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Project Summary Table
SUMARY: Incidence of KON-NEOPLASTIC Micrescopic Findings
PROJECT ID. WO: KRO143 FATES: ALL - PAGE 56
DAYS @ ALL SEX: FEMALE
GROUP: -~ mg/kg 0 mg/kyg S mg/kg 15 my/kg 50 m/kg
NUMBER OF ANIMALS: S0 50 50 50 50
» ¥ ¥ # #
adrenal 2 ¥ Ex 46 S0 L9 50 S0
thrombasis 0 0 0 0 1
purulent adrenalitis 0 0 0 1] 1
medullary hyperplasia 9 3 2 2 7 _
leukocytostasis 0 0 2 2 2
-
- e
all organs ¥ Ex 14 25 30 3 28 1
bacterial grewth 1 0 ) 0 0 E
autolysis 14 25 30 23 28 -
aorta £ Ex S0 50 50 50 49
medial caleification 0 0 0. 0 1
peri- / vasculitis /] 1 0 1 ?
intravascular foreign material 0 0 [1} 0 1
body openings #Ex O 0 0 0 0
bone #Ex 0 1 [} 0 0
healed fracture 0 1 0 4} 0

beain ¥ Ex
Lympho-histioccytic infiltr. .
hemorrhage
thalemic compression
red malacia
satellitosis
neuranal / axonal degeneration
hyperemia / congestion
meningeal calcification
neuronophagia
pigment deposit(s)
intravascular foreign material
pSammona

»
0
LY.
v
o
Lo
[=]

ooooombaom-‘ag
O+ 0000 WNOIWODO

00O D000 NMNWIO N -
- D0 -0 WMNMOoO O NDO

OO - 0O = UNNN

(Report Cantinued)




Pantoprazole Sodium Enteric Coated Tablets Wyeth-Ayerst - Conﬁdéntial

NDA F¢ 977
/%.76 VAvS

B8610~023
220/94 Rat, Carcinogenicity study p.o.

Project Summary Table
SIMMARY: Incidence of NON-HEOPLASTIC Microscopic Findings

PROJECT ID. MO: KRO143 FATES: ALL

PAGE 57
DAYS = ALL SEX: FEMALE
" GROUF: ~- m3/kg 0 my/kg 5 eg/kg 15 mg/kg S0 mg/kg
WUMBER OF ANIMALS: 50 50 50 -1 50
L J  J # # #
cecum . # Ex 48 49 S0 50 S0
enteritis 1 0 Q Q ")
ulcer 1 1 0 0 -
‘Lytpphocytic hyperplasia 0 0 Q 2 0
e
clitoral gland #Ex 1 1 1 2 0 E
£
colon . #Ex 4B S0 50 50 50
ederma 0 0 1 1 Q
lymphoecytic hyperplasia 1 1 0 0 0
diaphragma #Ex O o] 0 0 0
duodenim # Ex &9 S0 50 50 50
mucosal pigment deposit(s) 0 0 [ 1 [+]
ear/auditory duct #Ex 0 1] 0 0 0
esophagus # Ex 50 50 %0 50 49
peri- / epi- / esophagitis 0 0 0 0 1 : . -
traumatic separation ] 0 1 0 0
dilatation 0 0 1 0 0
residusl ingesta 0 [} 1 [¢] 0
lyrpho-histiecytic infiltr, 0 0 o} 2 2
purulent (traumatic) infiam, 0 0 1 o] 1
peri- / vasculitis 1 0 0 0 0
extremi.ties . #Ex 0 ] 0 1] [+]
eye | ‘# Ex 45 %4 48 47 47
keratit's i o (1] 1 0
iritis 0 1] 1 o __ 0 -
conjunctivitis 0 0 0 1

(Report Continued)
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Project Summary Table
SUMMARY: Incidence of NON-NEOPLASTIC Microscapic Findings

