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TABLE 10¢C Print No: 0059

Histopathology + group distribution of neoplastic findings for all animsls

areup : ) 2 3 ‘ s ' Printeds 21-JAK-98
Compound H Control -+ SDZ HIF 919 -« Page: 1
Dosage (mg/kg/day) ¢ 0 0 60 200 600

Schedule numbers -— 034
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SEX3 ----"--‘-Nll!"i""" cesscacc s FEMALE-cor=an-
GROUP: -1- 2. “do 5« <9e 22- 3. 4. 5.

ORGAN AND FINODING DESCRIPTION ﬁUﬁ!ERl 60 &0 &0 60 60 60 60 460 60 40
e 400 ats0taEon It I el Rdsnretantevrenttitoasvotarasisscsostnsstancsastorns ale “age oege ome ome Re ome eges osfe  eme
** T0P OF L18Y **

60 SS9 60 59 59 60 60 359 &0

ADRENAL CTX ,ovcsacssccccntarsasonreosssossescsrcrennnae NUMBER EXAMINED:
««W+CORTICAL ADENOCARC INOMA
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O
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0 1 0 0 0
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0 0 0 0
7 3 3 2 1

1 ° b)

ADRENAL MED .uovvenonssonsscasssnansaarsorssnsaseesasss NUNBER EXANINED:S 60 59 60 S9 59 640 &0 6C 59 60
<=M+ PRAEOCNROMOCYTONA 0 o (] 1 0 0 0 0 0 0
+=8<PRAEOCHROMOCYTONA 0 0 ¢ 0 0 0 0 0 0 1

BRAIN X 3 sucsesreonserevoaraosnussoransessenrassnrsessrs KUMBER EXANINED: 60 60 60 &40 60 60 60 60 &0 60
~M<MENINOIOMA ] ¢ 0 0 0 0 0 1 1 0
<-B+L1PONA 0 0 (v 1 0 0 0 0 ] o

COLON «ouvvenssnossonsasersasssassssssasassncnsssssasse NUNBER EXAMINED: 60 S9 60 89 (60 \ 60 60 40 &0 60
-=M-ADENOCARCIROMA 0 ] 0 0 1 0 0 o 0 0

EPIDIDYMIDES oovevccocscoarontecnsaasocassnonsnsnscosss NUMBER EXAMINED: 60 60 60 60 60 0 0 0 0 0
~ =N+ SARCOMA . 0 0 0 1 0 0 0 0 0 0
<+ M<ADENOCARC]NOMA 0 ! 0 0 0 0 0 0 0 0

FEMUR AND MARROM ¢oposvaveasccssnvvacocnncensasonsaanss NUMBER EXAMINED: 40 40 &0 40 40 60 60 40 40 60
+ oM NAEMANGEOSARCOMA 0 0 0 0 1 0 ¢ ¢ o o
--8-0STEONA . 1 ] 0 o 0 0 0 1 ] 0

GALL BULADDER ..cvveracaccsonvraocnsesransonnsasacaossoss HUMBER EXAMINED: 57 S7 S8 84 S8 60 59 S7 58 S8
< +B-ADENONA 0 0 0 0 0 0 1 0 0 ¢

NARDERIAN GLAKDS o ovvroeaosoonosescncosacassssnseecesss NUMBER EXAMINEO: 60 40 60 60 60 40 60 60 60 60
«+M<CARCINONA 0 0 6 1 1 0 0 1 ] 0
«+«B-ADENOMA 1% s 4 10 ¢ 4 T 4 8 2

[LEUN +evavevesasonceracossossoaasannsonrassasaanas ..., NUMBER EXAMINED: 59 9 60 59 &0 40 640 60 40 a

0 0 6 o 0 0 0 0 0
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TABLE 10C + centinued,
Hliatopethology « group distribution of neoplastic findings for all animals

Group H ] 2 3 4 H
Compound t Control «= SDZ NTF 919 .-
Dossge (mg/kg/day) : 0 0 40 200 800

R R L R N N T N O LY R

sEx, cseve

..... Arcacecrsncanssscanssnes

GROUP: -1+ -2-

ORGAN AND FINOING DESCRIPTION NUMBER:

EE R R R R R R N R R T I R I I T YT

NUMBER EXAMINED:

JEBJURUM L ivuvnnvsnaattvacsvtsesesssassossnsssnornescsns
= M- ADENOCARCINOMNA

KIBMEYS L ovonncosocorssssoroonssosansanrosrssorssseceee NUMBER EXAMINED!
»eN-RENAL CARCINONA
=-B-RENAL ADENONA
“<M-RENAL SARCONA

LN MESENTERIC .evovvccnnrsnonrcactsvovnssanncisaosras NUMBER EXAMINED:
*+M-HAENANQIOSARCOMA
<+0-KAERANGIOMA

NUMBER EXAMINED!

LIVER X 2 coisosnvecsctooranoccesaannsssssvonsonssons
+«M-MEPATOCELLULAR CARCINGMA
++B-REPATOCELLULAR ADENONA
~eM-NAENANGIOSARCOMA
+<B-NAEMANGIONA

LUNGS X S sosusocssscsoscanacsnoorssovanersonasssosscss KUMBER EXAMINED:
< +M-PULRONARY CARCINONA
<+B-PULMONARY ADENOMA

MARMARY A CAUD tocuvcovonsansrvanvonnssaornnansssnnasss NUMBER EXAMINED:
*+M-ADENDACANT HOMA

MASAL TURSINATES .. ..cocivonnevsaacnarseerrssisensnsoaes NUMBER EXAMINED:
««B-CEMENTONA
«~B+SALIVARY GLAND ADENOMA

DYARZES .o ssvsnncorvecscasesacesaverassostssaressacsss NUMBER EXAMINED:
«=8-ADENONA
*+§+GRANULAR CELL TUMOUR

** CONTINUED ON NEXT PAGE **

Significant when compared with Group 1: a - p<0.05.
Significant when compared with Group 2: d - p<0.05.
Significant when compared with combigsed Control¢: g - p<0.05; h - p<0.01.
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TABLE 10C - contlinued. Print No: 0059

Histopathotogy + group distribution of neoplestic findings for atl enimals

Group l 1 2 3 4 H Printed: 21-JAN-98
Compound i Contral s SD2 HIF 919 -« Peger 3
Gosage (mp/kg/dey) 1 ¢ Q (1] 200 600 .

Schedule number: === 034

R R T R R R R R R T T T Y D S

e NUNBER-OF«-ANINHALS-AFFRCTED -~

BEXt coreoscoceMALBecscccenn caiiiiaeoFEMALErmocenan
GROUPE <1- -2 -3« .4 =8¢ ot o2 230 ofe o8-
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“®e  eMe  sme  cws  ame  eRe  ofl"  e@e v@e Mo

ORGAN ARD FINDING DESCRIPTION

D P L R R T L R R I R T

* ERON PREVIOUS PAGE **

OVARIES ..vssvvsvnvsscasseeraassssiocsssassessnsrsnionaes KUMBER EXAMINED: O [ 0 [ 0 60 60 60 S9 &0
~+B-NARMANGIONA 0 0 [ 0 [4 0 [ 1 0 0
~«D-SERTOL] CELL TUROUR 0 0 0 0 0 0 1 [} 1 0
=«B-LUTEORA 4 0 [ 0 0 1 1 1 3 0
<sN+ORANULAR CELL TUMOUR 0 0 0 0 0 ] 0 4 0 1
-+B-N1LUS CELL TUMOUR 0 0 [ 9 0 0 0 1 0 0

PANCREAS . .vnacasarsonosnnivosaorsnoscantoorssrnesessss MUMPER EXANIKED: 60 460 60 S8 39 &0 460 40 S9 60
“<M-EXOCRINE CELL CARCINONA 0 [ 4 0 1 0 0 0 [ 0
*+BeJSLET CELL ADENOMA 1 1 4 2 0 9 4 4 0 1

PITUITARY seconvnvrveocsnsanvesnasossoassvennssasnorsss NUMBER EXAMINEO: 60 60 SS9 460 89 640 40 39 &0 59
«+ B-ADENONA 2 ? 0 s 0 2 3 1 (4 0

RECTUM uvvenenvriocroerorrreassonsacsasssssesnnasnsiss NUMBER EXAMINED: 40 59 40 59 &0 60 80 40 460 690
«+R=ADENOCARC | ROMA 0 1 0 0 ¢ 0 ] 0 0 9
=-M-LEJONYOSARCONA 4 ° ° 0 ¢ 0 0 0 1 0

SEMINAL VESICLES .. .ouuuvsvnisvroncenssonnrnsnsnanserss NUMBER EXAMINED: 40 60 60 40 60 0 0 0 0 0
«+M-SARCOMA 4 1 0 0 1 ] 0 0 (4 0

SPINAL ColUMD ooiiveencorsnnasnnnonoaassscesansnaesssss NUMBER EXAMINED: 40 60 40 40 60 60 60 460 60 60
~eM-MENINOIAL SARCOMA 4 ¢ 4 0 1 0 0 0 0 0

SPLEEN ouivvosvarrocsrsosconsnsonsssssonsissansnnasscss NUKBER EXAMINED: 40 60 60 60 60 60 60 60 S9 60
=+M-RAEMANGIOSANCONA 0 2 [ 0 1 4 0 [} 0 Q
««B-RAENANGIONA 0 0 0 4 1 0 0 [} 1 ¢
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TABLE 10C - continued, Print No: 0059

Nistopathology - group distribution of neoplastic findings for all animals

Printed: 21-JAN-98

Qroup : 1 2 3 4 5
Compound ' control ~- SDZ NVF 919 - Page: 4
Dosags (me/ke/day) : 0 0 60 200 400

Schedule number: — 034
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Significant when compared with Group 1: a - p<0.05,
Significant when compared with Group 2: d - p<0.05,
Significant when compared with combined Controls: g - p<0.05,
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TABLE 10C « continued,

Histopathology - group distribution of neoplastic findings for all animals

Print Ko: 0059

Printed: 21-JAN-98

Pages $

Schedule pumber: . 034

“** NUMBER:-OF «-ANIMALSE-APFPFECTED ~ -

~+8-FOLLICULAR ADENOMA \0
** END OF LIST **

APPEARS THIS WAY
ON ORIGINAL.
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aroup 1 1 2 3 4 5
Compound 3 Control <+ SDZ HIF 919 .-
Dosasge {mp/kg/day) 0 0 60 200 600
SEXt cvscccecacMALEovrccanna
GROUPT 1+ -2 <3+ «4s <5 f-
ORGAN AND FINDING DESCRIPTION NUMBER: 60 60 60 60 &0 40
e amreeeRe A s RREnlasavasnresRsRsttlAASERaranstasdserNs s RrannERRdaasetnne sle e ~m. ome “we 3
MUSCULO“SKELETAL coiuvvevconsnsosssncaaracsassoarannaass NUMBER EXAMINED: 3 2 t 3 s 1
~=M-08TEOSARCONA 0 0 1 "] 1 0
c=MgARCOMA 0 [} 0 1 0 0
e+M-SQUANOUS CELL CARCINOMA 0 0 Q 0 1 0
+=~B-03TEOMA 0 1 ] 0 0 0
PARATHYROIDS .ovcocearssesnsnsossosansssrssanoverssssese NUMBER EXAMINED: SO b3 53 S3 $1 Se
«B-ADENOMA 1 0 0 0 0 0
BKIN OTNER oucevvesvannntroessncusonaransasncoososessss NUMBER EXAMINED: 28 24 22 14 22 N
*~N-BARCOMA 0 0 9 ] 0 1
*~N<SQUAMOUS CARCINOMA Q 0 ] 0 ] 0
~+N-HAEMANGIOSARCOMA [} 0 0 1 0 0
*<B=NAEMANGIONA 0 9 [ 0 ¢ 0
~<B8-LIPONA 1 1 (] 0 0 0
~<B-PAPILLOMA 0 0 0 0 ] 0
TAIL teveeverasvsscacacscsoesansesosascsotorencinssoaes MUMBER EXAMINED: 2 0 2 1 2 1
«~M~SARCONA e 0 [] [ 1 <
THYROIDS 4uvvenevoronnneosreocanasssassnsocrssesnesroors NHUMBER EXANINED: 60 60 89 40 40 60
**M-FOLLICULAR CARCINOMA 0 0 g 2 0 Q
0 0 0
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TABLE 10D Print No: 0063

Niatopstholegy « group distribution of non-neoplastic findings for animals killed or dying during the trestment period

group t 1 4 3 4 H printed: 21-JAN-98
Compound s Centeol <o 02 HIF 919 -. Page:
Dosape (mp/kg/duy) 1t 0 40 200 600

Schedule number: = 034

480000000300 c0a0008000atsIacecarInier s rereetsraniiocnnio s tsetotqattolouiteetacadotasivetnsadosoysarsentomsaonisnentasscsavnon ondasn

et NUNBER-OF -ANIMALS-AFFECTIED -~

! SEXS eotecosseaALE s aceone rincoincfENALE s e
GROUPE =1+ +2- +3- +de 3¢ ofe 2o 3. -4 o5e

GRGAN AND FINDING DESCRIPTION WUNBER: 29 21 33 285 22 35 30 36 29 28

Gt adv s o ar e Er st et soesanetetitNAcAidcLstttsreat i ancetatsstteocsctsnia oS affe eWe B aBe oBe SBe  sBe o@4 oBe

4 TOP OF LIST **
19 35 36 35 28 26

31 23 33 23
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ADRENAL CTX .cvssscvsosacasnrconsssasceranansesronsanes MUNBER EXAMINED:
“~SPINDLE CELL RYPERPLABIA
++CORTICAL FATTY VACUOLATION
«<fOCAL CORTICAL HYPERPLASIA
*+EXTRANEDULLARY RAEMOPOIESIS
<=FOCAL CORTICAL NYPERTROPAY
<*NECROSIS
*-CORTICAL BROWN PIONENT
s«ANYLOIDOSES
<+ JNEARCY
<*FOCAL CORTICAL FIgROS1S
*~CORTICAL CYST

AORTA ovnorvnvasrcovasresvansosasonncanssotccosonnasas NUMBER EXARINED: 2
<<MEDIAL MINERALISATION
»+=TRRONBUS

BRAIN X3 ovevrerconsvsssssanastsoernssorsrtoserssoesss NUMIER EXAKINEDy 2

«~MINERAL)SATION

~+FOCAL MECROSIS

«+ORPRESSION DUE TO NASS

«*NAERORRNAGE

«-CARONIC nEXNIRGITIS

*<CARONIC IMFLAMMAT]ION

~<PURULENT SHFLAMMATION '
<+PERIVASCULAR LYMPROCYTIC INFILTRATION
~~ENCEPNALOPATAY

=-STATUS SPONGIOSUS

CAECUM o oveannnssossscorsnsanisesarstnvanrsvanosensasss NUNBER EXANINED: Z:

«~SUSHUCOIAL OQEDERA
««SUBRUCOSAL CRRONIC INFLAMMATION
% CONTINUED QN REXT PAGE **

Sigrificant when compared with Group 1: a - p<0.05.
Significant when compared with Group 2: d - p<0.05,
Significant when compared with combined Controls: g - p<0.05.

-

-

a

-]
X RrY- Y- ¥ - ¥ P

~
Lod
fed
(]
("3
w
~
(Y]

“- 00—

bod
“ OO0OW O—LOVOOoOvONOg

% OO0V 0000OCORRO-=0Oo
“w QO0OWw LOCODOOLGu0o
N OON COOOO0OoOWOoOOONM
M OOV OCwOoBOo0aQ—Q

e O0—-0 CO0COO0O0O0Gs

¥ ~09 00OONOOOO

" OOP DODODOOO~OO

T~
-
~
bad
w
-
-'-QO-OOODOO\D: - X-T°%
[ d
bd

'
O - - X-X-F-X-X-¥- PPy
-

Qo2 00000wwn

~
COo* SCO0cOQOOW

-
OWW COO0OO—~00O0Qw

~
OWY CODOOCOA-OW

-

ono
~
Qe OOCOAOC-OO -

~
CO0Fr 0CO0COATOACO

~
~
S E-Z-F-X - F-F-¥-F-YP

[}
Nad 00000 ao~y

APPEARS THIS WAY
I ON ORIGINAL

[S1 93ed

00Z°1Z VAN



woday

1250 L6

t8to

TABLE 10F Print No: 0065

Niatopathalogy - group distribution of non-neoplastic findings for all animals

3 4 5 printed: 21-JAN-98
.o $02 NTF 919 .. Page: 1
60 200 600

Schedule number: — 034

L R I IR T cane

aroup t 1 2
Compound ' i tentrol
Oosage (mg/kg/day) 1 0 0

e KURBER-CF-ANIMALS - AFFECTED -
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GROUP: =1+ 2+ 3o he =3+ =1e 20 +3e ks 8.
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BRAIN X 3 cuuvvvaronsaiorscsoanancstosesnonsearssssross NUMBER EXANINED:

«+RINENALISATION
-«FOCAL RECROS!S
<-DEPRISIBION DUE 10 WASY
- - NAENORRNAGE
<-CARONIC NENINQITIS
<+ CARORIC INFLABNATION
-~PURULENT INFLANRATION
==PERIVABCULAR LYMPROCYTIC INFILTRATION
+<ENCEPRALOPATAY
-«$TATUS §PONGIOSUS

** CONTINUED ON NEXT PAGE o¢
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Significant when compared with Group 1: b - p<0.01.
Significant when compared with combined Controls: g - p<0.05.
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TABLE 10F - continued. print Noi 0065
Ristopathology -« group distribution of non-nsoplastic findings for sll enimalse
Group t 1 2 3 4 H Printed: 21-JAN<98
Compound 1 Controt “s SD2 NTF 919 -» Page:
Dasage (mg/kg/day) @ 0 0 (1] 200 600

Schedule number; ~ 034

P R L L R R e R R T R S B I I L L Y

e MUMBER:OF - ANINALS -AFPFPECTED---
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QROUP: +f: =2+ +3¢ hs B ofe o2 -3e ok o8.
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NUMBER EXAMINED:

DUODERUM . uiovevvaronrvonsiostosossstatosronssnisaersns

c<ARTERITIS
NUMBER EXAMINED:

w
wWo 09 o0o=9o
[

- On
~N O
-0
- on
—o

EPIDIOYNIDES 4 ivescoveotaaantnsraressnssatssvrroceans
++REDUCED SPERM CONTENT
<+ACUTE INFLARMATION
++SPERMATOCOELE
-=CHRONIC INFLANMAT]ON
~=DEVELOPMENTAL ABNORNALITY
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--CYS
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o
000 eocooocoao o

o
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o
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o
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o
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NUMBER EXAMINED:

BYES cvovoseanovetsonvsverssasnaronssnassesvesroarssonse
«=CHRONIC KERATITIS
~<LENTICULAR DEGENERATION
«=PUS IN ANTERIOR CRAMBER

*t CONTINUED ON NEXT PAGE **

Significant when compared with Group 2: d - p<0.05.
Significant when compared with combined Controls: g - p<0.05.
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TABLE 10F - continued, Peint Mo: 0065

Niatopathotogy - group distribution of non-peoplestic findings for all enimels

Group t ! 2 3 4 s printeds 21-JAN-98

Compound ! centrol es $0Z HTF 919 -- Page: 3

Dosage (mg/kg/day) 0 ] 60 200 600

Schedule mumbers ~ 034
cee NUMBER-<OF «ANTITRALS -AFFECTED ---
‘IX| -......---"AL!.---..... “"“""!”ALI""',"'
GROUP: R I 2 3 LY 3 2 fe .2 -3. LY 2 8.

