%) at the KEDT were not statisticalily
si¢nificant. Only r&4a;ive adrenal weichts (230%) in ferzles vere
statistically sicgnificantly elevated at the HDT,

-~

b. Cress pathology =~ The prostate of 1 FDTZ and cf Z EDT dogs
were cbservei tc be reduced in size. The adrenzls of all rales
and cf 5/€ females were ckserved to be en argeé a2t the KEDT.

€. Micrcscepie pathelogy -

1) Xon-neoplastic -~ Micrcescopically, lipid increzse was
found in the adrenals of 2ll EDT meles and in 5/6 HDT fenales. 2%t
igzst ore nodule was dstected under the &irenal capsule of each
eaniral in the study, bu* the nodules in the cortex were found in
only a few animals with no dcse relations“i r. Five of six males
at the HEDT denmonsirated dlff"se hyperpliasia of the testes
(presunzbly cf the Levdig cells). Ko conmments were nmade on the
state of the seminiferous tubules. Atrophy of the p*¢sua e was
demeorstrated at the MDTZ and the EDT. Hemesiderin was found in
the liver aznd spleens c¢f all arnimzls cf both sexes; but in the
liver, the sa’&r;ty cf the hemcsiderin was found to ke treztment

zt

rela»ai a2t the HDT in rales and the twe highest dcse Ievelg in
fer
ferales.

= No neoplilastic lesions were reported.

€

< Necrzeasti

o, DISCUSSTION XD LBSTERLCT:

Vinciczelin, technicel, wzs admiristered in the f£fo0d of €
bezgle Cogs Ter croup reXr sex for ong-veer. Body welgrnis were
getermined wsaekly. Biood was drazwn initially, a2t week 13, 2%, and
£2, and nhematclogy and clinical chemistry cenducted on the
sazrples. Necropsy was conducted at 3% weeks and the organs and
tisgsues were edanined ricroscopically.

Body welcghts were not affected. Detection of potentizl
effects on the apsetite of the animals was lirited kecause the
anount of food cormsured was lirited to 700 ¢ per anirel. As a
result potential effects on the efficiency of food utilization
were zlso lixited. However within these limitaticns, nc effects

&
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were nozed on body weight, Dody weigh: caidin, or efficiency of
food vtilization.

Feraztoleogy indicated zaxrgizael =msslia 2% the HDT in males and
ferales. Thig rzrcinzl eneria is comsistent with destruction of
red bilcod cells. 2 combirztion of the Increzse in mean cell
velure (MCV) and rean hexdgiobiz c:.:.,e:» ey eryihrocyte (MCH) in
ferales at the EDT, and Eose relizzel ;r::*f*—aass in severity of
hewssiferin ir the livers of males ani fzwalies at the EDT are
congistent wiith tris siight chroniz ar=miz. The NCV in fexales
waeg statistically significamtly eleva=d cb week 13 ¢ ‘0‘3%), 26

123%), and B2 (103 at the HDT. Ths ¥CE in females a2iso was
statistically sigri cantly eleTates B wreek 32 at the HDI. The
reziculiocytes in rales and famzles may hawe Deen elevated a2t the

-

BT, in rales a7
-e::al&s gt wees 1
statistical anzly

G M ey

£ m

13 {234%), 2€ (zLE%), 32 (2481i%), &and in
1%}, =€ ( 42%®), =€ 52z (2%4%). EZlthoug
ére not condmotel om the reticulogytes,
J.m.r-:e se appesrsi e trezitmert releied. Grade 3 hancs*de*zn
cocurresd only 2t the EDT inm the livers ¢ 478 rales, and in 2/6
fem“es at the MDTZ 2nd 2/€ 2t the =EDT. Loover grade levels of
n er*s Eerin oczurred in razles eaxd Ss=rzlex et lover dose levels
but there was no apparent éose reiaticeship 2t these grade
levels.