PROJECT 1D. NO: KRO143 FATES: ALL - PAGE 58
DAYS @ ALL SEX: FEMALE
GROUP ; == mg/kg 0 mg/kg 5 mg/kg 15 mp/ky 50 mg/ke
NUMBER OF ANIMALS: 50 50 50 50 50
& ] # ] 1
eye 1 ¥ Ex 45 &7 48 4T &7
corneal dysplasia [+] 1] 1 1] 1]
uveitis 0 0 1 2 2
retinal degener. / atrophy 17 8 9 14 7
orbital inflammation 0 0 0 1 0
anterior chamber hemorrhage 0 0 1 1 0 .
graruloma 15 8 14 10 7
connective tissue calcific. 24 15 12 12 15
periarbital blood 2 1 0 2 H
lympho-histiocytie infiltr. 1 1 1] 0 0
degeneration of vitreous body 3 o 0 4 ]
leukocytostasis 0 0 0 1} 1
eye 2 ¥ Ex 45 L7 49 47 173
keratitis 1 1 1. 0 ]
uveitis 2 1 0 1 1
retinal degener. / atrophy 15 7 10 - 14 7
anterier chamber hemorrhage 0 1 0 0 ]
granulcama [ 10 11 &
comective tissue calcific. 21 12 13 16 18
periorbital bleod 11 4 1 2 I'A
lympho-histioeytie infiltr, 0 0 0 Q
degeneration of vitreous body 0 1 1 3 0
leukocytostasis 1] 0 o] 0 1
forestomach ® Ex 49 50 50 50 50
hyperkeratosis 1 0 1] 0 1}
eubm. inflamuation I 0 0 0 0
erosion 1 0 [+] ] 0
ulcer i 1 0 0 1 0
calcification, wuscular 0 0 2 2 0
hyperplasia 3 1 0 1 4
squamous cell papilloma 0 1 0 0 0
general used prefered terms ¢ Ex 0 0 0 0 0
(Report Continued) -_— . -
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Project Summary Table
SWBMUARY: Treidence of NOM-NEOPLASTIC Micrescopic Findings

PROJECT (D. NO:; KRO143 FATES: ALL - PAGE 59

DAYS = ALL SEX: FEMALE

GROUP = - mg/kg 0 mg/kg 5 mg/kg 15 mg/kg 50 mg/kg -

NUKBER Of ANIMALS: 50 50 50 50 S0

14 ¢ # * "

glandular stomach (Grimelius) # Ex 35 23 17 25 20
GPC, ditfuse 35 21 17 25 1%
GPC, focal hyperptasia 0 1 4 4 2
GPC, chains 0 0 10 " 11 —
GPC, micronodules ] [} 0 2 4 -
GPC, submucosal growth o 0 2 8 6 C
GPC, decreased 0 2 0 0 0 i
GPC, distribution 35 23 17 25 19 r

£

glandular stomach (antrum) ¥ Ex 49 50 (1] 49 &7 -

" mucosal hyperplasia 2 1 4 15 12
erosion 4 0 1 1 0
epithelial hyperplasia 0 0 0 3 0
lymphfollicle 0 0 2 2 2

glandular stomach (fundas) #® Ex 49 S0 50 50 50
parietal cell vacuolation ¢} 1 0 0 1
mucosal hyperplasia/folding 10 3 a1 39 L2
gland. ectasia 23 16 40 39 29
cyst 4 S 4 " 2
erosion 16 8 1 2 1
ulcer 2 1 0 2 0
necrosis 0 0 0 0 3
sasinaphilic chief cells 0 0 40 42 &5
subm. mixed cetl infiltration o 1 o 1 0 : : - T
subm. edema 0 3 0 0 k1
gastritis 0 [+] 1 [+] 0
epithelial cyst 0 0 0 4] 1
bleeding . 0 Q 1 (4] 1
basal fibrosis 1 0 5 16 1"
vascular calcification [+] 0 ] 3 1]
serositis 1 0 0 0 0
congestion/hyperemia 4] [} ] 3 1
mucosal lymphfollicles [} [¢] [} [1] 4
regensrative hyperplasia ] T T e 1] 1 S
easinophilic infiler. [+] [} 5 " 8

(Report Continued) - -
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Project summary Table
SUMRARY: Incidence of MON-MEOPLASTIC Micrescopic Findings