ORGAN ARD FINKDING DESCRIPTION NUMPER: 40 60 40 40 40 60 40 60 60 40

e a ettt asrantaninatsat s ntetesassentntentsransrnnetusasnsasnboanars s Bn eme ome Yy T eme “u. sl “me Y 2

e EROM PREVIQUS PAGE **

141 hesannesseerestsrisseranesttesnssasnasrsrarssenses NURBER EXAMINED: &0 60 60 60 60 60 460 40 40 40
««PUS IN POSTERIOR CHAMBER 0 0 0 [ 0 ¢ 1 [} [ [}
-=ACUTE KERATITIS t 0 0 [ 3 1 1 0 1 ]
-«DEQENERATION OF RETINAL {NNER NUCLEAR LATER 1 L. | 0 I [ 0 0 [ 0
<<DISRUPTION/FISROSLS 0 1 1 [} 2 0 ] 2 H (%]
c-NINERALISATION OF [R(S 2 [} 1 2 1 [} 0 0 1 0
-~CORNEAL CYSY 1 ] ¢ [} 0 1 0 0 2 9
*+CORNEAL WINERALISATION 3 [ 04 & 1 1 1 1 2 1
«+DEGENERATION OF RETINAL OUTER NUCLEAR LAYER 0 ] [} 1 0 0 4 ] 1 o

PEMUR AND MARROM cocouvesacuosasstorrnosnseraarsssssces NUMBER EXAMINED: 40 60 (1] 60 60 60 [1} [1] 60 60
+<RARROW NECROSIS - 1 4 0 0 (] [} 0 ] 0 1
+«EX0STOSES OF JOINT 1 L] 0 0 ] 0 2 0 0 0
~<NYELOID HYPERPLASIA 9 . 0 0 2 ¢ 0 2 0 1
~<FATTY REPLACENENT OF MARROV 0 [ ] 0 [ [} 0 0 1] ] 0
++SYNOYIAL CYST(S) 0 [ 1 (] ] 0 0 [} 0 1
«<$CLEROSIS 0 ¢ 0 0 [} 0 0 [ 0 2
~oACUTE INFLARMATION OF JOINT [} 0 0 0 0 0 0 0 0 1
~+RCTOPIC SNOOTH MUSCLE WEITHIN MARROW CAVITY ¢ 0 0 ¢ ] 0 ] 0 4 0

GALL BLADDER ,..uvvavvuvrnesnnscrsarsnnsenscsnsersosrss NUMNBER EXANINED: S$7 857 58 54 $8 60 %9 37 s 53
«<DILATED 3 3 ] 3 0 12 10 1 é 3ay
«-CHOLELITNS [} 2 1 1 0 o 0 [ ] ]
«oEPITHELIAL NYPERPLASIA 2 1 1 0 0 1 0 ] 9 0
«+CHRONIC IRFLAMMATION 1 0 [ [} ¢ 0 9 [} 0 0

HARDERIAR GLANDB .ieivucrorsvonenrssnnavisesaserssonses NUMBER EXANINED: 60 60 40 60 60 40 460 40 80 &0
~-HYPERPLASIA [ (] 30 1 1 [+} F [ ] 0
~«LYNPNOCYTIC INFILIRATION [} 0 0 Q 0 1 0 [ 0 0
«~ACUTE INFLANMATION 2 1 2 ] ] 4 0 1 0 t

4 & 8 ] ] 3 1 H 4 4

«~CHARONIC INFLAMMATEION

Significant when compared with Group 1 a - p<0.05.
Significant when compared with Group 2: d - p<0.05,
Significant when compared with combined Controls: g - p<0.05.

o APPEARS THIS WAY
‘ON ORIGINAL
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TABLE 10F - continued. Print No: 0063

Miatopathology - group distrfbution of non-neoplastic findings for all animals

Printed: 21-JAN-98

3 1 2 3 4 5
' Control e+ SDZ HTF 919 - Page: &
H 0 (] 60

200 600

Group
Compound
Dosage (mg/kg/dey)

Schedule number: = 034

P R R R R R R I R RN N e I T T T e e U Y

cc* WUMBER-0F «-ANINALS -AFFECTED -+

sExz esscssscscMALEccnacanss esscssscs e FEMALE 2>+~ ren
GROUPY »1e 2+ o3¢ ofv 8. +fc 22+ o3¢ che 8.

ORGAN AND FIKDING DESCRIPTION NUMBER: 60 40 60 80 60 60 40 40 60 40
sle  eBe ~Bs g eBv +Be  cme Re ol <Ra

P S N N e S R R R R
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[ 3
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o

o (=R -N-R-N.N-¥-3

66 40 40 40

o

[~ Y- R R =Y

HEART, AURICLE covconcvrcvscoronsncscanascasnciveanrsss NUMBER EXAMINED:
+<MURAL THROMBUS
*«AURTCULAR TNRONBUS/TRRONE!
«~ARTERITIS
<+ CHRONIC MYOCARDITIS
«=CRRONIC PERICARDITIS
««BACTERIAL VALVULAR ENDOCARDITIS

o oco~00Q0O0O

0 1
3 1
1 0
0 0
0 1
] 0
0 0

O OO

o
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o

]

O
(-]
o

MEART, VENTRICLE ...vceesscesassvernacsosarsnicracnsanre NUMBER EXAMINED: é

==CHRONIC MYOCARDITIS

<« RYOCARD [AL WECROSIS/DEGENERATION
--CHRONIC PERICARDITIS
~<ANYLOIDOSIS

s<ARTERITIS

--ACUTE MYOCARDITIS
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[
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o
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w

eoves NUMBER EXAMINED: H

TLEUN L ivcisroeentvecancessonsasecnrosoreasrnnncans

*<MUCOSAL NAENORANAGE ¢
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L3
\V.4

0
59
0
0

A
O OV O9Y ONOO N

[
oo

JEJUNUM sevsvsvenvescssntonnscansonssnarssosnavaassonsss NUMBER EXAMINED:
-+NUCOSAL MAENORRMAGE

o [-% ) - X ] s O~
o
(-3

o
o o
o
[
o
v

]
60

(-3
O

KIDNEYS 4evuvnaceossosnnanssacssnsensanassonsenssasesss RUMBER EXAMINED: I3

*+PROGRESSIVE NEPHROPATNY
~~BOSINOPHILIC [NTRATUBULAR INCLUSIONS
*~CORTICAL LYMPNOCYTIC INFILTRATION
+«PERIVASCULAR CHRONIC INFLAMMATORY CELLS
«~PAPILLARY NECROS!S
-+CORTICAL TUBULAR NECROSIS
«~PYELONEPHRITIS
*<CORTICAL MINERALISATION
««ARYLOIDOSIS

** CONTINUED ON NEXT PAQE *¢

Significant when compared with Group 1: a - p<0.05; ¢ - p<0.001.

Significant when compared with Group 2: { - p<0.05,

Significant when compared witH combined Controls: g - p<0.05; h - p<0.01.
[ )

-
-
-
a
[-3

-
QO Qs ar O wa O b

20000 -rom
-

-
N0 O OO0 WD

NOwswoore

nN
o

-]
-

Ot OO~
—

1

-

2
1
3
0
0
1
0
0
0

MNP OOO NI~

[
0
3
0
2
0
¢
7
1

OO 200\

S| a3eg
007'17 VAN



Joday

1220 L6

4810

TABLE 10F - eontinued.

Histopathology - group distribution of non-neoplestic findings for all animals

Group ] 1 2 3. 3 b
Compound [ Control *- 802 HTF 919 --
! 0 ]

Dossge (mg/kg/dey) 60 200 600

BEXt ssecccascoMAlBocccssscs

GROUP: 13-

ORGAN AND FINDING DESCRIPTION NUMBER: 60

R L R R N XL e sme

% FROM PREVIOUS PAGE **
KIBNEYS .uvusevocarasacnvesvosssancssvsosacsssveessnsss WUMBER EXAMINED: 60
--CORTICAL CYST(S) 20
+<CORTICAL TUBULAR CYTOPLASMIC PIGMENT
«+DILATED BOWMAN’S SPACE
<+ AYDRONEPHROS!S
+<FOCAL BONE
_<~ARTERITIS

-+CORTICAL INFARCT(S)
«+PROTEINACEOUS CASTS
-+PERITONITIS

«<PURULENT CORTICAL IKFLAMKATION
«<DILATED CORTICAL TUBULES
«~BASOPNILIC CORTICAL TUBULES

-« IMTERSTITIAL WAEMORRHAGE

-+ TOTAL/SUBTOTAL INFARCT
«<CORTICAL NYPERPLASIA ,
~<PERIPELYIC LYNPROCYTIC INFILTRATION
~~ACUTE PAPILLITIS

<=PAPILLARY MINERALISATION

-~ COO0COOHWOOOOUWMLNOGO

»

LN DROMCMIAL .evceoocvovossoavssaovcacenerasaaranssss NUMBER EXAMINED:
~<ERYTHROCYTES AND ERYTHROPKAGOCYTOS(S IN SINUSES
-<$INUS NISTIOCYTOSLS
+<ARTERITIS
<<PLASNACYTOS)S
«<PARAFOLL ICULAR NYPERPLASIA
<~HAEMOSIDEROSIS

LK MANDIBULAR ...veevrnsoreonovonconsssssasonvasssssss NUMBER EXAMINED:

~+ARTERITIS

<=PLASMACYTOS!S

«<PARAFOLLICULAR NYPERPLASIA
** CONTINUED ON NEXT PAGE **

[
QNNO’ QOO0 -

Significant when compared with Group 2: d - p<0.03.
Significant when compared with combined Controls g - p<0.05.
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TABLE 10F + continued, #rint No: 0065

Nistopathology - sroup distributfon of non-neoplastic findings for at!l animsle

2 L Printed: 21 JAN-98

[} { 3 4
[ Contral *s D2 HTF 919 -- Page: 4
t

Compound
Dosage (mg/ke/day) 0 [} 60 . 200 600
Schedule number: «~ 034

R R N T T T N

e KURDER-OF-~-ANTMALS -AFFECTED ---

Group

SEX) ccsecoscasMALE recvnoes sececccos FEMALEs oo nman
GROUPS =1+ -2+ -3+ 4 -8 1. -2 <3 ohe o8-

NUNBER: 80 48 60 60 40 60 60 60 60 40

e84 e@e  sme eme .ms W4 oM R+ ems

63 359 &0
0

]
3
0

QROGAN AND FINDING DESCRIPTION

DA g e UL st o

** FROM PREVIOUS PAGE *#

LA MANDIBULAR vivervnerrornnseveonseasnscisrasvensss NUMBER EXAMINED: 60 39
+<FOLLICULAR NYPERPLASTA ¢ o
~~DILATED SINUSES 1 o
<~ERYTARQCTTES AND ERYTHROPNAQOCYTOSIS IK SINUSES 0 0

o 0

««gINUS HISTIOCYTOSIS
LW NESEMTERIC soivnsvesrnvsoenvnorssscononcansasnasss NUHBER EXAMINED: 60

S eBRYTHROCYTES AND ERYTAROPRAQOCYTOS(S (N SINUSES
«+SINUS MISTIOCYTOS!S
--ANGIECTASIS

-<ARTERITIS

- =ARTLOIDOSIS
«<LYNPNOCTYTOLYSIS

«-DILATED SINUSES
«<FOLLICULAR HYPERPLASIA
«sPARAFOLL ICULAR RYPERPLASIA
«<PLASMACYTOS]S

- +EXTRAMEDULLARY MAENOPOIES!S
-<ACUTE LYMPMADENITIS
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O O LU wONOOrO ONDw—wBOOCON»

3

o

o
O rOONO2OQ-wmeO

o
o
OO s s st v

LIVER X 2 cosvooraccconarsoannnnonisesoisssrsnensssacss KUMBER EXAMINEDY &
«~EXTRAREOULLARY HAENOPQIERLS
+<PERIACINAR REPATOCYTIC FATTY VACUOLATION
o PANACINAR NEPATOCYTIC FATTY VACUOLATION
«+FOCAL NECROS!S
+«PERJACINAR COAQULATIVE NECROS!S
«+LOBAR (TORSION) NECRO%IS

«<CHRONIC INFLAMNATION
++FOCAL INFLAMMATION WITH ASSOCIATED HEPATOCYTIC DEGENERATION

«~PERIVASCULAR LYMPROCYTIC INFELTRATION
~<PIONENT LADEN KUPFFER CELLS
<« |NCREASED APOPYOSIS

** CONTINUED ON NEXT PAGE *°
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Significant when compared with Group 2; f - p<0.001.
Significant when compared with combined Controls: g - p<0.05; h - p<0.01.
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TASLE 10Ff - continued. Print Mo: 0065

Histopathology - group distribution of non-neoplastic findings for all animals

Group 1 1 2 3 4 H Printeds 21:JAN-98
Compound ' Control ve $OZ HTF 919 -- Page: 7
Dosage (mg/kg/day) ¢ 0 0 60 200 600

Schedule number: — 034

R R R R R R R Y R R R R T N T T T

- NUMBER-O0F-«-AKINALS-AFFECLCTED -~

SEX1 ccoccceccoMALEocsrcsoes covscscsaFEMALE s vroeas
GROUPY -1- -2- 3. ode <5 o9. .20 3. chs .S.

MUMBER: 40 60 60 40 60 60 A0 40 40 40

........ secsee ame ane “me X T} ata eme me ame eka ome

60

ORGAN AND FINDING DESCRIPTION

** FROM PREVIOUS PAGE **

LIVER X 2 sitonsvecsnsvsoonansscoscasssnetvsresasaseacss NUMBER EXAMINED:
<~ACCUNULATIONS OF MACROPHAGES
++BASOPHILIC FOCUS/FOCI OF MEPATOCELLULAR ALTERATION
~+EQOSINOPNILIC FOCUS/FOCL OF NEPATOCELLULAR ALTERATION
-<BILIARY CYST(S)
<+ BRANULOMA(S)
-«FOCAL CYSTIC DEGENERATION
-<NODULAR KYPERPLASIA
~-CLEAR CELL FOCUS/FOCI
-<FOCAL TELANGIECTASIS
~<CENTREACINAR NEPATOCYTIC FATTY VACUOLATION
<~ERYTHROCYTES IN NEPATOCYTES
~-KUPFFER CELL NYPERPLASIA

o
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il - K -R -2 - N - . 3. PP -

o
£=3
o
o
O= 000000 M=OOO

60 60
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1 0
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é

. o
L0000 O WWO -, OO O COCO0OOOOOOLOO
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o

o
[-R-¥.oN-) [~X-N-N.N-T-¥- ¥ ¥ PR ¥

L=
O

LUNGS X B 4uuuiiaoitonaononmaresosanorannssrnennssnasses NUMBER EXAMINED: 6

+«INTERSTITIAL PNEUNONITIS
«+PURULENT BRONCHOPNEUMONIA
< *ACUTE PNEUMONIA
<<EPITHELIAL MYPERPLASIA
= +ALVEOLAR MACROPHAQES
~-ALYEOLAR NAEMORRAAGE
< +ALVEOLAR PROTEINOSIS
«+THROMBUS
<~PERIBRONCNIOLAR LYNPMOCYTESR
=+PERIVASCULAR LYMPNOCYTIC [NFILTRATION
-+ALVEOLAR WALL MINERALISATION
*-ALYEOLAR WALL FIBROSIS
~+ADSCESS(ES)
«-NECROSLIS
«+PERIVASCULAR HAZMORRNAGE
«-BRONCHIOLITIS
- +~FOCAL BONE
% CONTINUED ON NEXT PAGE **
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Significant when compared with Group 2: d - p<0.05.
Significant when compared with combined Controls: g - p<0.05.
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TABLE 10F « continued. Print No: 0043

Histepathology - group distributfon of non-neapiastic findings for ell enimels

group 1 1 2 3 4 H Printed: 21-JAN-98
Compound ' Control ce $D2 HIF 919 - Pege: B
Dosags (mg/kp/dey) 0 0 60 200 600

schedule numbar: — 034

R R R R R R R R I R A L T T R O

e NURBER-0F -ANTMRALSE-AFFECTED ---

SEX) creccenccuAlFecvcronnn sececae o FEMALE rovvaas
GROUP; -1 o2 3. ke -8, 1. 2. -3 ke -8,

RUNBER: 60 60 40 60 40 &0 40 60 80 40

EL LERY TEEY TN DY THREY TREERY FIEERY THEY LI

ORGAN ARD FINDING DESCRIPTION

P R e R R L R L L T R D R R Y R A R R T Ry

% FROM PREVIOUS PAGE *¢
LUNGS X 5 savasssnusrioncaconscacnnassraosonnosnennaiass NUNBER EXAMINEDT 60 60 60 60 60 60 60 60 40 40
¢ [

~<PLEURITIS [} [} [ 0 1 i 0 0
MAWMARY ACAUD «iiivurnannvenannsanrsonsevoncscesninas, HUMBER EXAMINED: 60 60 60 60 60 60 60 60 60 40
««OEDEMA 0 0 [ [ 0 0 [ 1 0 0
~+SECRETORY ACTIVITY 0 [ [ 1] [ 1 [ B [} [}
NASAL TURBINMATES .. ... eiusruronsannrsancerioosaness NUMBER EXAMINED: 80 60 40 640 40 60 640 60 60 40
- ~HAENORRHAQE 4 0 3 rde 2 4 2 4 2 0
*<ACUTE INFLAMNATION 2 ) 0 [ 0 0 ! 0 1 ]
-~NECROTIC DEBRIS WITHEN LUMEN ) 0 [ 0 { 0 [ 0 0 0 0
«<CRRONIC INFLAMNATION OF TOOTH ALVEOLUS 1 0 [} 0 1 [ (] [ [ 0
-=FOCAL EPITNELIAL NYPERPLSIA 0 0 [} 0 0 9 0 [ 1 ¢
»=NYPERPLASIA OF OEMTINE 3 2 [ [} [} 0 0 ° [ [
=<T00TH ABSCESS 1 0 [} 0 1 [ 0 0 [ 0
OESOPHARUS o veveriarrovinvoransanssanessesssoasssaan,. NUNBER EXAMINEO: 60 60 60 60 60 68 60 40 40 40
=+ YMPHOCYSIC INFILTRATION 0 2 0 ° 0 0 0 0 1 [\
OYARIES serevorevaasnvasosrerssansocassssesseroseronases NUNBEN EXAMINED: O [ 0 0 0 606 60 60 S9 40
+=OVARIAN CY$? 0 0 [ ] 0 %1 51 52 53 57
<~ NAEMORRMAGE [ 0 0 0 0 N 9 1t 12 s
“eARTERITLS [ 0 0 [ 0 [] ‘ 1 [] )
«oLUTEAL CELL RYPERPLASIA [ [] [ [ 0 2 1 1 3 1
«+REOUCED FOLLICULOGERESIS [} 0 0 [ [ 0 [ 1 [ 0
« ATROPNY 0 0 [} ] 0 0 1 1 0 0
++P{GNENTED STROMAL CE(LS 0 0 0 ] [ 0 [ 1 0 [
- ~ABSCESS 0 0 0 0 0 [} 0 0 0 1
PANCREAS o ovveveeruasooavraossasnansastsvossaronnossars,s NUMBER EXAMINED: 60 40 60 58 39 60 60 60 %9 40
++OEDEMA . 1 H 0 1 0 1 3 2 0 1
««PERITONLTIS 0 0 0 0 1 1 1 0 1 [

e CONTINUED OR NEXT PAGE **

Significant when compared with Group 2. d - p<0.05.
Significant when compared with combined Controls: g - p<0.05.