= re».i*-‘* otytes were £%-3% rwicr o treatment, but
declired to .s% in controls at the stxdy <erpination after one
year. These valiues were muck hizgher vziies than normal values
ozﬁa;na., frem the litevatire (1.8%-2.38) . Farasgitic infestati

Y

’.’-;“1&

m Q B M F2h Wl

in these anirals {i.e. worms) nzv m=ve bezen the cauvse of the high
initial ~walves fcr the reticulocytes. Alxhcuagh the report
indicated that the arimalis were de~worres enoaically, it did
not indicate the type of werzm isfestaiion.

Ciinical chexistxry €3tz iriicaTes that serun bi:;mb-.. was
statistically sigrifi canu-z increzsed In males (134%~18 %)) at
week 26 a2t the MDIZ ani 3T, ani ixm fexzlees (150%) at the EDT.
The inzrezsed Tilirukin pzy IndisaTs Emmolvsis.

Except fcr the imcrezsed ssru= Tilirxrghin levels, no other
dcse related ¢r cenpound relztel effscis werz noted in the serun
cheristry valuss. The incre=sed ser—z 1T Ir:kin levels is alsc
consistent rei bleod cell dsstroct 21 cof the clinical
chexisiry valuss vere staiisticzil zntly different fron
initial values before 4trezizent, 2 tatisticelly
significantly fifferenz frcxm conir ited no dcse
relazticnship., Sther valuss ware wi : 3 1 range.

Trizme analysss resvezlef no dcss= rza==32 or treatrent related
effects.

Ssveral aTsolute orIzn weiitits s-=ztistically
sigrnifcantly slevates inm rTzles at X = {liver, spleen,
testes, zdrenzl and thwvrcid), sxi I 2" es trhe absolute alrenzl
weights were statisticgzlly signific Znzreased 2t the twe
righest dcse Zevels. In the cass ¢ z.rsclute weights for
livers, adrenals, znd thyrcZds cof = rossikliz dose related
weglight Increzsss vwere noisl 2t The ¥2TI z= 1. In the cease of
the testes a dose relaztel r=sposse zwe sccurred at all deose
levelg. The relaztive crgan »=ights ix=d essentially the
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garme findings as the absolute organ weights, except that the
relative iiver w ight in the males was statistically
significantly elevated at 2ll dcse levels and testes weights were
statistically significantly elevated at the MDIT2 and HDT. In
ferales the relative adrenal weight wes statistically significant
only 2t the EDT. It was concluded that the lowest effect level
for organ weight change was the MDI2 or ithke 150 pprm dose level.
Tris wz2s the dose level for a statistically significant increase
in testes weight in ma’es and a2 statisticeally significant
increzse in adrernzl weight in females.

H:s“c4oglcal £ing ings were noted in the adrenals of nzles
anid fenmzles, the sprleern and liver, and in the testes and
rrostates of males. Histopathelogy of the adrenals cf males and
females were nored at the highest dosa level, ané in femzles at
the tvo hﬂahesb dose ¢eve-,. The adrenale vere enlarged
physically and an accumulation of llp;d was noted at tLe HDI. The

forration o& gérenal capsular nodules were ncted in all aro""

ané cortica no~"1es in most a*eups with nc aprarent dose re¢atei
respenss. Eemus Zderin was noted in the spleen and liver o¢f malies
and females of all groups. The severlty cf the grade levels of
the Lemcsiderin was 4nc*e=sed and test conmpound related at the
Ee? in males &nd prooab_y test corpound related at the two
igh es* dcse levels in ferzlies. In males diffuse hyperplasia of
the leydig cells of the testes was noted at the EDI, and prestate
gtropny at the two hichest dcse levels.