PROJECT ID. NO: KRO143

FATES: ALL
DAYS : ALL SEX: FEMALE
GROUP - eg/kg 0 my/kg 5 mg/kg m5/kg 50 mg/kg
NUNBER OF ANIMALS: S0 50 50 50 50
¥ ) ¥ [ ¥
'haunatopoetic system #Ex 8 7 3 8 7
harderian gld. 1 # Ex 350 50 50 50 S0 -
¢hronic {nflammation n & 4 11 9 g
chromodacryorchea 42 40 41 43 43 )
intraglandular blood 1 2 3 2 3 i
tympho-histiocytic infiltr, 18 17 27 18 15 F4
acute inflammation 1 0 1 2 0 -
graruloma 1 2 1 I'4 0
ductal hyperplasia 0 0 0 1 0
hyperemia / congestion 0 0 0 1 0
harderian gld. 2 # Ex 50 S0 S0 S0 50
chronic inflammation 13 5 6 9 é
chromadacryorrhea 39 &2 46 43 48
intraglandular blood 15 [} [ & 8
lymoho-histiocytic infiltr. 14 17 20 17 16
acute inflammation ) 0 [+] 1 0
granulcms 3 1 0 0 2
acinar hyperplasia [1] (] (1] 1 1
hyperemia / congestion 1 0 0 1 Q
B heart fEx 49 50 S0 . 50 50 -
acute wmyocarditis 0 [+] 1 Q [}
chronic myocarditis 21 19 11 12 L
myocardial hemosiderosis 2 [+} 1 4 2
myocardial fibrosis 13 5 8 g H
peri- / wvasculitis - 3 6 0 1 2
chondroid eetaplasia 2 s H 1 1
myscardisl degenerstion [+] 1 2 [ -1
lympho+histiocytic infiler. 6 10 13 -l o
vaseular ealcification 25 12 10 17 12
leukocytostasis +] - =0 0 ] 1
thrombosig 0 0 1 0 0
hyperemia / congestion 0 1 0 0 0.
peri- / epicardititis 0 ) 0 0 2
raravascular foreign material 0 [+} [+] 0 1.

:
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Project Summary Table

SUMMARY ©

Incidence of NON-NEORLASTIC Microscopic Findings

"PROJECT 1D. NO: KRO143

T FATES: AL

- PAGE &1
DAYS : ALL SEX: FEMALE
GROUP: == mg/kg 0 mg/ky 5 mg/kg 15 mg/kg 50 mg/kg
WUMEER OF AMIMALS: S0 50 50 50 50
* * # # #
ileum ® Ex 43 %9 50 49 50
lymphocytic hyperplasia é 1" 5 é 3
\ymphoma / leukemia "] 0 0 1 0
ischiadic nerve # Ex SO 50 48 48 47 e
axonal degeneration [+] 0 o] 1 0 e
intra-, interaxonal edema 0 0 1} 1 Q E
r
£
jejurwm # Ex 48 50 50 49 50
lymphoma / (eukemia 0 0 0 1 0 B
Llymphocytic hyperplasia 0 0 0 1 0
joints 4Ex O +] 0 0 0
kidney 1 f Ex 47 50 L9 50 50
ehron,progressive nephropathy [ 8 & 10 10
pelvie epith, calcification 1 [+] [3 4 3
interstitial pephritis 1 0 0 0 2
pigment déposits 23 19 19 24 21
tubular ealeification B 18 21 15 "
tubular cell regenergtion 1 1 1] 0 4
hyperemia / congestion 3 4 3 X 5
lympho-hictiocytic infiltr. 12 2 2 H '5_ . . _
Leukoeytostasis 0 0 0 0 1 ’
kigney 2 # Ex 47 S0 L9 50 50
chrom. progressive nephropathy -] a s 10 10
pelvic epith. caleification 1 0 3 1 2
urolithiasis 1 0 (] Q 0
interstitial mephritis 1 1] 0 0 2
pigment deposits 23 19 19 26 21
tubular calecification 5 . 1 18 15 10
tubular cell regeneration [} 0 -0 0 3
hyperemia / congestion 3 4 3 3 5
tymaho-histieeytic infiler. 13 3 0 2 3
leukocytostasis 0 0 0 LR ] -

¥

(Resort Continued)
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Incidence of NON-NEOPLASTIC Microscapiec Findings