APPEARS THIS WAY
ON ORIGINAL
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TABLE 10F - continued, print No: 0063

Ristopathology - group distribution of non-neoplastic findings for ell snimals

Sroup 1 1 ] 3 ‘ s printeds 21-JAN-98
Compound H Controt =« S0Z HTF 919 .- Page: 9
boseage (mg/kg/day) t 1] 1] 40 200 600

Schedute number: ™ 034

R R R R R R I R R I N A L T b T g

e NUMOER-OF - ANTMALS - AFFEECTED «--

SEXS ceveccrsccPpAlBecrocnans svecsncr o fEMALE- v o can
GROUP: «1e  -2¢ <3¢ che o8- <fe o2+ 3y .4- 8.
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** FROM PREVIOUS PAQE **
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TABLE 10F - continued, Print No: 0045

Nistopathology - group distribution of non-neoptlestic findings for asl! enimels

group 1 1 2 3 4 $ ' Printeds 21-JAN-98
Compound ' Control e» SDZ NTF 919 - Page: 10
Dosage (mg/kg/dey) @ 0 [} 60 200 600
Schedule number: —— 034
' e HNUMBER-~O0OF «-ANINMNALS  -AFFECTYTED «-o
SEXL sescaccacsMAlEcvovccane cavscscnofFEMALE e crcnas
GROUP: <1e 22+ <3¢ sde  o8e ofe o2+ 3. <4 8.
ORGAN AND FINDING DESCRIPTION NUMBER: A0 80 60 40 80 60 &0 80 &0 60
e 0B M4t E e TP IANLANIttuEetoElsanButtlnaAnaNENTESLesohoho0sssttonsnn0atcan SR ~ne oo ke 'Y 1) ams ome e ame ol
SEMINAL VESICLES sovacencisotcansrorsroassoscancsvrscas HUMBER EXANINED: 60 60 60 40 60 0 0 1] 0 [
+<NYPERPLASIA ¢ o Y o0 0 0 o o0 0 0
+<ACUTE INFLANMATION 1 1 1 1 o 0 o0 o 0 o0
~<CYSTIC 2 3 o t © 0 ¢ 0 o6 o
<<ARTERITIS 6 1 o0 o0 o0 0 o0 o 6 o
<<CHRONIC INFLAMMAT(ON ¢ 1 o 1 o o o0 0 o0 ©
SKINCPROTOCOL) 4eoneosrssssocvaonsnaansossasssnvassonss NUMBER EXAMINED: 60 60 60 60 40 &80 60 60 40 60
«<ACANTRORIS 0 0 0 [} 0 0 0 0 ] 0
-+ NYPERKERATOSIS 0 0 0 [} 0 0 0 0 1 0
~-SCAB(S) 0 0 0 0 0 0 0 (] 1 0
~+0EDEMA a 0 0 0 0 ] 0 0 1 )
SPINAL C.CERY L.ouvecocosvoosaosseseansoassasrsassecsss NUMBER EXAMINED: 60 40 60 60 '0 60 60 60 SS9 60
“+KERATIN CTST 0 0 0 0 0 [ 0 4 0 1]
««OEPRESSION DUE TO PROLAPSED DI18C [ [/] ] 1 0 0 [} 1 ] 0
BPULEEN ooveeaaontosrosvsacososnsosvsnsasssssronssonsaes NUMBER EXAMINED: 60 60 60 60 60 60 60 40 359 60
«<EXTRAMEDULLARY NAENOPOIRZIS 6d t7a 11 9 16n 30 20 23 23 19
~<NYPERPLASIA OF WNITE PULP 3 2 3 2 H 2 H é 5 1
«=ATROPHY OF WNITE pULP 1 0 1 1 9 0 ] 1 2 0
<~ARTERIT!S 1 0 )] 0 0 0 0 0 [+ 0
*~LYMPNOCYTOLYSIS 1 1 [} 0 0 [ 0 i 1] 0
-+CONGESTION 0 1 0 0 0 [ 1] [4 o] 0
**PERITONITIS 0 (] 0 0 1 0 0 1 0 [+}
STERNUM & MARROW .ovccsnvencronotassseosrvocssnssssssss NUMBER EXAMINED: 60 60 40 60 60 60 60 60 40 40
~<MYELOIO NYPERPLASIA 1 ¢ 0 0 1 2 0 2 0 1
«-FIBROSIS OF MARROW 0 ] ] [} [ 1 0 1 ¢ [
STOMACE X 2 .uvsosascesacannsonsenocssrsnonssssrarsooes HUMBER EXAMINED: 40 59 60 859 40 60 40 40 60 40
1 0 2 1] 1 1 1 1 2 0

-«QLANDULAR REGION; EROSION
** CONTINUED ON MEXT PAQE **

Significant when compared with Group 1: a - p<0.05.
Significant when compared with Groap 2: d - p<0.05.
, .
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TABLE 10F -« continued, Print No: 0045

Ristopathology - group distribution of non<neoplastic findings for all enimats

Group 1 1 H 3 4 5 Printed: 21-JAN-08
Compound 1 Control s 302 KTE 919 .. M:n 1 ?
Oossge (mg/kg/dey) [ | 40 200 400

' Schedule number: — 034

P R R LR R L R R RN nnnnmnmmmmTmTmmTDTs

e NURBENRN:-OF  -ANIMALS *-AFFECTED e

SEXt soceccosacALBocresaras crecsscasPENALE ceoares
QROUPE %v 2+ 3¢ ode =8¢ ofe 2. 23 ks 8.

NUNBERT 40 40 60 40 &0 40 60 S0 40 40

sBe  eB¢  age  sBe  eBe sfir sms  wmt sWe sme

ORGAN AND FINDIMNG DESCRIPTION

#* FROM PREVIOUS PAUE **
STOMACH X 2 couvvovovssossssanorsesssroasvansssssvssosss KUNBER EXANINED:
<«GLANDULAR REQION: CHRORIC INFLANNATION
««GLANDULAR REQION: DILATED GLANDS
+=GUANDULAR REQIONIDYSPLARIA
~<MINERALISATION OF NUSCULARLS EXTEANA
~=MINERALISATION OF MUSCULARIS RUCOSA
«+KERATINSSED REGION: MUCOSAL OEDENA
+~KERATINISED REGION: ACUTE INFLAMNATION
*+KERATINISED REGION: KYPERKENATOS(S AND ACANTHOS(S
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LEFT SUBNARDIB $L.0L. covevcisvocovnstsvieosesroscsseee NUMBER EXAMINED?
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**ACINAR ATROPARY
--FIOR0S1S
~+ARTERITIS
*<CNRONIC INFLANMATION
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P

~NoO
O—=~NOo oo
a
o

TESTES .uuverevsrcevvsoorovonnonssrsaarernrrarnrancasss NUMBER EXAMINED:
«-DEGENERATION OF TUBULAR GERMINAL EPITHELIUM
=« TUBULAR MINERALISATION
=+« TUBULAR DILATATION
«~SPERMATOCOELE(S)
< INTERSTITIAL CELL NYPERPLASIA
»<FOCAL TUBULAR HYPERPLASIA

TRYMUS o icoromsescanvovernosonvarinssssssossossessassss NUMBER EXAMINED:

-«SITR/RENMANTS ONLY
«<ARTERITIS

«<LYNPROIO HYPERPLASIA

<+ THRONDUS

«~GIANT CELL ACCUMULATIONS
** HAERORRKAQGE '
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DO s Ot

Signiftcant when compared with Group | a - p<0.05.
Significant when compared with Group 2: d - p<0.05; ¢ - p<0.01
Significant when compared with combined Controls: g - p<0.05; h « p<0.01.
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. ~ ON ORIGINAL
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TABLE 10F - continued, ° Print Ho: G065

Nistopathology - group disteibution of non-neoplastic findings for &l{ animals

printed: 21-JAN<98

oroup H 1 2 3 4 s
Compound t control -e SD2 HIF 919 -- Page: 12
possge (mg/kg/day) 1 0 0 80 200 600

Schedule number: — 034

R R R R R N N R P R R R R L L Ll R T T T s S gy iy A QSO

se- NUMBER-OF<ANIMALS -AFFECTED ---

BENg sovenovaceMALBoccercsss ceivcaascvEERALEc coomone
GROUP: -1+ 2o =3+ <&+ <8¢ ofc 2. o3 4o oS-

NUNDER: 60 60 60 60 40 40 60 40 40 40

eme B¢ +Bs  ege ems sMs  cge  wme

ORGAR AND FINDING DESCRIPTION

PR LR L R T T S R L R R R L L L LR T TR W R e 3
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A A-X-X-J

[
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$9 60
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URINARY BLADDER .. .. ,ccovevaecasronorcasroasensorvooes RUMBER EXAMINED: 60

<+DILATED

=« HAENORRNAGE

~+LYNPHOCYTIC INFILTRATION

< TRANSITIONAL CELL HYPERPLASIA
+«EPJTHELIAL VACUOLATION
«<ULCER(S)

«~EROSION

+«PROTEINACEQUS PLUG

<+ACUTE INFULAMMATION
*<PERITONITI®
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1
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UTERINE CERVIX ., .. vuvrvvavrossavcoiterssncsncnoerass NUNBER EXAMINED: [}
*+ARTERITIS

4
~+STROMAL HYPERPLASIA 0 49
0
8

"~ o

—~o o
>0
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~

R On
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v o o9

UTERUS suvsvenveovrrsnsanscocsnsssransssnnesanasconsess NUNBER EXARINED:

++CYSTIC ENDOMETRIAL HYPERPLASIA

»+FOCAL MYPERPLASIA OF ENDONETRIAL STROMA
«=LURINAL NAEMORRMAGE

*=LUMINAL THROMBUS

++ARTERIT!S

<=DILATED

~=ATROPHY

<« ADENONYOS!S

-<FOCUS OF DECIDUAL ALTERATION

SOOI QamanD
o
on [-R-3 QO ~N—owanvo

O
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o0 oo ooo o0 o OO“D-ON’ﬂ:
oo o0 Q2O WHO I
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NUMBER EXAMINED:

- X-J

VAGINA sissesurecrsonvaarostoesanrssonstrescssosssaniacs

+=STROMAL HYPERPLASIA
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1
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1
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9
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ABOOMIMAL PAT ... .ivvvsasrsnsosnsonacsnesavsnsaarsasss NURBER EXAMINED:
-+ OEDENA

** CONTINUED ON NEXT PAGE **

Significant when compared with Group 1: a - p<0.05.

Significant when compared with Group 2: d - p<0.0S.

Significant when compared with combined €ontrols: g - p<0.05.

' '

£91 28eg
007°1Z VAN



aday

1220 L6

5610

TABLE 10F - continued, Print No: 0065

Ni{stopathology - group distribution of non-neoplestic findings for all enimats

droup ! ' 2 3 4 $ Printed: 21-JAN-98
Compound 1 Control «« $D2 HTIF 919 -- Page!
Cosage (mgs/kg/dey) [ 40 200 400

Schedule numbery — 034

ccs NUMBER-OF - -AN]MALS -AFFECTED -
SEXY ccroroacecBALB s cectncs accscaccaFEMALE o uons
CROUPS <1 +2- 3¢ <4~ <8¢ - -2 3. <he -S.

ORGAN AND FINDING DESCRIPTION NUMBER: 60 60 60 40 460 60 40 60 60 40
----- “emcesecvencsensrtoctrtannass sWs  o@+ a@s  TWe afle oEe s@e oM oRe  ams

*® FROM PREVIOUS PAGE *+
ABDOMINAL PAT succovavarcrovsavasoanasonossvtvsescseacass NUMBER EXAMINED S 2
«+~FOCAL FAT NECRQSIS 1
L AXELLARY ivuesovenosnsvosoncosssvscsestavavsnssss NUMBER EXAMINED:
--8iNUS KISTI0CYTOSIS
+ARTERIT!S
~=PARAFOLLICULAR HYPERPLASIA
+-BITE ONLY
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<-DILATED SINUSES 0
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-+SITE ONLY
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NRUMBER EXAMINED:
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TABLE 10F . continued,

Histopathology « group distributien of non-neoplastic findings for all animals

group t { 2 3 4 ]
Compound [} control es ED2 HTF 919 .-
Dossge (mg/kp/dey) 1 0 4 60 200 600

DR R R R R R R R N R I Y Gecaucessvaransasn

ORGAN AND FINDING OESCRIPTION

$EX:
grROUP:

NUMBEN:

R R R N R R N L LR

LA RENAL s.ouvvvesnnovsnsasnasnsncnssnavsarssancasass NUMBER EXANINED:

~+ERYTHROCYTES AND ERYTHROPNAGOCYTOSIS IN SINUSES
=~OILATED SINUSES

==PARAFOLLICULAR NYPERPLASIA

«<PLASNACYTOS!S

LN THYMIC sovvoecnnsvenaconvrsnnccnsneccrsscnrrocsnns
<«PARAFOLLICULAR HYPERPLASIA
+<ERYTAROCYTES AND ERYTNROPRAGOCYTORIS IN SINUSES

HAMNARY A, CRAB tooaesevronnentivesstasvsvsssasssnoeens
+-SECRETORY ACTIVITY

MESENTERY (oooesvvnnnosvnononnnrnasrossnostvesnatannane
<<PERITONLTIS

MISCELLANEOUS .. cvoviersnossoccsonsortssnsantasnnnioos
«<PERIANAL GLAND NAEMORRNAGE

MUBCULO-SKELETAL sovvsosnnvonnerrorernrssrncnancsvsnnes
-+ THICKENED CRANIUNM
*=ACUTE [NFLAMMATION
=-FOCAL CARTILAGE NYPERPLASIA
--EX087T08I8

LEFT PREPUTIAL GLAND «vvvecnrersrsronncossssntsossancns
««CYSTIC ATROPMY )
<«DILATED ducT
~-ABSCESS
<<CHRONIC INFLAMMATION

NUMBER EXANINED:

NUMBER EXANINED:

NUMBER EXAMINED:

NUNBER EXAMINED:

NUWBER EXAMINED:

WUMBER EXAMINED!:

P P R R R

Print Noy 0085

Printeds 2%1-JAN-98
Pege: 14

Schedule number: — 034

....... 4esecsscstonannnnnanasasnans

** NUMBER:-OFf - -ANINALS ~AFFECTED +--

"'"""""Al!""“"’

ST S MY T
60 60 40 60 60

cme  eBe  ame eme  eme
3 2 H 2 2
0 1 0 0 0
0 1 ) 0 0
0 1 [ 0 0
0 0 0 0 0
4 1 1 [/ H
¢ 1 0 0 0
0 0 0 0 0
0 0 0 0 0
0 0 [ 0 (]
¢ 0 0 ) 0
Q 0 0 0 0
0 0 1 ¢ 0
0 0 1 ] 0
3 2 1 3 H
1 6 .0 [} 4]
0 0 0 0 t
0 0 [} 0 0
0 0 0 ] ]
2 H 3 4 9
1 2 1 2 3
0 [} 0 0 2
0 2 2 1 1
0 0 Q 1 1

cosvesscsBERALE s sacas
cfe a2s 3. 4. oS-

60 60 60 40 60

cme  cme  eme ome  eme
11 ] 3 5 9
0 0 0 0 0
0 0 0 0 0
4 0 0 [ 1
0 0 0 0 1
9 [} 3 4 4
2 ) 3 { 2
] 0 1 0 0
1 1 [« 0 1
1 0 0 0 ¢
9 0 0 { 0
0 4 0 1 0
0 0 0 0 0
0 0 0 0 0
1 1 6 2 3
0 0 0 0 (4
0 0 0 0 0
1 0 0 0 0
0 0 ' Q g
0 0 0 0 0
0 0 0 [ 0
0 0 0 [ 0
4 0 0 0 [
0 0 0 0 0

APPEARS THIS WAY
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TABLE 10F - continued, print Not 0065

Histopethology - proup distribution of non-nesplastic findings for all animals

Group t 1 H 3 4 H Printeds 21-JAN-98
Compound [} control «s SD2 HTF 919 .- Paget 15
posage (my/kp/day) t 0 0 60 200 600

Schedule numbers —— 034

B R R S P L LR RN R R R R L LR R T R T T LT

e+ NUMBER-OF  «-ANIMALS -AFFECTED -

SENE *esvecccachALPevaccrser cacavsasafERALE oo
GROUP: +te *2+ <3¢ she -5+ of- 22+ <3. -4+ 8-

ORGAN AND FINDING DESCRIPTION NUMBER: 60 60 60 60 60 40 60 60 60 40
e aNsesiseseas e es et tosntatenetetoatrttosorttoasnttanatttaanns Sesassnace ome <Bs  Be  eMs  emMe oM+ cge cNe s@c  ome
RIGNT PREPUTIAL QLAND L. veiiirovevnrotaasnrasasasasess NUNSER EXAMINED: 7 H 2 3 é 9 0 0 [ 9
«<ASSCERS 2 1 ) [ 1 0 0 [/ 0 9
=+CYSTIC DILATATION 1 0 ] 1 1 0 0 0 0 0
-+CYSTIC ATROPHY 2 2 1 2 1 0 [4 0 4 0
«-DILATED oucr 2 0 9 ] 1 0 0 0 [ 4
SKIN OTBEN ,.vvecrnsreuvnnnsonssnncssnnansaoivsorsseess HUMBER EXAMINED: 28 24 22 14 22 12 12 W1 9 10
-=ATCOTIC ANSCESS 0 ] 1 1 1 2 1 ] 1
«~ULCER(S) 2 ] 1 0 1 2 1 3 3 1
«+ACANTHOSIS 0 1 1 0 1 0 [ 2 2 0
-~NYPERKERATOSIS 0 ) 1 0 0 0 0 H 2 9
+~SUBCUTANEOUS OEDEMA [3 1 1 2 1 4 4 $ 2 1
++ABSCESS(ES) 1 2 0 0 1 1 0 ° 0 0
+«CHRONIEC IRFLAMMATION 1 0 0 1 [} 0 0 0 0 0
EMALL INPESTIME iveiouusssnrvrsasaonressoossassassnree NUMBER EXAMINED: 39 59 60 59 60 40 60 60 60 60
<« MUCOSAL HYPERPLASIA [ 4 0 0 ebel 0 0 9 0 7ad!
RIGHT SUBMARDIR SL.OL. .uovceieivennornancntorenrsosnss NURBER EXAMINED: 1 0 0 0 0 1 1 9 H ]
«<OEOENA 0 0 ] 0 0 1 0 [ 4 ]
++NECROSIS 1 4 0 ¢ 0 0 0 0 0 0
TAIL 4vvvnarasoorersanasissannossocssransssransensaess NUKBER EXAMINED: 2 0 2 1 2 1 ] 0 2 1
«+FOCAL FlOROSIS 0 0 ! 0 [} ¢ 0 0 0 0
«~EPIDERNAL INCLUSION CYST(S) 2 0 1 1 0 1 0 Q 1 1
FHORAK ocvosnnvsssavscovoansnsasonsssvosostssssrnosssae NUNBER EXAMINED: 9 1 1 2 0 [} 1 2 3 1
«-CHRONIC INFLANMATION 0 1 ] 0 1 0 [ 0 0
THYROIDS suvesnvassosnnnsonnrancncssatassnssssaasosross NUMBER EXAMINED: 460 60 59 60 60 460 60 60 40 60
+«DILATED FOLLICLES/FOLLICULAR CYSTS 7T 10 10 7 14 7 10 8
0 ] 0 0 1 0 0 ] [

«<FOLLJCULAR CELL NYPERPLASIA
*% CONVINUED ON NEXT PAGE **

Significant when compared with Group 1: b - p<0.01; ¢ - p<0.001.
Significant when compared with Group 2: d - p<0.05; ¢ - p<0.01
Significant when comparcd with combined Controls: i - p<0.001,

S APPEARS THIS WAY
ON ORIGINAL
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TABLE 10F - continued. print No: 0065

fistopathology - group distribution of non:neoplastic findings for all animatls

Sroup 1 1 2 3 4 H Printed: 21-JAN-98
Compound H control s SO2 ATF 919 -- Page: 16
bosage (mp/kg/day) 3 0 Q 60 200 400
Schedule number: .. 034
ece WUNBER:>OF -AKINALS-AFFECTED -~
SEX|[ cocvcrocacr-fAlEoroccncns scaccocacFEMALE S toroann
GROUPY +9+ =2+ +3c che <% ofe o2¢ <3 oks 8.
ORGAN AND FINDING DESCRIPTION HURBER: &C 60 40 60 40 1] 40 40 &0 60
tesssenatanavesonts ame rme “me ol “qe ome “me sma “me cw-

P L L T T R T N LY

** FRON PREVIOUS PAGE **
THYROIDS cuvnovovrvnnoancoaranssreosssanseronsscosssrsse NURBER EXAMINED: &0 60 SS9 60 60 40 &0 60 40 60
] 0 0 0 0 0 0

*+FOLLICULAR HYPERTROPHY [ [ 3
*e EXD OF LIST o

APPEARS THIS waY
ON ORIGINAL

L91 23eg
00217 VAN



NDA 21,200
Page 168

APPEARS THIS WAY
ON ORIGINAL

APPENDIX IT

Tumor and Non-tumor Data for 2-year Dietary Carcinogenibity study
in rats
- =™ 0329/970357)

APPEARS THIS WAY
ON ORIGINAL
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TABLE 10C .