Cerneal copacity was seen in one dog. Cateracis were 2lso
seen in chronic rat studies 2t unspecified decse levels. It can
nst ke determined from the data p*esenteé whether cr net thi

corenzl opacity was treatme“t reiated

‘C

Cthex feeding studies in dogs ‘nczcated increased platelets
and Eeowslil~Jclly bciies at ’OOO rpm in a gC~day study and
increzsed absclute and relative adrenal weight at 300 ppr in a €
montih study. In 2 93~~ay ead;ng s»uc} in rats an increzse in
Ecwell~Jolly bodies were ncted in mz2les znd fermzles znd a
riazteletr increzss, ané asire :al ’eighh increzse was noted in
fexzles éosed at 2007 ppm. In addition, slight decreazses in
exryvihrocytess, hemoglobin, ané the henabob-lt were noted in
another 9C-~day feeding study in rats dosed at 1000 ppm and above.
: trarsient decrease was ssen in erythrocytes, reroglokin, and
the heratocrit in some anirzls desed at 300 ppm. Thus, treﬂtﬁen
with Vincliczelin can czuse aneriz at these Sose levels in :;s
and rates, 2ut the evicdence for aneria in the current study in
dogs Lg not ¢clear cut.

It should ke noted that sewual arnbicuity cf “he mzle recnate
rat wazs found In a Jarparnese terztogenicity stuly and confirmes in
g2liticrnal studles., The effect has only bszen confirred in studies
conductes at 30 mz/rg/cday and higrher. The test substance probably
nas herreonzl cor anti-horrconzal activity. The hyperriasiz of the
leydic ceils is conmsiszent with conzdorechin stimulation, while
tTre the prostate atrephy is consistent with an anti-androgen
eilect. Hcwever, there is irnsufficient imformation tc éztermine
the exact nature of the activity.
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NOEL END IFL:

cses adrinistered in the feed to beagle dogs 0, 33, 78, 150,
180C prr (Dcses te males 0, 1.1, 2.4, 4.8, & 47 mg/kg/day;i to
ferzles 0, 1.1, 2.8, 5.1, & 32 nmg/kg/day.)

KQ2EL: 78 ppm cor 2.4 and 2.3 mg/kg/day for ma2les and ferales,
respaztively.
LEL: 15¢ pyr er 4.8 and %.1 mg/kg/cday for males and ferzles,
respectively. In rales - increased bilirubin, increzsei relative
testes weights, and preostate atrophy:; In females - increased
aksolute adrenal weig .ts,;adraual lipidé accumulation, and
arc::ally increzsed liver hemc s*ce*in. In additicn at the HDT in
males, increzsed absolute and relative liver, spleen, testes,
adrenal, tnj*Qld weign“s, and increzsed diffuse hyperplasia of
the levdig cells, and lipid accumulation in the adrenzl cm*tex,
and id»reaseﬁ platelets were noted; In females at the E
increased aksolute and relative adrenal weight, slight incveasas
in MCV and MCE were noted. Possible increased retlculowytas in
EDT rales and females. . -

1. The guality assurance statement rust be signed by an
appropriate guality assurance official and submitted to the
RZENTY .

2. Tre results of the cdata foundéd in the blood srsaxrs othexr than
the reticu;ocytes rust be submitted.

3. The socurce cf the dogs used in the study must be submiited.

4, Tre histerical incidence of spontaneous corneal cpacity in ths
strain of dogs used must ke subnitted.

5. 1f possikle, priease exprlain the high values foxr the
b&ticulocytec noted in the dogs prior to initiation of treeztrenz.
€. Wers there any cdetectakle 4if fferences between the control
crour &nd the treated grour{s) in the seminal vesicles,

seriniferous tubules or the eplcldvmloes.

]
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7. The numbers in Table € cf this DER are assumed %o represent
revicuiocyte courts pser 100, but this is not clear in the
suzmlitted report. On page 30 (bottom page number) of the
stbritted resort, the urnit for reticulotytes are cgiven as .
uvnidenzifizrle syTrkol, which eppears to ke "i" *g: and {3107°
erythrocytes)., Trhis should be clarifieg.

£. Tne spcrser should present historical conirel dzta on the
reticulocytes frorx the cclony cf dogs ysed in this study.

* Recomnmsnded by Subkdivision F (Oct. 1282) cguidelilines for
chronic studles.
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