SIMMARY =

PROJECT 1D, RO: KRO143

FATES: ALL

- PAGE &2
DAYS : ALL SEX: FEMALE
GROUP: -~ ma/kg 0 mg/xg S ma/kyg 15 mg/ky S50 wg/kyg
NUMBER OF ANIMALS: 50 50 50 50 S0
] * # ® *
liver # Ex S50 S0 50 50 50
hepatitis 1 0 0 1 0
bile chxct proliferation N 23 26 3 26
clear cell focus 4 3 1 3 H .
eosinophilic cell foocus 7 S 0 0 2
basophilic cell focus 38 25 33 29 % b
recrosis 4 2 3 7 5 T
hemorrhage 1 4 2 1 3 E
sctivation of Kupffer-cells 0 ] 0 2 0 E
pericductal fibrosis/inflammat, 31 16 25 26 22 -
pigment deposits s s 3 13 2
peliosis 0 [+] 4] 1 1
extramedullary hematopoiesis 0 1] 0 1 0
hepatocellular vacuolation 0 1 1 Q Q
hepatocell. fatty vacuotation 7 5 1 S 5
leuvkocytostasis 4 1 1 2 3
\ympho-histiocytic infiltr. 10 13 19 17 12
hypéremia / cengestion 1% 28 3 28 32
apoptosis 1 9 16 8 1%
spongiosis 0 1} 0 0 1
regenerat. hepat. hyperplasia 12 4 3 1 &
capsular fibresis 0 [ 0 0 1
centrilobular hypertrophy 1 10 10 3 26
Mal.iory bodies, intracytoplas. 1 0 ] o a
eosimophilic fnfiler, 0 o 4] [¢] 1
intravascular foreign mazerial 0 0 1] 0 1
organ parts absent (camnibal.) 1 ] .0 +] _0 _ -
granulomra 15 7 5 & s
deformed, herniated lobe 0 1 0 1 0
lumb . spinal cord, bone m, # Ex 4B &9 [3) &8 48
axon degeneration 14 9 7 9 H
ectopic epidermoid cyst 0 0 1 0 0
granulomatous inflammation 0 0 0 2 1
red malacia 0 0 0 1 0
bone marrow atrophy 0 - = 1 [+] 0 1
bore marrow depletion 0 [+] 0 0 1
protazoal infection 0 0 0 1 0
resctive hyperpiesia. 1] 0 0 3 0

(Report Continued)
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SUMMARY:  Incidence of NON-NEOPLASTIC Microscopic Findings

FROJECT ID. NO: EROVLS FATES: ALL PACE &3
DAYS : ALL SEX: FEMALE
GROUP: -~ mg/kg 0 mg/kg Swg/kg 15 mg/kg 50 mg/kg
NUMBER OF ANIMALS: 50 50 50 50 50
# # # ] ’
Lung ¥ Ex 50 50 50 50 50
hyperemia / congestion k73 [} &2 k1 19
lympho~histiocytic infittr. S 7 & 3 5
alveolar histiocytosis 16 9 15 20 19 -
putrulent bronchopneumonia 0 0 0 3 2 -
foreign-body granuloma 0 1 0 1 0 P
intraalveolar blood 1 1 5 3 4
alveolar edema 0 1 1 0 3 E
vascular caleification 2 0 2 4 1 ?-
cholesterol clefts 0 0 o 0 1 ’
atelectasis 1 0 o ] 1] -
" emphysema 12 12 9 7 10
alveol. lipoproteinosis 3 0 [1} o 0
granuloma 1 0 3" 3 1
pigment in macrophages 6 0 4 9 []
bronchiolisation 0 0 1 0 0
bronch.-alv. hyperplasia 0 2 0 0 0
leukocytostasis [+] 4] Q 0 1
aspirated plant materiat 0 1 1 1 1
intravascular foreign material 0 0 0 0 1

lung ass.lym.no.(non-protocol)# Ex 13 " 9 18 19
erythrophagoecytosis 2 2 3 & 5
capsular inflammation 0 0 0 1 0
pigwent deposits 1 0 0 1 0
hemosiderosis ] 8 7 13 13 . . i
parafolliicular hyperplasia [+] <] 0 1 0
follicular hyperplasia 0 0 0 0 1
hyperemia / congestion 1 1 1 [1] [+
blead resorbtion ; 0 0 1 0 0
intravascular foreign materiat [4] o ] (1] 1
histiocyric module / gramuloma 0 1 0 [1} 0
necrosis 0 4] 1 0 0

lymph node mesent. tex 7 T s0 48 @ 50
simes histiooytosis . & 1 10 9 12
erytaroshagocytosis’ 3 1 ra 1 0
hefos ideracis Q 0 1 [\] 0
hyperemia / congestion 0 1 3 - 0 -

(Report Continued)




Pantoprazole Sodium Enteric Coated Tablets Wyeth-Ayerst .- Confidential

WNOA 9 987
Fage ¥ 57/

B8610-023
220/94 Rat, carcihogenicity study p.o.