Histopathology - group distribution of neoplastic findings for all animals

;’%PPEARS THIS WAY

O

LY ST
“'t s ”Hii

Group ‘ o 1 2 3 4 5 Printed: 05-MAR-98

Compound 1 Control -- 8DZ HTP 919 -- Page: 1

Dosage (mg/kg/day) : 0 (+} 20 80 180

Schedule number: —— 029
---NUMBBR-OP-ANIMALS-APFECTED--’
BEX) +ececoves “MALE--cwnenss esmmccocs FEMALB----==--
GROUP: =1~ =2+ =3- 4= -5+ -l- =2~ 3= <4 5.

ORGAN AND FINDING DESCRIPTION NUMBER: S0 S0 S0 S0 S0 S0 50 50 S50 S0

ceshcavnconmnaasnn dcccmnaa cMeemttecrrrermeennranara . ———- cecammnaven cme emr eme emm ems  cms  cme  cme  cme  em-

. ** TOP OF LIST **

mmm © et e b eart e dacassssasranassreess NUMBER EXAMINED: 50 50 50 {4} 50 50 50 50 50 50
«=M-CORTICAL ADERNOCARCINCMA ' 1 0 0 0 0 0 1 0 0 0
«-B-CORTICAL ADENOMA 1 0 0 1 0 2 o 0 1 3

ADRENALS MED LER seeseosotasrooonsaassnsnasssasssesss,, NUMBER BXAMINED: S0 S0 50 50 50 50 50 S0 SO SO
«-M- PHAROCHKROMOCYTOMA. 1 ] 0 1 0 1 0 1 1 1
- - B- PHAROCHROMOCYTOMA 3 4 4 6 2 0 [V 1 1 1

AORTA s esvuraosscassroaraaniossttasaranssonessssssesss, NUMBER EXAMINED: 50 50 50 50 50 S0 50 50 S0 S0
- -M-HAEMANGIOSARCOMA 0 0 1 0 0 0 0 ] 0 0

BRAIN X 3 \irvnonotionsroeetostnseasseoennansnss v.+.. NUMBER EXAMINED: 50 SO 50 S0 S0 S50 50 S0 50 50
= =M-QLIGODENDROGLIOMA - ) ] 0 0 1 0 ) ] ] 0
-~B-GRANULAR CELL TUMOUR 2 1 1 3 1 0 4 1 1 0
- -M-MENINGEAL SARCOMA 0 1 1 0 ] 0 0 ] 0 ]
~=M-MALIGNANT RETICULOSIS 0 1 0 0 0 1] (4] 1 0 0
- -M-GRANULAR L TUMOUR 0 0 1 o 0 o} 0 0 0 0
- -M-EPENDYMOMA 0 0 0 1 0 0 0 0 0 0
- ~M-SCHWANNOMA 0 1 0 0 0 0 0 0 0 0

CRECUM 4o tvvnaas oo rorstanrosoniesossonerssoananeesinns . NUMBER EXAMINED: 47 47 45 46 49 48 47 50 49 48
~«=B-LEIOMYOMA . 0 ] 0 0 0 1 0 0 0 0

DYUODENUM 400 voesnunnsosusnenonoieanssnaerivesceses . NUMBER EXAMINED: 48 49 49 46 49 50 49 50 50 48
- -M-CARCINOMA ) ] 1 0 0 0 0 0 0 0

EPIDIDYMIDES LER 1o vvvvvennrensonnsnnssernessonsenness NUMBER EXAMINED: S0 S0 S50 S50 50 0 ] 0 0 0
- ~M-8ARCOMA ] ] 1 ] 0 0 ] 0 0 0

192 & S T SO NUMBER EXAMINED: 48 49 48 49 49 47 49 48 49 49
--M<AMELANOTIC MELANOMA 1 0 0 1 1 0 0 0 0 0

691 23eq
00Z1Z VAN
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TABLE 10C - ccncinped‘
Histopathology « group distribution of neoplastic findings for all animals

Group 1 2 3 1 ] ' ted: 05-MAR-98
Compound t Control -~ 8DZ HTP 919 -~ Ptigaggg g5 ?
Dogage (mg/kg/day) 0 [ 20 80 1600

Schecule number: —— 029

.............. e L L L L LT T Y T P T PR PPN

B L L T R L B L L LR T L L T PR P P T L Py

---NUMBBR-OF ANIMALS-APFEBCTREBD --~-

0L1 93eg
00717 VAN

LS%0 L6

LLLO

---------- MALB--=evecee ceecececePEMALBe-revann

GROUP: *l- -2+ 23~ 4. oS¢ ale 424 3= ede  <5-

ORGAN AND rmmm DESCEIP!'IGW NOMBER: 50 50 50 50 SO S0 S0 50 S0 S50
ecearaseaNevemmsecvmasamcammmoneeeceanteanae e aun e wnenrccssuarnneree =me  cme  eme cme  me eme <ma  cm- ==  om=-
FEMUR AND MARROW ... ...ivvusnnnons e e NUMBER EXAMINED: 50 50 80 50 S0 S0 80 SO 50 S0
» »M-OSTECSARCOMA [+ [4 [4 b 4 0 Q 0 ] [4
HARDERIAN O8.LER .. ..t ivvsnnirertanitvssonansros . NUMBER EXAMINED: 50 SO0 S0 %0 50 $0 49 S0 50 50
« «B-ADENCMA 0 1 [+] 0 0 [ [¢] 0 0 [+]
HEART, AURICLE AN e ... NUMBER BXAMINED: 50 S0 S0 80 50 S0 S0 S0 80 SO
--a-mm BODY 'RMUR ) [} (] 0 ] 0 [ 0 1 4] 0
R o . PN Fesder e +.. NUMBER EXAMINED: 48 48 48 47 49 50 49 48 50 48
«=M-SCHWANNOMA . 0 [ 2} 0 0 0 ] 0 1 0
XIDNEYS LE&R «vvoveven e PRI .. NUMBBR BXAMINBD: 49 50 50 50 50 19 50 45 50 49
-=-M-RENAL CAR CINW 1 0 [ [} 0 0 1 2 ] 0
«-B-RENAL ADENOMA [} 0 ] 1 0 0 0 0 0 0
‘--M-LXPOBAW ¥} o o [} 2 0 0 Y 0 0
e . .. NUMBER EXAMINED: 49 S0 50 S50 50 \ S0 49 S0 50 50

7 14  17a 8 8 4 2 [

) 0 1 0 0 0 0 4

LIVER X 2 .ivciorevanenansnvasnsnre, ivierraaaeers s NUMBBR EXAMINED: 50 50 50 50 50 50 50 S0 50 50
»=B-HEPATOCELLULAR ADENOMA [ 1 [/ 0 1 [ [ 1 [+ 0
+«M-HEPATOCELLULAR CARCINOMA [ ¢ [+} Q 1 2 ) [ b3 ]
LIUNGS X 2 ,0vereoneivansnetnsansnnss et e NUMBER EXAMINED: 50 50 80 50 50 8¢ SO0 S0 50 S0
~+B-PULMONARY ADENOMA 0 0 0 0 4 1 0 0 0 0
MAMMARY A CAUD . ... oivivvsarnernonay e ... NUMBER EXAMINED: 50 S50 80 50 50 S0 50 50 850 SO
« «Ma ADENOCARCY . 0 [ 0 [+] 0 0 4 4 0 1

=~ » B« PIBROADENOMA ] 0 0 0 0 L i [ 2 [}

2 0 0 0 Q 0 ° 4 Q o

«=BeFI]

BROMA
*+ CONTINUED ON NEXT PACE *¢

APPEARS THIS WAY

-ON ORIGINAL
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TABLE 10C -~ continued,
Histopathology - group distribution of neoplastic findihgs for all animals

" Group t 1 2 3 4 5 Printed: 05-MAR-98
Compound ! Control -~ BDZ HT? 919 -- Page: 3
Dosage (mg/kg/day) : 0 0 20 80 180
Schedule numbert 029
=~ NUMBEBER-OF-ANIMALS-AFPFECTEBD ---
SEX: essesvesa MALE-mmmmono- cnerecec-FEMALE--coeuon

GROUP: +1- <2+ +32 <d= <5e olc 2= 3= o4e o8-

ORGAN AND FINDING DESCRIPTION NUMBER: 50 50 50 50 S0 50 50 S50 S0 SO

e R L L L L LR T b B L L R bl L L R R L Ll LR ST ] LELE X XY “me eme e om~ ome= L T eme cm- £y T3 -me
** FRCM PREVIOUS PAGE ++
MAMMARY A.CAUD (..vvovenoanitrorosoetsanennsons vviseev. NUMBER EXAMINED: §0 SO SO SO 50 S0 S0 S0 S0 SO
© =--B-ADENOMA 0 0 0 0 ) 1 1 0 0 0
NASAL TURBINATES .00 tovsoeseraneronocnsosonsonionanens NUMBER EXAMINED: 49 49 50 50 SO0 43 SO 49 80 50
- B-ADENCMA ) 0 1 1 1 1 0 0 0 0 0
- »M-FIBROSARCOMA 0 0 0 0 0 0 0 0 1 ]
OVARIBS4OVID . LER 4 4vevvvrivassniariassorssnensasnenosss NUMBER EXAMINED: 0 0 0 0 0 SO s0 S0 S0 SO
-+B-RETE TUBULAR ADENUMA 0 (] 0 0 0 1 0 3 2 2
- = B~GRANULOSA/THECA CELL TUMOUR 0 0 0 0 0 2 4 0 1 2
--M-GRANULOSA CELL 0 0 0 0 0 0 0 0 1 0
- -M- BCHWANNCOMA 0 ¢ 0 0 0 0 ] 0 0 1
- =B« LETOMYOMA 0 0 ] 0 0 0 0 0 0 1
PANCREAS , , o0 v ouviosvoonsnsnessnnnnansesovasrsosss s NUMBBR BXAMINED: S50 50 50 50 S0 S50 50 49 50 SO
--B-IBLET CELL ADENOMA 2 [ 4 4 3 2 0 0 1 0
«+M-ISLET CELL CARCINOMA 0 4 1 1 1 0 0 0 0 0
- -M-PANCRERATIC DUCT CARCINOMA 0 1 ) 1 0 ] 0 ] 0 ]
PARATHYROIDS LER ,.vvovtieetotatartresinnsascnnssssssss NUMBER BXAMINED: 47 50 46 50 48 45 50 46 49 47
~+B-ADENOMA 1 4 4 s 4 1 (4] Q 1 0
PITUITARY vuevervnernnnonsioniasossarons Vevveiesssss. . NUMBER EXAMINED: 49 50 50 S50 S0 SO 50 S0 S0 S0
- «B- 16 AS 12 .19 15 34 35 31 25 17
W‘—‘.- = TNTERMEDIA ADENOMA ) 0 1 0 0 1 Tt T
- -M-CARCINOMA 0 0 0 0 0 1 0 9 0 0
~ =M~ SCHWANNCMA 0 0 1 0 0 0 0 ] [ 0
PROSTATE . e vt e v anuisoensstonososonetoecessoosonroenne .. NUMBER EXAMINED: S0 SO SO 50 S0 0O 0 0 0 0
- «M=-ADENOCARCINOMA 1 1 1 0 0 ] 0 ] 0 0
. 0 2 ) 0 ] 0 0 0 0 0

- -B-ADRNOMA

C - APPEARS THIS WAY
GN ORIGINAL
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TABLE 10C - continued.

Hiatcpathology - group distribution of neoplastic findings for all animals

Group : 2 2 3 4 5
Compound t contro -« 8DZ HTF 919 --
Dosage (mg/kg/day) 0 0 20 80 180

D L T T T T R R R T L L L L L R T iy

Printed: 05-MAR-98
4

Page:

8chedule number: —. 029

L R N L L R N L T T Y R A R S Sy S Sy

- NUMBER-OPFP-ANIMALB-APFECTED ---

' 8EX: ncescaceccMALE-corccacs cncwercssfEMALRcconccnn
GROUP: =1- =2« =-3- 4= =8- <le =2« <3 24 <S5
ORGAN AND FINDING DESCRIPTION NUMBER: S50 SO0 S0 S50 S0 S0 50 50 %0 S0
------ L R R L L R L R T T T O T T o emw -~y -m- cmw oeme Y Y ~me - Y
SPLEEN .. vvivoeivnssrseriosotonestssanssssvnssssseess, NUMBER BXAMINED: 49 50 50 50 49 49 S0 50 's0 50
«~M-8SARCOMA i 1 (] 1 0 0 0 Q 0 1] 0
TRETBS LER . uovviionsornsnssssvavntosnsnsssersesseress, NUMBRR BXAMINED: 50 50 S0 50 50 0 0 [} 2] [}
«=Be 2 3 4 3 3 0 0 0 0 0
THYMUS t4uiivesaeiasovsananoneosorssosnsacerssasessosv,, NUMBER EXAMINED: 49 SO0 50 SO 80 S0 50 49 680 50
- =M~-THYMOMA 0 1 1 0 9 Q Q 1 0 [
««B~THYMOMA 1 0 1 2 1 2 2 2 4 1
THYROIDS LAR .oiuiiissveirvrorianassonsasneesiareases., NUMBER EXAMINED: 49 SO SO0 50 50 S0 50 50 43 48
«=B~PARAFOLLICULAR CELL ADENOMA [} 7 11 10 9 7 4 4 4 3
«+B~FOLLICULAR CELL ADENOMA § 7 ? 10 3 1 2 3 3 1
- -M-PARAFOLLICULAR CHLL CARCINOMA 4 2 0 1 0 1 1 [} 1 0
-=M~POLLICULAR CELL CARCTNOMA 2 1 g [ o} g A 1. 0 J
«« B~ PARMGANGLIONOMA [ RS 0 0 0 0 ] [+] 0 C
UTERINE CBRVIX ..cveorvasreotnanrsasncnansisissrssere, NUMBER EXAMINED: 0 [} 0 4} 0 49 S0 50 S0 49
« =M= SCHNANNOMA Q 0 0 Q 0 b 0 0 1 0
--B~-POLYP 0 0 0 [*] 0 0 1 [¢] 0 (]
UTERUY iursnestvsioastoiossatoanionrotsaninoseioarnronss NUMBER EXAMINED: Q 0 0 4 0 50 S0 50 S0 50
- «M~RNDOMETRIAL S8ARCOMA Y e 0 0 0 0 0 1 0 b
- =M= Q 0 0 [+] [o} 2 3 2 2
T-M-SCHN, 0 0 0 0 0 ”U—'—_O'-——O“I—"—g'-
--B~POLYP 6 © o 0 © 6 2 6 94 .2.__
« ~B-ADENCMA 0 [4 0 0 o 0 1 [/ (] 1
T «.., NUMBER EXAMINED: 1 2 [} 1 Q 1 1 0 [ 2
«=B-L1 0 0 0 0 [¢] 1 o] 0 <] 0

.

APPEARS THIS WAY
ON ORIGINAL
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TABLE 10C - continued.

Histopathology - group dietribution of neoplastic findings for all ahirnalu

Group s 1 2 3 4 5
Compound ' Control -~ SDZ HTIF 919 --
Dosage (mg/kg/day} : o S0 20 80 180
8BX}
GROUP:
ORGAN AND FINDING DESCRIPTION ) NUMBER ;
POOT/FBET 4 v veeneritnosnsenonontoonssstonsnansnincncs , . NUMBER EXAMINED:
~=M-HI. SARCOMA
»=B-PAPILLOMA
H/POIBTIC TUMOUR ..vvvvsvsnrsivinnasvsoasssnsssrseesrers, NUMBER BXAMINED:

~+M-MALIGNANT LYMPROMA
= =M-HISTIOCYTIC SARCOMA
+~M-LARGE GRANULAR LYMPHOCYTE LEUKAEMIA

LN AXILUARY oouueraussnoitenssannstennstnniisstontnes

-« B-HAEMANGIOMA

MAMMARY Ac CRAN . iuviriinivasonnsratessaninearinsionis
= =M« ADENOCARCINCMA
«~B~FIBROADENOMA
«=B-ADENOMA
- =B-LIPOMA
--B-BASAL CELL ADENOMA

MAMMARY A. OTHER .......... e
- - B- FIBROADENOMA
- <M-ADENOCARCINCMA

MESENTERY <0 oo e onsoaasststootatvaniassssiorionseiossens
« -M-FAEMANGIOSARCOMA
= «M-MESOTHELIOMA

--n-gmm
ceBn
- M- HAEMANGTOSARCOMA
- ~M-5CHN,

NUMBER EBXAMINED:

NUMBER EXAMINED:

. ANNOMA
** CONTINURD ON NEXT PAGE 4+

---NUMBBR-OF~

seneveaseaMALEensoncans
“l- =2+ -3- «4- 5.

50 80 S0 S0 So

|- cm= “me “me ‘em-
100 14 10 5
0 Q 0 0
1 0 0 ]
1 2 2 2
0 1 1 2
0 1 1 [
1 0 [ ]
e "2 10 5
[t} ] 0 0
2 1 3 1
0 0 0 0
0 0 "0 0
0 0 0 0
1 [} 1 0
0 0 0 0
[} 0 0 0
0 0 0 0
0 ° o o
2 1 1 b
0 0 0 0
1 0 [ 0
0 3 0 0
0 1 0 0
0 0 q [}
[+] 1 [¢] 0
0 0 0 [+

H~Oo0o0oW QOr [~R~No] COOOoOCOW oOow DO O OWw

Printed: 05-MAR-58

Page: 5

8chadule number: = 029

ANIMALB-A?FBCTBD-n
wesemecs s PEMALBcoroacan

ele e3e e3- -4-
s0 S50 50 50

cme  eme cme vme
1 i 3 1
] 0 1 [+
0 <] 0 [*]
1 1 1 ("]
0 0 1 (]
1 1 0 0
[+] 0 0 0
12 12 10 4
0 1 [ )
17 22 20 7
[ 3 3 o]
8 [ 3 2
0 2 3 0
0 0 4 0
0 1 0 0
3 4 1 2
2 3 1 0
1 b o 2
3 ) ] 2
1 o] 0 0
0 [+] ¢} [}
0 1 0 [
0 0 0 0
0 1 4 ]
0 0 0 0
4 0 o [+

5.
50

[~ X -FeN-¥a) QOO HOMm QOoOOrHWwa (=X 3 OrHOoOr o0o

APPEARS THIS waY

GN ORIGINAL
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TABLE 10C - continued,

Histopathology - group distribution of necplastic findings for all animals

Group s 1 2 3 4 5
Compound C o Control -~ 8DZ HTF 819 --
Dosage (mg/kg/day) : o ) 20 80 180

Printed: 05-MAR-98
Page: 6

Schedule number: «-~ 029

A e R L e Rt L R e T L T R L LY X Ty AR

88X1
GROUP:

ORGAN AND FINDING DESCRIPTION NUMBER:

L N T e N T R L R N L e L L L LRy, snmmana

** FROM PREVIOUS PAGE ¢
MUSCULQO-BKELETAL ...y iurtnssivnrtnnivareiroonioesinnas NUMBER BXAMINED:

--M-SARCOMA

PAROTID OGLAND i cuvvien it siinesinrnansanstnesinecsisne
« =M~ ADENOCARCINOMA

SKIN OTHER 4 vvuirionntiniovonosataiaennrasionassasuns
«-M- PIBROSARCOMA

CMA
-=M-ZYMBAL'S GLAND CARCINOMA
«=B-PAPILLOMA -
- -B-BASAL CELL ADENOMA

.+ NUMBER EXAMINED:

TAIL vt i uvnersavsntor ot naiors o vttt rerinas

«-B-PAPILLOMA

THORAX v osveurtvtsiniatnssvaneonsonsas
~-M-MESOTHRLICMA
*e END OF LIST *¢

NUMBER BXAMINED:

DN I S I I S AT SR P

«~NUMBER-~QOF-ANIMALSB-AFPECTED---

cnmceceraoMALBescccrcse ssememacoFEMALBranocaca
“ls ~2+ <3~ -4+ =B ole <2~ 3. 4. -5.

50 50 5 S0 S50 50 50 50 S0 SO

~WS  e@s =A®  cms ege  eme amFT  ems ~f~  ecmw
[} 3 0 0 3 ] 1 [} 0 0
0 0 0 0 1 0 0 o] 0 0
0 0 0 0 0 0 0 1 0 4
0 0 o 0 ] o 0 b 0 0
28 21 33 23 29 10 4 8 11 2
1 0 2 0 0 0 0 0 0 0
S S 0 1 0 0 0 0 1 1
0 1 1 0 1 0 0 Q Q 0
2 2 5 2 0 1 0 0 0 0
0 1} 0 0 b 0 0 0 0 0
1 0 1 0 0 g 0 0 0 0
1 0 0 4 1 0 1 [ o -0
2 1 1 [ 0 1 Q 0 Q Q
0 0 0 1 1 0 ] Q 0 0
o 0 1 0 o 0 ] 0 0 0
1 2 2 1 1 0 0 0 0 0
1 1 1 [ [4 0 0 [} 0 0
0 1 0 2 (4] ] o 0 0 Q
0 0 4] 1 [ [+ [ 0 4 0

APPEARS THIS WAY
ON ORIGINAL
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TABLE 10F
Histopathology - group distriduticn of non-neoplastic findings for all animals

Printed: 05-MAR-98

Group ' 1 2 3 4 5
Compound 3 Control -« 8D2 HTF 919 -- Page: 1
Dosage (mg/kg/day) 0 0 20 80 180
Schedule nmumber: —=029
-« NUMBER-«-OPFP-ANIMALS-AFPFECTED ---
SEX: .;-.......mg..... ............. FEMALB-vozsonn

GROUP: “1- 2~ =3= =+4= «5e <la =2- -3- <4= =8
MMBER: SO S50 50 SO SO SO S0 80 S0 50

eme sme mET Cme *TEe ege “He eme oM ewe

ORGAN AND FIRDING DESCRIPTION

B L T T R LT R L L e avsecanccmmanm wesaa

** TOP OF LIST **

ADRENALS CTX LER 4 covruvnesssrsnsrtsercsrrvrsssssersss. NUMBER EXAMINED: §0 S0 SO S0 S0 S0 S0 SO0 S50 80
««CORTICAL HABMOCYST (8 3 3 6 4 2 35 35 41 38 29
» « EXTRAMEDULLARY HAEMOPOIESIS 1 3 1 1 0 4 1 0 1 3
««CORTICAL FATTY VACUOLATION 15 15 12 18 23 215 13 ? 213 29
" CORTICAL HYPERTROPHY 4 212 8 11 8 13 12 Se 7 6
~e 8 0 0 0 [4 [} 0 0 0 1 0
= +BOGINOPHILIC CYTOPLASMIC INCLUSIONS [ 0 Q 0 0 1 1 0 0
«~FOCAL CAL HYPERPLASI. 23 )0 3a 31 28 14 8§ 1 12 10
--NECROSIS n 0 ] 1 4 0 0 4 2 [} ]
.- HAEMORRHAQIC DEGENERATION 3 2 2 0 3 6 8 3 7 u
-- TORY CBLL FOC2 [ 0. 2 1 1 [) ] 0 o [
==FOCAL MINERALISA’ 0 0 b 1 0 1 1 k] ] 1
-«POST-NECROTIC LYs18 0 [ 0 0 0 (1] 1 0 1 9
~=-CYTOMEGALY 0 ) 0 0 0 ] 0 ] 4 2
«+FOCAL NECROSIS WITH INFLAMMATION 0 0 1 0 0 0 [ 0 0 0
=« FAT 'INFILTRATION 0 0 0 0 0 [+] [ [ 0 b}

ADRENALS MED LA&R 4 voiiiaesranerssvriorsissesvaarisino.s NUMBER BXAMINED: S0 50 SO S50 S0 50 S0 50 SO0 SO
»« FOCAL MEDULLARY HYPERPLASIA 11 [3 s 3 4 2 k] 4 3 2
.- (9) . 0 0 0 1 4 [} ° 0 [ <]
== VACUOLATION 0 0 0 b3 0 0 0 1 0 0
+«FOCAL LYMPHOCYTRS 1 0 0 0 0 0 [ ° 0 0

AORTA .4vorrrossevoasnanstonssssrsoreavisinsssvsvessses: NUMBER EXAMINED: 50 SO S50 50 S0 80 S0 50 50 50
«=MEDIAL MINERALISATION [} 2 1 1 3 0 0 0 0 1

BRAIN X 3 ...cueresonueroonassasnsarsnsvesansssrsierases NUMBER EXAMINED: S0 50 S50 50 S0 S0 SO0 50 S0 SO
--DEPRESSION DUE 7O PITUITARY i1 16 12 13 12 22 27 22 17 H
+«DILATED VENTRICLEI 6 6 4 S 3 7 9 8 3 )
««FOCAL KECROSIS 0 0 0 1 0 [ 0 0 0 0
« ~AAEMORRHAGR 0 0 0 1 1 0 0 1 1 3
» ~MINERALISATION ] 1 0 [} 2 1 0 1 2 1

*#¢ CONTINUED ON NEXT PAGR ¢+

o APPEARS THIS WAY
L ON ORIGINAL
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TABLE 10F - continued. » _
Hiatopathology - group distribution of non-neoplastic Pindings for all animals
Group 1 2 3 4 5 Printed: 0S-MAR-98
.Compottnd 1 Control -~ 8DZ HTIF 918 -~ Page: 2
Dosage (mg/kg/day) 1 0 0 20 80 180
i : Schedule numbex: — 029
. -~-- NUMB B R - 0 F-~AN I M A LS8-~AFFEBC T BD ~--

BEX: ~cccnconneMALB-sacensns cocemnoe -FEMALE-=«+~=--
GROUP: -1- =~2- =3 <4« «5= )= <2 -3~ -4- -§-

50 50 S50 50 ‘50 SO0 SO0 50 SO

-y- “me cue By 2 e - ome cma Py Ty

S0 50

ORGAN AND FINDING DESCRIPTION . . NUMBER: 50
*+ FROM PREVIOUS PAGE *+*
BRAIN X 3 iuvevveoaoiarsoronesstariracansnsatnions e
-« INTRACEREBRAL HAEMORRHAGR
«~MALACIA
«-GRANULAR CBLL HYPERPLASIA
--FOCAL SCARRING

BRONCHI ,.vvvivrvnsennsssonrsoninsnstoraassssssi-sis,. NUMBER EXAMINED
-=-ACUTE INFLAMMATION
-+«BPITHELIAL HYPERPLASIA

--BLOOD IN LUMEN
-«INCRRASED BRONCHIAL-ASSOCIATED LYMPHOID TISSUR

50 S50 5§

wn
(=] =2 ¥-¥-Ro1
n
o o»oo0o
('
o
w
(<]
w
(=] o000 0

wn
ot

wn
vt
wn
wn o000 oo0O0
w
wr
o [} =No¥oNo) QOrKOoOO
w
o
~ OO0OHOO OOWO
0n
W HOO0O0O H»rHoo
® 00000 oMOO

IS
o
® QOONh 00000 OO6O0O0
o
S
O 00 OMO® 00CAO OOON
S
n
'S
F'S

VO H~OoWwW 00O COKFN O0AOK
-

NUMBER EXAMINED:

F

CABCUM o i ievermnvesnonssasntssnnsossnoinesassianas Ceves
--LYMPHOID HYPERPLASIA
- -ARTBRITIS
-~ INFLAMMATION

QOLON L hiiteistioasorstosriaaotatstoissraaentssriiosise
» - LYMPHOID HYPERPLASIA

wn
O N0 oo

F Y

-
OCO0OO00O0COTC QOQO® LYV NOO

b
wy

o QCoOow o w (=N o Xe)
wn

NUMBER EXAMINED:

[*.

o ‘
O OO0 FHONO 0000
-

- -~
v oW OO »
v

o

CODOrowo QO
-

® MY OMENY OMHOoO
o

v
w O oo
-~

>
-

. NUMBER EXAMINED:

R XX

SCTbPIC PANCREATIC TiSSUB IN SUB
"MM%MANHNMMﬂm

S

wn
wn

HPOOOMMERDO OO

. NUMBER EXAMINED:

-
o

OHFMOOOHO OpP
=’

=< INFLAMMATION

- -SPERMATOZOAL GRANULOMA
==ACUTE INFLAMMATION

-+TUBULAR BPITHELIAL HYPERTROPHY
- «HAEMORRHAGE

-~ INTERSTITIAL INFLAMMATION
*fmmnmmmnwnvmm~-

! t

BPIDIDYMIDES LER ..vesteitererarrornrsoraronssaseseres
REROUCED SPERM CONTENT

oO0OoOroo
CoOo0OC
CO0O0CO0O0OO Qo
COQOO0O0O0OO0 OO0
o000 0O0O0O OO
COCO0OO0QOO0OO0 OO
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TABLE 10F - continued,

Histopathology - group distribution of non-neoplastic findings for all animals

Qroup H 1 2 3 4 S
Qompound ' Control -« 8§DZ l-m' 919 -»
Dosage (mg/kg/day} ! 0 0 20 180

88X

GROUP:

ORGAN AND FINDING DESCRIPTION mmm

P L T R N L L T P L L X R DY T ROy

** FROM PREVIOUS PAGE +¢
BPIDIDYMIDES LAR oo vuivovrorassastonnnrcnosasannss . NUMBER EXAMINED:
- ~-HABMORRHAGIC FAT NECROSIS '

BYR LT tuveitivuaoartgoooasstareassotacisotonsassins
~-DEGBNERATION OF RETINAL INNER NUCLEAR LAYER

««DEGENERATION OF RETINAL OUTER NUCLEAR LAYER
- «RETINAL FOLDS
- LENTICULAR
--ANTERIOR UVEITIS
-~-DIGRUPTION/PIBROSIS
CORNEAL DYSTROPHY

« = HUMORAL, mmmmx

FEMUR AND MARROW .0 i ivcvvenessonrnsnsarnonsannees
-~ HAEMOPOIRTIC - CBLL HYPERPLASIA

MARRON HAEMORRHMAGE
«=FAITY ka OF MARROM
-«FIBROSI8 OF MARROM
SYNOVITIS

. NUMBER EXAMINED:

. NUMBER EXAMINED:

HARDERIAN GB.LER 10 vevvvsrvaosasrssarrssseiassssssss.. NUBER EXAMINED:
—-meu mnon :
-« CHRONIC
--Acmmnmnon

HYPERPLASTA

- -ACTNAR DILATATION ‘

HEART, AURICLE . oovaeresactasnssnstanncesacany
ACUTE MYOCARDITIS

- ~ENDOCARDIAL HYPERPLASIA
- «CHRONIQ MYOCARDITXS
~«BPICARDIAL HYPERPLASIA

«+veuv.. NUMBER EXAMINED:

printed: 05-MAR-98
Page: 3

Schedule numbez‘: - 025

---NUMBER-OP-ANIMALS-AI‘PBCTBD---

cenesveecaMALEeccnone-a wmmea coneFEMALBavevaaen
“1s +2~ =3e -4« -5« -Je, 2= -3+ o4~ =5-

S0 50 S0 50 50 SO S50 S50 50 SO

“Ma  aMe  ewe cme  cMf  am=  cMYT  <ms uge  *B=
0 S0 S0 S50 SO 0 0 Q 0 4
Q 0 0 1 ] 0 0 0 0 0
48 49 48 49 49 47 49 48 49 49
[{] 1 2 2 3 0 [ 1 4 1
2 2 2 2 2 4 4 3 1 2
] 0 1 0 0 0 2 0 1 2
[} 3 J ? 4 0 2 1 0 0
0 0 1 0 0 0 0 0 1 0
1 2 1 1 ] 1 ] ] 0 0
1 0 0 0 0 0 0 0 Q 9
0 (] 0 ° 1 0 '] 0 Q 0
80 S0 50 SO0 S0 S0 SO SO 80 SO
2 1 1 1 1 2 1 2 3 s
0 2 0 o .2 0 ) o Q Q
0 1 Q Q o 0 [+] [ 0 0
0 1 Q o Q ] [ 1 [+4 0
0 0 0 Q 0 2 1 ] ] 0
S0 S50 SO 50 S0 S0 483 50 s0 50
3 3 3 [ b 4 2 3 5 S
20 17 23 18 14 12 12 14 13 13
0 1 0 0 1 0 2 0 1 0
1 3 2 $ 2 0 1 0 0 0
1 0 0 0 0 [ 0 0 0 0
S0 S0 S0 50 S0 s0 S0 50 50 S0
[+] 1 0 0 0 0 0 0 ] Q
0 0 0 0 4 0 1 0 0 0
1 -0 0 1 1 3 k) 0 0 0
0 0 0 1 ] 0 Q 0 0 0

APPEARS THIS WAY
ON ORIGINAL
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TABLE 10F - continued.
Histopathology - group distribution of non-neoplastic findings for all animals

3 4 . -4 Printed: 05-MAR-98

Group s 1 2
Compound H Control -- §D% HIF 919 -~ Page: 4
Dosage (mg/kg/day) 0 0 20 80 180
Schedule number: = 029
...NUMBRR-OF-ANIMALS—AFPSCT!D---
BEX;: cocacvaca~MALBercrencan cscncssesFEMALEccnnnnna
GROUP: -1- ~-2- =3« ~4= =8= =l- +2e <3+ «4e -8
ORGAN AND FINDING DESCRIPTION ) msm 50 S0 S0 50 %0 50 S50 S0 S50 S0
o Ll LT T3 ~me -me -me em= cme ame -—nte

essnssmssssmBnannsestteRneanan

HEART, VENTRICLE ................................,.....mmsxmxm: 50 50 50 50 S0 S0 50 S0 S0 S0
39 46 46 45 41 25 29 35 32 37a0

~=CHRONIC MYOCARDITI

«~CHRONIC xpxcmmms 0 1 Q 0 0 0 0 0 0 [¢]
--nmmm. KYPERPLASIA 1 0 e -0 Q 0 1 [} 0 2
= <MYOCARDIAL NECROSIS 0 0 0 0 0 0 1 0 1 [+}
--ARTBRITIS 1 [ 1 2 0 4 0 0 0 [+]
TLBUM o 0svvonuverneoasostsesssonotnsansscarsionsssnsser, NUMBBR EXAMINBD: 48 47 45 46 49 49 48 48 48 48
~~8UBMUCOSAL CHRONIC INFLAMMATION 1 Q 0 0 0 0 0 0 0 [+]
KIDNEYS LER o cvevriossvasonvsrvessvsvsseesrorserisssss NUMBER BXAMINBD: 49 50 50 80 S0 49 S0 4% SO 49
«=CORTICAL MINERALISATION 2 2 5 [} 1] ? 5 k] 5 10
"« =ACUTE PYBLITIS ] 10 [ S 39 1 2 3 2 1
««TRANSITIONMAL CELL HYPERPLASIA 19 19 14 18 Tbdh3ld 2la 36eg 29 21
«=DILATED CORTICAL TUBULES 0 1 1 1 0 0 1 2 1 3
--PELVIC EPITHELIAL MINERALISATION 29 37 4la 40a 34 48 43 47 45 46
= ~CORTICO-MEDULIARY MINERALISATION 0 0 0 49 Sh 38 36 37 38 41
= «BASOPHILIC CORTICAL TUBULES ki 6 4 9 L] 5 9 6 J 6
- -INTERSTITIAL FIBROS1S 1 2 1 o] 0 0 3 0 3 2
«« INTERSTITIAL INFLAMMATION k| 3 1 1 0 3 4 1 1 2
« -HYDRONEPEROSIS 1 k] 1 0 2 2 k] 0 1 4
««CORTICAL LYMPHOCYTIC INFILTRATION 1 1 0 1 0 [+] 1] 0 1] 1
. CYTOPLASMIC PIGMENT 0 0 0 0 0 [} 1 0 0 1
2 3 2 3 2 0 2 1 1 0
28 33 4 24 10cH 23 15 18 19 14
——ee 14 '} 4 € * S 3

nmmvwmn PROTBINACEOUS CASTS 7 8 7 11 169 9 4 5 4 ldep
««CORTICAL TUBULAR EOSINOPHILIC CYTOPLASMIC INCLUBIONS 0 1 1 0 0 0 1 0 [ [+]
««CHRONIC ACTIVE PYELITIS 0 0 0 0 0 0 0 0 1 0
..wmmn 1 0 0 [} 0 o] 0 0 0 0
-~PAPILLARY NECROSIS 2 0 0 0 (] ] 0 [+] 0 2
1 2 b3 2 1 1 1 1 0 1

Cy APPEARS THIS WAY
ON ORIGINAL
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"KIDNEYS LER o ovoetarnsanasanorinniaioesrororeessanenns
OROTHRLIAL INFLAMMATION

TABLE 10P - eonunuad

Histopathology - group diatzibution of non-neoplastic findings for all animals

Group 1 1 2 3 4 5
Compound s Control »e SDZ HTF 919 «-
Dosage {(mg/kg/day) @ 0 0 20 80 180
SEX:
GROUP:
ORGAN AND FINDING DRSCRIPTION NUMBER :

cavsoene N R L L L T T T TR P T PPy

** FROM PREVIOUS PAGE #*
NUMBER EXAMINED:

- §UB-

-<CHRONIC INTERSTITIAL NEPHRITIS

--SIMPLE TUBULAR HYPERPLASIA

--ARTERITIS

- -MEDULLARY CYST(8)

- - PAPILLARY

--FAT INFILTRATION

LN MANDIBULAR ....ivvviivnnnnncacsrnannnns
« - PLASMACYTOS I8
--DILATED BINUSES
-=-8INUS HISTIOCYTOSIS
~~HAEMOSIDEROSIS
--m'n:n?cym AND ERYTHROPHAGOCYTOSIS IN SINUSES
~-CYBT (8
- =PARAFOLLICULAR HYPERPLASIA
== GB

HAEMORREA
--FIBROSIS

LN MESBNTERIC .. uvenvarrensnvannianiosinrananirsinens
=~AGUREGATIONS OF HISTIOCYTES
--8INUS HISTIOCYTOS1S
««ERYTHROCYTRS AND ERYTHROPHAGOCYTOSIS IN SINUSRS
« - PARAFOLLICULAR HYPERPLASIA
«<-MAST CRBLLY IN SINUSES
--DILATED SINUSES
- -HABMOSIDEROSIS
-~ACUTR LYMPHADENITIS
- -LYMPROID DEPLETION
-«RISTIOCYTE HYPERPLASIA
-<ANGIECTASIS WITH FIBROSIS

Printed: 05-MAR-98

Page: 5
8chedule nuanrx - 029
---NUMBRR OF-ANIMALS-AFPECTBD---
weescsnnceMALBravossnrs cocccnas. FEMALB-~-«-~- .
~1s ~2- «3+ 4. +5- +}e -2+ 3. 4. -8
50 50 S0 50 S0 50 50 50 %0 50
eme LY 24 ;- “me ~me -me ~u~ == .- .-
49 50 S0 50 S0 49 50 49 50 49
1 0 0 ] Q 0 0 0 o] 0
] 0 2 2 49 3 0 0 1 2
1 1 1 1 3 0 0 1 [¢] 1
0 [+] 0 1 0 0 1 0 Q 0
0 [} 0 [+] 0 0 0 0 0 1
0 [ 0 0 1 0 0 0 0 0
4] [+] 0 1 ¢ <] (1] 0 o <]
48 50 50 50 50 50 50 50 49 48
24 22 22 29 22 kk k1 259 26 3o
14 14 7 12 6ag 15 11 4bg 9 sag
o] 1 ] [ 1 2 2 [} 0 1
1 2 3 2 2 11 17 13 12 19
1 4 by 2 5 4 3 o} 4 3
Q 1+ 0 [+ 1 [ ] 4 [ [}
1 1 1 0 0 9 1 2 0 0
2 1 0 3 1 0 1 1] 0 0
[} 1 1 1 [¢] 0 0 0 0 [¢]
49 50 50 S0 50 50 49 S0 50 50
s 27 32 30 21bg 23 33 Mg 249 4
1 [ 1 1 49 1] 1 3 1 Bbdi
9 s 9 7 19ash 12 7 dag 9 5
1 0 Q 0 o} [«] 1 [ 1 1
[+ 0 0 0 410 ) 0 0 0 1
[+ 2 0 0 1 2 2 0 0 2
2 3 6 2 6 13 H 1 4 3
1] 0. 0 0 [ 1] Q 0 1 0
0 1 0 1 ] 2 0 1 0 2
[} [} ] 0 0 0 [} [ 1 [
2 2 2 1 0 2 [ 1 0 0

APPEARS THIS WAY
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TABLE 10F - continued.
Histopathology - group distribution of non-peoplastic findings for all animale

Printed: 05-MAR-98

Group t b3 2 3 4 5,
Compound ) Control -- 8DZ HTF S19 -- Page: 6
Dosage (mg/kg/day) 0 0 20 80" 180
: Schedule mumber: - 029
---NUMBER-OF-ANIMALS-APFBCTBD---
SBX: emvemcccnoMALEencenncans comeccme- FEMALE-vweaeee

GROUP: -1~ =2- <3- <4= <52 wle 2o <32 <4 -5~

ORGAN AND FINDING DESCRIPTION NUMBBR: S0 50 S50 S0 S0 50 S50 50 50 50
------------ LR L LA E LA LA Al I A R R I L EEE AR AR YRR RSN YL LR -y A 4] -y - -me - -—gmw -pge ome oeme LY 1T
LARYNX oo vetenanenosotosasnonnnnnnecstotonnerness v.... NUMBER BXAMINED: 48 S0 S0 50 50 50 SO S0 49 48
- -FOCAL MINERALISATION 1 3 2 1 2 3 1 5 6 0
-~ACUTE INFLAMMATION 2 8 3 6 4 0 3 2 4 0
«~CHRONIC INFLAMMATION 11 7 4 ag 5 4 2 5 2 5
--EPITHELIAL HYPERPLASIA 0 3 1 1 o 1 0 1 2 2
--BUBMUCOSAL CYST{(S) 4 § 128 9 8 9 6 s 9 4
--SQUAMOUS METAPLASIA 0 0 0 0 0 1 2 2
LIVBR X 2 v iovvrvnnnonnoanvosenarnananses e . NUMBER BXAMINED: 50 50 S0 50 S0 SO S0 S50 50 S0
- -EXTRAMEDULLARY HAEMOPOIES1S 1 5 2 1 1 4 2 0 3 2
- -HAEMORRHAGIC NECROSIS 0 1 1 0 0 0 ¢ 0 0 0
--PORTAL TRACT (SENILE) CHANGE INCLUDING PROLIFERATION OF BILB s 11 7 2dg Oathli4 16 13 % 8
DUCTS, HYALINE DEGENERATION AND INFLAMMATION
--EOSINOPHILIC FOCUS/FOCT OF HEPATOCELLULAR ALTERATION 6 12 4 7 3 4 5 3 5 4
--CLRAR CELL FOCUS/FOCI 18 23 23 18 22 212 7 13 11 16
-~PIGMENT LADEN HEPATOCYTRS 1 0 o 0 0 1 2 3 1 2
--FOCAL NECROSIS WITH INFLAMMATORY INFILTRATR 3 2 3 2 0 1 0 2 2 o
~-ponm FIBROSIS 0 0 0 1 0 1 1 0 0 0
- INCREASED MITOTIC ACTIVITY 0 0 0 0 0 0 0 1 0 ]
--pxcmm' LADEN KUPPFER CELLS 2 0 1 0 1 0 2 3 0 1
- ~ACCUMULATIONS OF PIGMENT-LADEN MACROPHAGES IN PORTAL AREAS 1 0 () 1 0 2 3 s 2 9¢
«-CENTRIACINAR HEPATOCYTIC FATTY VACUOLATION 1 2 0 2 1 (] 0 2 0 1
-<PANACINAR HEPATOCYTIC FATTY VACUOLATION 0 0 3g 0 ¢ 0 1 0 2 0
«=~BASOPHILIC FOCUB/FOCI OF HEPATOCELIULAR ALTERATION 14 15 17 16 4aeh3d6 31 33 28 31
-~PERIACINAR COAGULATIVE NECROS1S 1 0 0 0 0. 0 1 o 0 0
«=ACUTE INFLAMMATORY CELL FOCI 0 0 1 0 0 0 0 0 ] 0
«=FOCUS OF HEPATOCYTIC FATTY VACUOLATION 4 3 1 2 0 0 0 1 1 ] 0
-«BILE DUCT DISTENTION 5 6 7 16 11 1 2 1 0 2
--8INUSOIDS DILATED WITH BLOCD . 1 1 1 2 3 1 0 1 1 2
- -NECROSIS OF INDIVIDUAL HEPATOCYTES o 0 ) 0 1 0 0 1 0 0
--BILIARY CYST(8) 3 ] 1 1 2 1 1 1 3 Sg
0 0 i} 0 0 0 0 0 0 1

~=ACUTE INFLAMMATORY CELLS IN SINUSES
%+ CONTINUED ON NEXT PAGE +#

APPEARS THIS WaY
ON ORIGINAL
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“TABLE 10F - continued,

Histopatholegy - group distribution of non-necplastic findings for all animals

Compound
Dosage (mg/kg/day)

L LR L L L R P P P T P TR TR Y

3 4 5
-+ 8D2 HTF 919 --

H 1 2
H Control
t 0 0 20 80 180

ORGAN AND FINDING DESCRIPTION NUMBER: 50

P L L T T T T P R T T T R N R L L% Y WP .-

** FROM PREVIOUS PAGR **
LDIVER X 2 sucvsnnronncnanssoaaasnsassorssosrvrorissesss NUMBER EXAMINED:
CEBLL

=«CHRONIC INFLAMMATORY
. ««CHRONIC INFLAMMATORY CELLS WITHIN THR PORTAL ARBA
--CRANULOMA(S) -
+«INFLAMMATION AND OEDEMA OF BILE DUCT
- «SUBCAPSULAR HAEMORRHAGE
-+PERIACINAR HEPATOCYTIC FATTY VACUOLATION
-«POSINOPHILIC CYTOPLASMIC INCLUSIONS
--FOCAL CYSTIC DEGENERATION
~ -MULUTINUCLEATE HEPATOCYTES

Rtd
Qo COOHMOOOOO

wn

TAMNGE X 2 o iivveivnivroosseverrstosssnansonsens veseess. NUMBER EXAMINED:
~«FOCAL MINERALISATION
-=INCREASED ALVEBOLAR MACROPHAGRS
« = PIGMENT-LADEN MACROPHAGES

- -PERIVASCULAR INFLAMMATORY CELL INFILTRATION
VEOLAR

- «CARTILAGINOUS

L]
.
COQOOOHOFHFOA MMBWIW

- -BRONCHIOLAR HYPERPLASIA
-=FOCAL ALVEOLAR WALL EPITHELIALISATION

E i
NDwo COOOOOMON

v

HFHEOOMFROOOOHKFLNAWLL

MALE<erwmanse

.3
50

w
[= X X1 COHOrNoODOoOCoO

» >

COOMHPROOOCOOCLNMLL

4-
50

w

"
OdC COOHKHMROOWO

-

OFPOOOHOOOORNNAOK

.5-
50

wv
O OrO00THOoO0O0O

w

CUGOOHHFOOOOOWNNANIO

"
no HFOrROOOOM KM

[

COOONOCOOOMNOR WL W

8

»

OOOOHOOOOOOAA&:UQ»‘#

AP

O HMOOHOOOOW

Printed: 05-MAR-98

Page: 7

chedulo nm\ber' -

FEMALB-~-rees
-3- -4- -5-
50 50 SO
“me  sme ewe
50 50 S0
3 1 3
0 2 1
0 [ 0
0 0 0
[ 0 0
0 0 0
0 0 0
0 [ 0
[+] [+} 0
50 S0 S0
2 ] 3
lila 8 8
4 3 2
s 1 []
4 i 2
1 4 2
4 5 1
0 1 1
Q -0 [¢]
0 [ [
1 0 0
0 0 0
0 0 <]
1 0 1
0. 0 0
1 0 1
0 1 0
1 0 2

-y
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TABLE 10F - continued,
Histopathology - group distribution of non-necplastic findings for all animals

1 2 3 4 H Printed: 05-MAR-98
H Control -~ 8DZ HTF 919 -- Page: 8
Dong- (mg/kg/day) 0 0 20 80 180
. sahednle number: T 029

-)--.-....------ --------------- P P D R T L L L T L L T T T S i i RN P HPA R R Amsmensanmascann
i & NUMBER-OF-ANIMALS-AFFECTED ---

BEX: seccccancrMALBervravace asvecsccsPEMALEvecoconn

GROUP: =1 +2- =3= <4+ =5- «lo =2« =3 «4- o5

NUMBER: 50 S50 S0 50 S0 'S0 50 50 50 S0

CRGAN AND FINDING DESCRIPTION

P L L L T T R O S R L A L L L L P Y “tees Ame e@e eme amr ems eme

NUMBER EXAMINED: S50 50 S0 50 S50 S0 50 S0 S0 50

+_~=DUCTULAR_DILATATION. 3 3 1 1 4 24 22 24  liadhlladh
~-PFIBROSIS -3 0 0 0 [ T 35 4 1dg— Uep
~-8ITE ONLY 17 18 14 19 18 2 3 4 3 1
~=DUCTULAR 0 0 0 0 0 1 1 1 0 0.
~ «GALACTOCOSLE (8) 0 0 0 0 0 1 2 1 [} 1}
~<ACUTRE INFLAMMATION 0 0 0 0 0 0 3 0 Q 0
»«CHRONIC INFLAMMATION S 3 1 1 0 [} 0 0 1 0
«=ACINAR HYPERPLASIA \ 0 0 1 [/ 0 3 3 2 2 ]
«=DILATED ACINI 9 0 0 0 [ € 4 4 6 [
«-EPIDERMAL INCIUSION CYST ! 0 0 ¢ 0 0 1 1 0 0 1
--ABSCESS 1 0 0 1 ] 0 0 0 0 1
Na\sm.mmms . NUMBER EXAMINBD: 49 49 50 50 50 49 50 49 S0 50
-CHRONIC ACTIVE INFLAMMATION . 1 0 1 0 0 1 [ 0 0 0
-smmvsmmsnnmmsrmmum 2 1 1 1 1 2 [} ] 0 1
~-NECROSIS OF mvmmr EPITHELIUM 0 [ 2 0 0 [ 0 ) 0 0
«-ACUTE INFLAMMATI H 3 4 4 2 2 1 3 2 2
mnmmmxwr o 1 0 0 0 0 1 0 0 0
. 0 2 1 0 0 0 1 0 [} 0
--OLFACTORY EPITHELIAL NECROSIS 0 0 1 1 0 0 1 0 0 [
--BP; HYPERPLASIA a 1 0 0 0 [4 0 0 0 0
«<OLFACTORY BPITHELIAL ATROPHY 0 [ e o [ 1 1 2 0 0
OESOPHAGUS ot vsvenervavrsonnoessaraasoatonereriansaasss NUMBER EXAMINED: S0 S0 S0 50 SO S0 S0 SO S50 50
«~ACUTR INFLAMMATION 1 0 1 0 0 0 0 0 0 0
~-BASAL CELL HYPERPLASIA 0 0 0 0 0 [} 0 1 0 0
LEFT OPTIC NERVE ... vvvivveirnertrororonvansvorsssnesss NUMBER EXAMINED: 45 850 49 SO0 . 50 49 48 49 49 S0
0 2 0 [} 0 0 ° [+] [ [/

~-OPTIC NBURITIS

APPEARS THIS WAY
ON ORIGINAL
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TABLE 10F - continued,

Histopathology - group digtribution of non-neoplastic findings for all animals

Group

1
Compound i
Dosage (my/kgy/day) : 0 0 20

et seersvon vt susneans R e L r YT DR T L r L L T LTy P

ORGAN AND PINDING DESCRIPIION

wmmussne D L L LT Y e R T R

OVARIESHOVID . LER e vantitviansoranmocostviassivsstsonss
REDUCED FOLLICULAR DRVELOPMENT

PANCREBAS 4. voennvsrrortogesnnannis

--ISLBT CELL HYPERPLASIA

«~ACINAR ATROPHY WITH CHRONIC INFIAMMATION
W/I'OCI OF LYMPHOCYTES
m Fh'ﬂ\’ INFILTRATION

--xxocnm CBLL VACUOLATION

==FOCAL EXOCRINE CELL HYPERPLASIA

=-PURULENT INFLAMMATION

-~PERITONITIS

CARATHYROIDS L&R .
--KYPERPLASIA

PITUITARY ...0..v.s.
--CYST(8)
--PARS INTERMEDIA HYPERPLASIA
«-POCAL HYPERPLASIA
- - HAEMORRHAGE
- ~THROMBUS

PROS’D\TB I NN R
ACUTE INFLAMMATION
o MNU@ONM PAGE #+

R A I I A AR

RN

DRI v

3 L
-~ 8D2 HTP 919 --

180

SEX:
GROUP!

NUMBER !

R R L R T P

NUMBER EXAMINED:

NUMBER EXAMINED:

. NUMBER BXAMINED:

........ P R T T T

Printed: 0S-MAR-98
Page: 9

sehcdule murbar: ™ 029

.......... eenussane scececenaPEMALBeenacvaa
“ls 222 -3~ <4e aBe ole 22e <3- 4> =8
50 50 S50 S0 S0 S0 50 S5O 50 50
cae ome cms eme e ome -me cme ame -me
© 0 0 0 O 50 S S0 50 %0
0 0. 0 O O 34 35 32 31 222k
T 0T v 2 0 T
¢ 0 ¢ o o 3 o
6 06 0 0 0 20 15 25 19 13
6 0 0 0 0 144 25a 9y 19 18
¢ ¢ ¢ o o I 2 0 o 0
o 0 © o o 4 3 8§ & s
50 S0 50 SO 50 S0 50 49 S50 50
9 12 10 11 32 17 10 16 8 12
10 13 16 11 10 6 7 6 8 7
o 0 @6 1 o ©0 6 0 @ o
1 1 3 4 1 1 2 o 2 1
2 0 6 o0 o0 1 0o 1 0 o
o o o o0 0 0 o0 1 o0 o
¢ o : 06 a4 0 6 1 0 ¢
¢ 0 o0 6 o6 "0 0 0 0 i
¢ 0 o6 © 1 a o 0 o0 o
47 S50 46 50 48 43 SO 46 49 47
¢ 11 7 14 10 MW 1w 2 Oa 2
49 S0 50 50 50 S0 S0 S50 50 S50
9 11 7 10 11 2 4 2 6 2
8 21b 8 s 9 9 g
a9 13 8 4 1L 8 9. 11-—19dp
1 2 2 6 1 0 o0 3 1 2
© o ©0 1 1 o o 0 o0 o
S0 S0 5 S50 S 06 o0 O o0 o
L T | 6 o0 ¢ o0 o
Q;";

EARS THIS way
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TABLR 10f - continued,
Hist:opnthqlogy - group distribution of non-neoplastic findings for all animals

Printed: 05-MAR-98

Group ' 1 2 3 4 5
Compound t Control -- 8DZ HTF 919 -- Page: 10
Doaage (mg/kg/day) : 0 o 20 80 180
‘ Schedule number. - 029
---NUMBER-OF-ANIMALS-AFF’SC’I‘ED---
SEX: ~m-recon-n MALB~=eesenue cmweaacen FEMALR- -~ “aw

NUMBER: S0 50 50 S50 S0 S50 50 S50 sp S50

me  eme ome g - -me ~me - nme ~me

ORGAN AND FINDING DESCRIPTION

P L L L LT T YR s BT T L L L L L L L LT I RN encvrmnsancvasusnman Senmmmwm -

*¢ FROM PREVIOUS PAGE **
PROSTATE < v vveevneoronenensnstnesessseesssesssnsseersrs NUMBER EXAMINED: 50 50 S50 S0 so o0 ©0 ¢ o 0
~-CHRONIC ACTIVE INFLAMMATION 4 9 6 7 4ag 0 O 0 o0 0

- ~HYPERPLASIA 4 2 3 6 2 0 6 ©0 0o 0

- -ATROPHY 2 0o o0 o0 o0 6 0 0 o0 0
--DILATED WITH SECRETION 2 2 0 o0 9 o o0 o0 o o
--FIBROSIS 9 7 S T 4 0 0 6 g o0
--CRYSTALS IN CAPSULE ¢ 06 o6 o 1 o o0 o0 o0 o©

- ~BPITHELIAL VACUOLATION i ¢ © o o o0 0 O o 0

T 3 1+, .. NUMBER EXAMINED: 49 60 49 50 50 S50 49 50 50 . 49
--GLANDULAR HYPERPLASIA 6 0o o 1 o o0 o0 o o0 o
-~GLANDULAR ATROPHY 6 o0 © o0 1 o0 1 1 o 2
-~B(UAMOUS METAPLASIA o 0o o o ©0 © o ©°0 o 1

8. MUSCLE THIGH .. vvrssessavssssstoetonissssesensrnsss NUMBER EXAMINED: SO SO 50 S0 50 SO 50 350 S0 S0
--FIBROSIS ‘ 20 25 24 20 21 13 17 17 8 23

- ~CHRONIC INFLAMMATION 5 4 4 4 4 3 S8 1L 3 s

-~ ATROPHY ¢ 1 o6 o o0 6 o6 ©0 o ©
SCIATIC NVS. L&R................,....,,....,........,.NUMBEREXAMINEm 50 1] 50 50 50 50 50 80 %0 50
- -AXONAL DEGENERATION - 8 12 20 5 6 0 3 0 1 1
~«MINBRALISATION OF INTRAN'ZURAL ARTERIOLES 0. 1 0 1 0 0 0 0 0 0

- -OEDEMA 6 o 1 o©o o0 o0 0 -0 0 O
SEMINAL VESICLES .. tovivrvensnronseoronevernonines . NUMBER EXAMINED: 48 47 46 47 49 0 0 0 0 0
--REDUCED SECRETION 4 4 85 6 7 0 0 0 o0 O

- =ATROPHY i 2 6 2 1 o6 ©0 O o0 ©

- -HYPERPLASIA 2 1 4 0 3 o0 0 © o0 o©

- = INFLAMMATION 3 90 3 3 2 @ o0 0 o 0

i1 6 ¢ ¢ o o0 0 O o0 o
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TABLE 10F - continued,

Histopathology - group distribution of non-neoplastic findings for all animals

Group

t
Compor
e g kasday) |

1 2
Contyol
[} 0

..bn---..‘. ......

i

ORGAN AND FINDING DESCRIPTION

emsemscsecmsrasnar et rnanvinnea wesreescancananan tevccncnenn ervcscaccsen e -

8KIN (PROTOCOL)
- ~BEPIDERMAL INCLUSION CYST
- ~CHRONIC mrx.hm.\ on
-~ACANTHOS1S

«+~ACUTE INFLAMMATION

--8CAB (8)

BPINALCGRV SRSV TEIRERRERRRERTRRRY:

-FOCAL 8PONGIOSIS

spml.c.m. Ceeseanas
« = FOCAL INBRALIBM’XON oF THE
~<FOCAL GLIOSIS

BPLEEN ..eovviivrsrnanirnstasinsnsis
HARMOSIDEROS18

- -EXTRAMEDULLARY HAEMOPOIESIA
PULP

--ANGIECTABIS
-~BTROMAL FIBROSIS
- -CAPSULAR MINERALISATION

HYPERPLASIA

- ~HARMOPOIETIC CELL
=«FATTY REPLACEMENT OF MARROW

- -MARROW
*+ CONTINUED ON NEXT PAGE **

R R T R TR

3 4 5
e« 8DZ HTF 919 -~
20 80 180

I L L T T T P R ) L L Y L L LT P PR

8EX:
GROUP

«v.... NUMBER EXAMINED:

Jeveo... NUMBER EXAMINED:

NUMBER EXAMINED:

RN R ST

.. NUMBER EXAMINED:

Printed: 05-MAR-98
Page: 11

Schedule number; = 029
c~« NUMBER-QP-ANIMALS-AFFRBCTEBD ---

ceessnmensMALEccvenrner sescacscoFEMALEwarvosan
“1e =2 <3~ <4 8- <1 =2- 3= 4. G-

S0 80 S0 80 50 S0 50 S0 50 S0
M= e®~  eme Ame fMe  amr  cwe “@= em- W~
50 50 S50 5S¢ 50 50 SO 80 S80S0
1 0 0 0 0 0 Q 0 0 0
[ 4 0 ) 0 0 Q 0 1 0
0 1 a (] [ ] Q 0 1 0
0 0 [4 0 0 0 0 0 1 4
9 1 [ o 0 0 0 ° 0 0
50 S0 50 50 50 S0 50 S0 S0 S50
[} 0 0 (] 0 0 0 1 (] ¢
S0 S0 S0 S0 49 50 S0 SO so S50
0 0 2 1 0 [4 -] o 0 0
0 0 1 Q [ Q ] Q o 0
49 50 80 S0 49 49 S0 50 80 30
5 4 2 3 6 12 14 14 9 Sdg
s 10 8 [3 3 11 6 11 9 6
1 3 1 1 2 0 0 1 0 1
2 1 1 1 2 0 0 0 [4 4
1 o 0 0 [} Q 1 0 ] 0
1 4 0 [+] 1 0 1 0 [ 1
1 1 1 0 0 0 0 2 [ 0
0 o 0 2 0 0 0 4 ] 0
0 0 0 1 0 1 0 0 0 1
0 ¢ 0 o 0 1 Q 0 Q Q
0 0 0 0 [ 0 0 1 [} 1
[ 0 [+ [ 0 1 0 1 0 0
49 S50 S0 SO S0 80 80 50 50 S0
2 2 2 1 1 1 1 a4 3 4
0 1 0 0 [} 0 [ [4 o] 0
0 0 1 1 49 0 ] 0 0 0
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TABLE 10F - continued,
Histopathology - group distribution of non-neoplastic findings for all animals

Printed: 0S-MAR-58

Group : 1 2 3 4 L]
Compound t Control -- 8DZ HTP 919 -- page: 12
Dosage (mg/kg/day) : 0 0 20 80 180
. Schedule number: —— 029
o ” ---NUMBBR-OF-ANIMAL-S-AP?ECTBD"-
8BX; -eoen= ceasuMALBecasrecas mcnccassaFEMALE-cvecres

"GROUP: -1~ =2- =3+ <4+ =5e¢ =le <3¢ +3e <4« o5

ORGAN AND FINDING DESCRIPTION NUMBER: 50 S0 580 S0 . S0 S50 50 50 S0 SO

P L L L L L T T R R N L R k] Neemoa adus cmA w@e SWS CWe eMe aWe Ge@e cge eS@e eme

#% FROM PREVIOUS PAGE **
STBRNUM & MARROW .. ..soeeiunieiorssinarsissvesnesasoe.. NUMBER EXAMINED: 49 580 S50 S0
-«FIBRO-08SEOUS CHANGE (1) 2 2 g

--FIBROSIS OF MARROW

o

50
0
0

50 50
0 0
0 ]

wn
o [=X-Na3
w
< 0o Q
© ©ooo

=3

o

o

w

o

-

o

w

w
HPOOHOMOORHNIHOODO
L

0000000 O0OCO OONOOOOONH»OODg
n

STOMACH X 2 .ocvvinvseoctnasonssnsnsas svveses . NUMBER BXAMINED: 5

~«KERATINISED REGION: ACANTHOSIS WITH HYPERKERA‘IOS 8
- -GLANDULAR REGION: ULCER(8)

~=KERATINISED REGION: ULCEBR(S)

-« BUBMUCOSAL OEDEMA ’

--KERATINISED REGION: ACUTE INFLAMMATION
--XERATINISED REGION: HYPERPLASIA

««KERATINISED REGION: BASAL CELL HYPERPLASIA

AL
~=VACUOLATION OF SQUAMOUS BPITHBLIUM
--OLANWIAR REGIQON: NECROSIS
= GLANDULAR REGION: MINERALISATION OF GLANDS

DOFPNORLRVHUBOWHOO

w
»
n

TBSTES LAR vvuverveersasssorrasnssssvacsrossssssocsser NUMBER EXAMINED: 50
-~-TOTAL/ALMOST TOTAL LOSS OF ALL GERM CBLL.LAYERS 10
-« INTERSTITIAL FIBROSIS 0
-=PARTIAL LOSS OF ONB OR MORE GERM CELL LAYERS ' 26
- «VACUCLATION OF GERMINAL EPITHELIUM
-~ARTERITIS WITH RYALINE DEGENERATION
-<INTERSTITIAL CELL HYPERPLASIA
-~ INTERSTITIAL OBDEMA

- «TUBULAR DILATATION

HAEMORRHAGE

W
MONOD OOMHMHMNOOOWHWOOO

'
CVLOWVWA OCOWrFOOHONOWOOO

- .
O JOM RO ®O OCOOHOHODWOMDOO
»

'
OrDEBOBHNWVO OrHOFMHLOORMANGQ

oy

OWshOWwo
COO00O000O0Oo OOHHOOOO‘HHHFH%

OO0 COrHOOHOONKEHNMOO
0000000000 OOONOOOONAOMHOK

a
[ 4]
COO0O00000O

»ronvo
O W
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TABLE 10F - continued.

Histopathology - group distribution of non-necplastic findings for all animals

Printed: 05-MAR-98

Group ' 1 2 3 4 5 .
Compound ' Control -~ 8DZ HTF 919 -- Page: 13
Dosage (mg/kg/day) ! 0 ) 20 80 180
Schedule mamber: — 029
I NUMBER-OF-ANIMALS-APFPECTRD ---
SEXt =e~en-vescMALB-resecons casucoce-FEMALE-cnocnne
GROUP: =1~ 2= =3- ~4= =8« <l =2- <3 -4= =5~
mxn: S0 50 S0 50 SO 50 S50 50 50 S0

ORGAN AND FINDING DESCRIPTION

THYMUB i vintiir it iotonianstossnsnsosnessroiroasssss
~~ATROPHY
~=CYST(8)
~=-8ITR ONLY
~~HARMORRHAGR
- ~PLASMACYTOSIS
~ -HYPERPLASIA
- - HAEMOSIDEROSIS

THYROIDS LR o0t vvovnvtoosneesnsasissesiaatontnseuens
~-DIFFUSE PARAFOLLICULAR CBLL HYPERPLASIA
- -HYPERTROPMY OF FOLLICULAR EPITHELIUM
~«PIGMENT IN POLLICULAR BPITHELIUM
--POCAL PARAFOLLICULAR CELL HYPERPLASIA
- -MINERALISATION OF COLLOID
««FOLLICULAR CYBTIC
- ~ULTIMOBRANCHIAL CYST(S)
~-DILATED FOLLICLE(8)

- -FOLLICULAR CELL HYPERPLASIA
- ~FOLLICULAR CYST(S)

TRACHEA v voutverorsiostorasrosssssinanens eve i hienene
-<ACUTE INFLAMMATION

-~CHRONIC ACTIVE INFLAMMATION

URINARY BLhDDBR b e sseean e et b e
-«TRANSITIONAL CELL HYPERPLASIA

TION
- «MUCOSAL/ SUBMUCOSAL HARMORRHAGE

eme eme eWe eme ame e eame me -ame cm~

4 S0 S0 850 S0 S0 S0 49 SO SO
37 41 34 43 31dg 34 35 27 28 139

1 2 ] 0 3 21 21 12 19 21
2 J 2 1 0 0 1 1 2 1
1 3 1 4 5 1 2 3 1 1
0 00 0 0 1 0 0 0 0
1 0 0 0 2 4 3 0 1 ¢
0 0 0 0 0 0 0 [4 4 1
49 S0 50 50 S0 S50 50 50 49 48
16 8 8 15 Sbg 16 15 T 13 2¢cti
1 0 1 0 1 0 0 1 0 1
10 10 9 9 18 12 17 Seg 9 12
5 9 9 3 10 14 9 12 15 1
3 0 1 3 2 1 0 1 1 0
9 s 12 122 1 2 1 6 k] 8adh
1 0 2 2 1 2 1 (] b3 0
4 5 1 3 5 ] 3 2 2 6
0 0 1 0 2 [+ 1 (] 0 0
0 4 1 0 0 0 0 Q 0 0
50 S0 S0 49 S0 50 50 S0 50 50
1 1 0 0 0 0 0 0 [ 0
0 1 [+] ¢} 0 0 0 1 0 0
49 S0 50 50 SO 49 4% SO 50 48
1 1 4 1 0 0 [ 2 1 1
0 0 0 1 0 1 0 1 1 0
0 0 1 0 0 > 0 1 1 0
5 4 2 5 5 [ 0 0 [ 0
1 0 1 0 0 0 0 0 0 4
0 [} 0 0 0 ] 0 1 0 0
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TABLE 10F - continued,
Histopathology - group distribution of non-necplastic findings for all animals

Printed: 0S-MAR-98

Group a t 1 12 3 4 5
Compouun t Contro -~ SDZ HTF 919 -- Page: 14
Dosage (mg/kg/day) : ¢ o 20 80 180 )
. 8chedule maber: ... 029
---NUMBEBR-OF-ANIMALS-AFPFECTED ---
SEX: ~eecvecor-MALRecncccana ecvrcscscFEMALRcwcesann
QROUP: 1. -2- +3- =-4- 5. 3. 2. 3. 4. -5-
ORGAN AND FINDING DESCRIPTION NUMBBR: 50 50 50 50 SO 50 S50 50 80 SO
T cenumeve evuscansmas sms  ome sme sme cme ems s@e eme ome ~me
UTBRINE CBRVIX .. icerioroeinionsiniiisncanans veiesese s NUMBER EXAMINED ] ] o 4 0 45 S0 S0 50 49
~«SUBMUCOSAL CYST(8) 0 Q 0 Q 0 0 0 0 1 4]
~--EPITHELIAL HYPERPLASIA o] 0 0 [ [ Q 0 1 1 0
-~DIFFUSE STROMAL HYPERPLASIA ¢ [¢} 0 0 0 1 0 1 449 1
UTEBRUS tivvteinrtanreaseronissosonteniosoiors veesiaaer. . NUMBER EXAMINED: 0 0 ] ¢ 0 50 50 S50 50 50
« ~DILATED 0 0 0 0 0 H 3 4 [ ]
« -ENDOMETRIAL CYST(S) 0 0 [} 0 0 12 14 16 17 16
« ~ENDOMETRIAL GLAND HYPERPLASIA 0 0 0 0 0 2 1 0 3 4
= «ATROPHY 0 0 0 0 0 0 1 2 [} 1
«=DIFFUSE STROMAL HYPERPLASIA [ 0 0 0 0 0 0 0 1 1
.- IAL EPITHELIAL HYPERPLASIA 0 0 0 0 0 ] 1 0 0 2
- ~PROLAPSE 0 0 0 [} (4 1 [} (/] ] 0
~-ADENOMYOSIS 0 0 0 o 0 1 o /] 0 1
VAGINA . ivestetiessvestsosrsosstsesnas [N NUMBER EXAMINED: o] 0 0 0 0 50 50 50 s0 49
-«PUS IN LUMEN 0 0 0 0 0 4 4 ) ] 4
«=BPITHELIAL HYPERPLASIA 0 0 0 0 0 1 0 2 1 0
««STROMAL HYPERPLASIA 0 o] Q 0 ° 0 [} 0 k) by
DOMEN oo seevivonsstaortrsorscarsoranissaiansrgosesenss NUMBER EXAMINED: 2 2 0 2 [ b 1 ] 4 2
~~ABS by 0 0 0 0 0 0 0 0 0
ABDOMINAL FAT o civeeveenntsrarroreansaseane Vevieeesee . NUMBER BXAMINED: 2 2 2 4 3 4 [ 2 2 2
~-«FOCAL FAT NECROSIS 0 1 1 3 3 3 5 1 2 b
--PERITONEAL CYST(S) [+] [ 0 0 0 0 [} b3 0 [¢]
DIAPHRAGM 4. v ot ot vreossransarobssaassvonarnsaaisons .. NUMEBER EXAMINED: 3 1 [} 1 b 0 0 0 0 1
-«CRYSTALS IN EPIMYSIUM 0 0 0 0 2 o] 0 [ 0 4]
- <HERNTA ‘ 1 ) 0 0 0 0 0 0 0 0
]

oy - 'APPEARS THIS WAY
ON CRIGINAL
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TABLE 10F - continued,

Histopathology - group distribution of non-neoplastic findings for all animals

Group : 3 4 5
Compound : Control -- 8DZ HTP 919 --
Dosage (mg/kg/day) : 0 20 80 180

......... P L R e b e T e R T Oy

---NUMBER-OF-ANIMALS-AFFBCTED---

ORGAN AND PINDING DBSCRI?I’ION

EYE RT titeuiiveusoononnasosasttossnstorassianinrosris
- -DIBRU’PI‘ION/ FIBROSIS
~-IRIS CYST
--LENTICULAR DEGENERATION
- -CORNEAL DYSTROPHY
- -DEGENERATION OF RETINAL OUTBR NUCLEAR LAYER
~--DEGENERATION OF RETINAL INNER NUCLEAR LAYER

FOOT/FEBT v vvvie st iinnennaeanonesensinssasssansninesens NUMBER EXAMINED:

; eenmmesenaMALBesocnanon
.
t ele

2.
s0

om=

«3+  <de ~Ba  ale a2e
50 50 S0 50 SO

oeme oeme ~me ome -me

ITIS
- -PROLIFERATION OF BONB
- -BPIDERMAL CYST(8)
- -OEDEMA

BN AXTLLARY 4vevenironinernenenonsnasisnennionss
--SINUS HISTIOCYTOSIS
--BITE ONLY
- -ERYTHROCYTES AND ERYTHROPHAGCCYTOSIS IN SINUSES

- ~HAEMOSIDEROSIS

. NUMBER BXAMINED:

«-DILATED SINUSES
--PLASMACYTOSIS

~-FOLLICULAR HYPERPLASIA

- -AGGREGATIONS OF HISTIOCYTES
--FIBROSIS

LN BROMCHIAL .. oovevivecarssosnnasorsnsnsioesrasnyas
--ERYTHROCYTBS AND BRYTHROPRAOOCY’I‘OBIS I'N SINUSES

> -HARMOSIDEROSIS
~-PLASMACYTOSIS
--DIIATED 8SINUSES
*+ CONTINUED ON NEXT PAGR *+
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oy
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} g [
HOOON OO0OHKrROOMAOOO omJdok cCoOOorHOON
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APPEARS THIS WAY
0N ORIGINAL
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Printed:
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TABLE 10F - continued. )
Eistopathology - group distribution of non-neoplastic findings for all animals
" lccn 12 3 pz’ 4 5 Printed: 2:-?@&-98
Compoun tro - RTF 919 -- Page:
Dosage (mg/kg/day} ] 0 20 a0 180
Schedule number: ~— 029

T o ) - c--NUMBER-OF -ANIMALS -AFFECTED --n

H
i

BEX: we-mvecosoMALE-co~~ “res eavscrucuFEMALReccauona
GROUP: -1+ =-2- <-3- <-4~ =8- -lo =2- =3- +4= oS-

50

NUMBER: 50 50 S0 50 S0 50 S50 50

ege eBe g ocme ogs =go oMe g

ORGAN AND FINDING DESCRIPTION

oo

--8ITE ONLY

LN ILIAC MED. o, iieuisrrnensnonrinoninnnassnstronnees
~=PLASMACYTOS1S
--8INUS HISTIOCYTO8IS
- -HAEMOSIDERQS 1S
~~BRYTHROCYTRS AND ERYTHROPHAGOCYTOSIS IN SINUSES
«-DILATED SINUSES
--SITB ONLY
--LYMPHOID DRPLETION

MWV OPNHOONGT O
M~ OOMOMOMW OO
OHOONKHWR OM

:
:
3

LN INGUINAL vttt i it tien oo vaiaanorsorains
--81TE ONLY
LN DPANRCREATIC ,...vvveronnanannornrsqranrsssvasss ... NUMBER EXAMINED:
= «HAEMOSIDEROSIS '
-~BRYTHROCYTRES AND ERYTHROPHAGOCYTOSIS IN SINUSES
«-AOGREGATIONS OF HISTIOCYTES
- -FOLLICULAR HYPERPLASIA
- - PLASMACYTOSIS
«<DILATED S8INUSES
- ~BEXTRAMEDULLARY HAEMOPOIESIS

LN POPLITEAL ,......ivvvvvvvvnnanss
-~ PLASMACYTOSIS

on QOOOrHOVL ow HOUNwNOLAY OO

«~DILATED BINUSES
- ~HAEMOSIDEROSIS
--BRYTHROCYTRS AND ERYTHROPHAQOCYTOS1S IN SINUSES

o000 oo (> -X=2=R-FoR.¥.Y aon OO\IUNO\I:; (=1 o4

1]
ODOCO OO0 OOOCOOHIEIL HN OCOOHOANKKL OFr 19
O Q- COOCOOOK o CO0O0O0O0OO o0

[ SR N QUM OM O w OOQwNOQ’O‘
QOO0 [l S 4 COoOO0OoOoONMMLYL (L3 ) QCOoOONVNOMM

COOH OC COOOMMPIM ki

PDHHD 00 O00COHKFHOW
OQOO0 OO0 OOOOCOHMM
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. --BRYTHROCYTES AND ERYTHRO

TABLE 10F « continued,
Histopatholegy - group distribution of non-neoplastic findings for all animals

Group 1 2 3 4 5
Compound ' Control -- SDZ HTF 919 --
Dosage (mg/kg/day) : 0 ] 20 80 180
8BXt avaa-
GROUP: ~1.
NUMBER: SO

CRGAN AND FINDING DESCRIPTION
seecrrisaonsiassiso . NUMBER EXAMINED:
PHAGOCY'I‘OSISIN SINUSES

e

- -HAEMOSIDRROS IS
- -DIU\TED BINUSES
- = PLASMACYTOSIS
- ~ANGIBCTASIS .
--EXCES8 SINUS KISTIOCYTES
- «EXTRAMECULLARY HABMOPOYESIS

--HARDERIAN GLAND ALTERATION

RIGHT LACHRYMAL GLANDB o ivoviurnurnironrinranoososns
--CHRONIC INFLAMMATION
- -HARDERIAN GLAND ALTERATION

MAMMARY A. CRAN .oy svcesvennaan
--8XTE ONLY
«-DUCTULAR DILATATION
«~ACUTE INFLAMMATION
-«FIBROS18
--DILATED ACINI
«-ACINAR KYPERPLASIA

. NUMBER EXAMINED:

+ NUMBER EXAMINED:

RN

- -ABSCES3
«=DUCTULAR HYPERPLASIA
- -NECROS18

MAMMARY A, OTHER o .vvvnvrovsnranatroesinnnrienssos ..+.. NUMBER BXAMINED

CTO COOCVOONMNIOON COO COO0 ooy

"MI'IMJEDONNBXTPPEB A

~eeesMALEsreesan-e,
-2+ «3- 4~ .5- -l ~2-
SO0 S0 S0 S50 S50 S0
~We emv  “@e ame ~ue eme
2 6 3 [ 4 9
1 H 3 s 4 8
1 3 3 s 3 8
] 2 2 2 2 4
0 0 2 1 2 3
0 1 0 0 0 0
0 [4 0 1 0 4
0 0 0 4 1 0
2 0 1 ¢ 0 1
b 0 0 Q [} 0
2 0 1 0 4 4
2 0 1 0 0 1
) 0 0 0 0 0
2 o 1 0 [¢] 0
b 3 1 3 17 22
0 0 ] 4 [} 1
¢ 1 1 2 8 14
0 0 0 0 1 2
o] 0 Q Q 2 8
0 0 0 0 1 4
0 0 0 0 Q 4
Q 1 0 /] 1 1
0 0 0 0 1 0
4 0 0 ] 0 0
0 0 0 0 0 0
0 0 0 0 k) 4
Q 0 0 0 [ 1
0 o 9 [ 0 1

APPEARS THIS WAY
ON ORIGINAL
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Page:

Schedule number:
;-“NUMBBR-OF-ANIMALS»AFFBQTBD---

3.
%0

a
QO HrreOMMNRAMLMOAOO oOr ooy OHOFROWWM

-4
50

W2

QON OCOOCOHRNONOI OCOK QOor ocoowrw

camcmcce o FEMALBeceuann

“5a
50

wwa

OOrHr O0O0O0OO0O0OO0OODOCOE COO CO0O0 OoOoO0OoOPWVL

161 2384

00Z°1Z VAN



LS80 L6 1ioday

rezo

TABLE 10F - continued,
Histopathology - group distribution of non-necplastic findings for all animale
3 4 -

-~ 8DZ HTP 919 -~
20 80 180

Group

t 1 2
Compound ' Control
Dosage (mg/kg/day) 0 (1]

-~~NUMBBR-OP-AN’IMALB-

8EX) ecveca
GROUP: -1-

ORGAN AND FINDING DESCRIPTION NUMBER: 50
D T e serccsesmmnan cne-

** FROM PREVIOUS PAGE *+*

MAMMARY Ao OTHBR o 0uvvonvnnrrinosainnonsininienens
-~FIBROSIS
-~ACINAR HYPERPLASIA

'
MESENTERY ovviorsriosrtesnsrsariseoassaiersssacessess NUMBER BXAMINED:

. NUMBER BXAMINED:

con ooo

PREPUTIAL GLAND ......cc00000s AT
--CYST ABSC-S "R GRANULOMA

SKIN OTHER cicnivniinniirastotracessisiansaraniosns .
- =-ABSCESS (BS)
--KERATIN GRANULCMA
-~8CAB(8)
--CHRONIC ACTIVER FASCIITIS

- «ULCER (8)
ACUTE

g
5
:
E

ACANTHOSI1S
~« BPIDERMAL CY3'!'
--EPIDERMAL VESICLR(S)
~~CHRONIC INFLAMMATION

- « SUBCUTANEQUS MINERALISATION .
«~CLITORAL GLAND CYST/ABSCESS/GRANULOMA

wn

SMALL INTBSTINR ..uoiivvessotisiornvisassrsssiorssanosss NUMBRR EXAMINED:

" ~=MUCOSAL HYPERPLASIA
SUBMAND BL.GL'S cicivaicsiritosostasrnnrareonronerasess
CHRONIC INFLAMMATION

o
WD FO QOOCOHNNOAMMO MM

NUMBER EXAMINED:

*+ CONTINUED ON NEXT PAGR ¢+

Printed: 0S-MAR-98
Page: 18

échedulo h\mb‘r:

P L L L L T T e A I L L R R R L R e L L LT L L L PR PP R A L LR L L T TR Y

PFBCTED~~-

wemesMALB-wcccoccn amecsnncaFEMALR-evonmue

“2- -3- -4- -5 1o -2
S0 50 50 50 50 S0

oms ome B eme LY T eme
6o © o 0o 3 4
¢ 0 o o 0 1
6 o6 0o o o 1
101 1 1 3 1
6 o6 o 1 1 o
¢ o o 1 o0 o0
6 3 s 2 0 o0
6 3 5 2 0 ¢
21033 23 29 10 4
6 1 ©0 o0 O O
6 o o 0 0 0
1 1 0 g Y Q
6 o o © 0o o
6o 1 6 0o 0 ©
e 1 ¢ 0o ¢ o
1 © o 9o 0 o
1 ) 1 0 0 0
i 2 o o 0 o
2 2 0o 3 0 o
1 o o 0 0o o
i1 2 0 0o o
©o 1 0 8 0 o
¢ o0 0 0 2 o
50 50 50 S0 50 S0
1 0 o0 4 0 o
50 S0 S0 50 S50 50
0 4 1 2 1 4

APPEARS THIS WAY
ON ORIGINAL

-3
1)

v

w
WO ©O COO00OCOrHOOHOOOCO® OO OO0 [=X=% 4

[+]

-4

-

50

=

0

&~
VWY OO0 00roOoOrMOODDOOODM

-

> OO OFrMD DON

.5
50

ome

wn
~» o VOrQOCOOoOOOOOOM oo (=X=X-Y OO

-
0 &
o
a

- 029

761 284
00217 VAN



1s0day

LS50 L6

§2¢7%20

TABLE 10F - continued.

Histopathology - group distribution of non-neoplastic findings for all animals

Group t 2 2 3 5
Compound ¢ Control .. SD2 H‘I‘F 919 --
Dosage (mg/kg/day) 0 0 20 180
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LENVINE

: JUL 14 2000
' PHARMACOLOGIST'S REVIEW OF NDA 21,200

(Amendment dated June 15, 2000)

Sponsor & Address: Norvartis Pharmaceuticals Corporation
East Honover, NJ

Reviewer: Ke Zhang, Ph.D.
Pharmacologist

Date of Submission: June 15, 2000

Date of HFD-180 Receipt: June 19, 2000

Date of Review: July 14, 2000
DRUG: Zelmac / Tegaserod Hydrogen Maleate / HTF 919, Tablet

CATEGORY : 5-HT, receptor agonist in the treatment of
consitipation-prone irritable bowel syndrome

Submission Contents: Evaluation of whole body haemangioma and
heamangiosarcoma with statistical ana_.ysis in the 2-year dietary
carcinogenicity study in rats.

Background: 1In the rat carcinogenicity study, treatment with HTF
919 increased the incidence of haemangioma in mesenteric lymph
nodes in male rats (7, 14, 17, 18, and 21 in the controll,
control2, 20, 80, and 180 mg/kg/cay groups, respectively).
Sponsor concluded that the increase was statistically significant
when the treatment groups were compared with controll (p=0.018)
or combined controls (p=0.018) but not with control2 (p=0.153).
It was noticed that there was a 1large wvariability of the
incidence of this tumor between the concurrent controls » and 2.
The background incidence of haemangioma in mesenteric lymph nodes
was very high (up to 73%) in male HanIbm Wistar rats (Expl. Biol.
Med., Vol:7, pp:63-71, 1982). It appears that haemangioma 1is
specific for this substrain of Wistar rats (Toxicologic
Pathology; 20(2):268-273, 1992).

In the Executive CAC meeting held on May 23, 2000, the
Committee had a concern over the higher incidence of haemangioma
in mesenteric lymph nodes in treated male rats 1in the rat

carcinogenicity study. It was recommended that whole body
haemangioma and haemangiosarcoma be evaluated with statistical
analysis. The Division asked the sponsor to provide the above

information along with historical ccntrol data for haemangioma
and haemangiosarcoma (whole body count) in the testing laboratory
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during 1992 ‘to 1995. The requested information was submitted in
this submission.

The incidences of haemangioma and haemangiosarcoma are presented

in a table on page 4 in this submission and this table is
attached below.

Hemangioma and hemangiosarcoma incidence data

Group 1M 2M [ 3M | 4aM | 5M 1F | 2F |3F | 4F | 5F
Compound :{ Contro} | — SDZ HTF 919 - Control | - SDZ HTF 919
Dosage (mg/kg/day):| 0 ] 0 | 20 | 80 [ 180 0 o |20] 80 [ 180
AORTA

Number Examined:| 50 | 50 | 50 | 50 | 50 50 | 50 {50 50 | 50
M-HAEMANGIOSARCOMA | 0] O 1 0| O 0 o |0] o 0
L N MESENTERIC

Number Examined:{ 49| 50 | 50 | 50 | 50 50 | 49 |50} 50 | 50
B-HAEMANGIOMA 7 | 14 | 17a |18ag|21bh 8 8 |4 2 )
M-HAEMANGIOSARCOMA | 0| 1 | ©O 1 1 0 olo] o )
LN AXILLARY ,

" Number Examined:] 8 | 2 | 10 | 5 2 12 | 12 10| 4 4
B-HAEMANGIOMA o] o 0 0 0 0 1 o] o 0
MESENTERY

Number Examined:| 2 1 1 1 1 3 1 0 2 0
M-HAEMANGIOSARCOMA [0 | 0 0 ) 0 1 o |0} o i)
MUSCULO-SKELETAL ]

Number Examined:| 0 3 0 0 3 0 1 0 0 0
M-HAEMANGIOSARCOMA | 0 | 1 0 0 0 ) o lo| o 0
SKIN OTHER

Number Examined:| 28 | 21 | 33 | 23 | 29 10 4 | 81 11| _2
B-HAEMANGIOMA 1] 0 1 0 0 0 o ol o 0 |
M-HAEMANGIOSARCOMA | 0 | 0 0 0 1 o] ool o 0
WHOLE ANIMAL _ f

Number Examined:} 50 | 50 | 50 5 | 50 50| 50 {50| 50 { 50
'B-HAEMANGIOMA 8 | 14 | 18a | 18a |21bh 8 9 | 4| 2 6
M-HAEMANGIOSARCOMA | 0 | 2 1 1 2 1 o lal o 0
Combined Tumours 8 | 15 | 18a [19ag|22bh 9 g | 4] 2 )
Significant when compared to group 1: a = p<0.05; b=p<0.01
Significant when compared to groups 1 and 2 combined: g = p<0.05; h = p<0.01

In females, incidences (whole body count) of haemangioma and
haemangiosarcoma were not significantly different between control

and treatment groups. In males, the incidences of haemangioma
(whole body count) were 8, 14, 18, 18, and 21 in the céntrolil,
control2, low, mid, and high dose groups, respectively. In

males, the incidences of haemangiosarcoma (whole body count) were
0, 2, 1, 1, 2 in the controll, control2, low, mid, and high dose
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groups, respectively. The combined incidences (whole body count)
of haemangioma and haemangiosarcoma in male rats were 8, 15, 18,
19, and 22 in the controll, control2, 1low, mid, and high dose

groups, respectively. Haemangioma was found mainly in the
mesenteric lymph nodes in this study. In the historical control
data from 8 studies in male Wistar rats conducted at the testing
laboratory during 1993-1995, the mean

background incidences (whole body count) of haemangioma and
haemangiosarcoma were 19.77% (range:14.5-28%) and 2.76% (range:
0-7.3%), respectively. It is noticed that two of the 8
historical control studies had treatment duration of 123 weeks
and the mean background incidence of haemangioma in male rats was
20% or 28% in these studies. In the other 6 studies with
treatment duration of 104 weeks, the mean background incidence of
haemangioma in male rats was slightly lower (ranging from 14.5%
to 21.7%). The treatment duration for male rats was 124 weeks in
the current carcinogenicity study.

SUMMARY AND EVALUATION:

In the executive CAC meeting held on May 23, 2000, it was
recommended that whole body haemangioma and haemangiosarcoma in
the 2-year rat carcinogenicity study  be evaluated with
statistical analysis. The Division asked the sponsor to provide
the above information along with historical control data for
haemangioma and haemangiosarcoma (whole body count) in the
testing laboratory during 1992 to 1895. In response to this
request, sponsor submitted the requested information in this
submission.

Incidence of haemangioma (in mesenteric lymph nodes or_whole
body count) was not significantly different between control and
treatment groups in female rats. The incidence of
haemangiosarcoma (in mesenteric lymph nodes or whole body count)
was not significantly different between control and treatment
groups in both males and females. In males, the incidence of
haemangioma in mesenteric lymph nodes was significantly increased
when the treatment groups were compared with controll (p=0.018)

or combined <controls (p=0.018). However, this was not
statistically significant by the CDER’‘s standard for common tumor
(p=0.005) . The incidence of haemangioma in mesenteric lymph
nodes in male rats was not significantly increased when the
treatment groups were compared with control2 (p=0.153). In
addition, there was a large variability of the incidence of
haemangioma between the concurrent controls 1 and 2. The

incidence of haemangioma (whole body count) was 8, 14, 18, 18,
and 21 in the controll, control2, low, mid, and high dose groups,
respectively in the treated males. The combined incidences
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(whole body i:icount} of haemangioma and haemangiosarcoma were 8,
15, 18, 19, and 22 in the controll, control2, low, mid, and high
dose groups, respectively in the treated males. The results
indicated that haemangioma was mainly in the mesenteric lymph
nodes in this study. High background incidence (up to 73%) of
haemangioma in mesenteric lymph nodes was reported in male HanIbm
Wistar rats (Expl. Biol. Med., Vol:7, pp:63-71, 1982). It
appears that haemangioma is specific for this substrain of Wistar
rats (Toxicologic Pathology; 20(2):268-273, 1992).

RECOMMENDATIONS: None.
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Ke Zhang, Ph.D” Date
Pharmacologist

Comment :

JaéEi B. Cﬁoudary, E.v.Sc., Ph.D. Dat

Supervisory Pharmacologist

cc:
NDA
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HFD-180/Dr. Choudary
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Note: The Carcinogenicity Review is contained in
the Pharm/Tox Review (pgs. 62-95), dated
July 14, 2000.
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