Project Summary Table
SUMMARY: Incidence of NON-NEOPLASTIC Microscopic Findings

PROJECT ID. NO: KRO14S FATES: ALL - PAGE &4

DAYS : ALL SEX: FEMALE

GROUP; - mg/ke 0 mg/kg 5 ma/kg 15 masky SO mg/kp ' -
WUMBER OF ANIMALS: S0 1] S0 50 50

lyrph node mesent. # Ex 47 50 438 49 50
rastocytosis 2 0 ] 5 1
plagmacytesis 1 0 0 0 0 .
lymphoid atrophy [+] /] 0 Q 2
capsular inflmmmation 0 [} 0 [+} 1 —
follicular hyperplasia 0 0 0 ) 1 ooy
histiocytic nodule / granuloms 29 19 3 24 21 i
parafollicular hyperplasia 1 8 0 0 4 2
lymphoid depletion 0 0 0 o 1 :
reactive hyperplasia +] Q '] 2 1
intravascular foreign material 0 0 0 o 1 .
necrosis 0 0 1} 0 1

lysph node subrand, # Ex 48 oob 48 47 bty -
erythrophagocytosis 2 1 1 2 k1
hyperemia / congestion 4 2 5 2 5
hemosiderosis 13 7 10 12 1
plasmacytosis 18 6 7 10 10
follicular hyperplasia é 2 2 2 2
parafollicular hyperplasis 3 2 1 0 4
sinus histioeytosis 2 1 1 1 2
hemorrhage - 0 0 Q (] 2
black pigment deposits 7 & 5 7 4
necrosis 1} 4] 1 0 [+]
reactive hyperplasia ) 0 0 r] 2 0 A . - ———
histiocytic nodule / granuloma 0 0 0 1 ]
intravaseular foreign material 0 4] 0 0 1

lymph nades (non-protocol ) ®Ex 2 2 1 1 1
erythrophagocytoesis 0 0 1 0 0

manmary glard #£Ex 50 48 46 4 a7
inflammation 1 -~ - B 0 0 o
galactocele 4 1 0 2 1
dilated ducts 4 o} 1] 2 2

" epithelinl hyperplesia 2 1 0 1 1

(Repart Continued)
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SUMMARY:  [ncidence of NOM-MEOPLASTIC Microseopic Findings

PROJECT ID. NO: KRO143 FATES: ALL

PAGE &5
DAYS 1 ALL SEX: FEMALE
GROUP; -~ mg/ksg 0 mg/kg 5 mg/kg 15 my/kg 50 mg/kg -
NUMBER OF ANIMALS: 50 50 50 50 50
* # * # #
rasal/paranesal cavities # Ex 49 49 &9 49 114
purulent inflammation -] [A [ 7 H
inhaled foreign material 2 & 5 3 1
non-purulent inflammation 3 ] 0 0 0 -
Bucus sccumulation 1 1 [4] 0 2 -
hyperemia / comgestion 1 2 2 1 3 T
goblet-cell hyperplasia 1 3 17 13 10 .i
5Quainous metaplasia 4] o s} 1} 1 r
respir. epithel degen, Q 1 S 3 3 ;
thrombosis 2 ] 1 1 1 ‘
hemerrhage ] 1 1 0 2 -
mycotic infection 0 [} 0 0 1
oral cavity (amd teeth) # Ex S50 &8 48 49 49
orolaryngeal & oesoph. impact. 13 21 Fr 22 23
orolaryngeal granulomas 22 18 22 19 a1
purulent laryrgitis & 7 0 8 &
lympho-histiocytie infiler, 29 22 25 21 20
nucosal erosion 3 1 1 1 0
mucasal uleceration ] 1 1 1} ]
cystic secretory duct dilat. 7 1€ 15 13 16
laryngesl cartilage degenerat. 9 21 17 19 7
laryngeal submucosal edeons [ 7 1 1 13
rarule 0 0 1 0 )]
goblet cell hyper-/metaplasia 1 0 0 Q 0
squanous cetl metaplasia 0 3 0 1 o - - - e
sqaamous cell hypee-/dysplasia "} 1 0 0 [/]
cther tissues #Ex O 4] 1} 6 0
ovaries #f Ex 47 5C 50 S0 50
atrophy of funct. parenchym 9 B 6 9 6
sex cord hyperplasia +] 2 2 [} 2
follicular eyst o T T 1 0 2
bursal cyst 7 [ I3 [ 5
parenchyms. cell degeneration 1 2 [4] 0 1]
hyporemia / congestion ¥ 1 17 12 16
Llympho-histiocytic infiltr. 0 o 0 -+ 1] -

(Report Continued)
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Project Summary Table
SUMMARY: Incidence of NON-NEGPLASTIC Micrascopic Findings

PROJECT ID. NO: ERQ1L3 FATES: ALL PAGE &&
DAYS = ALL SEX: FEMALE
GROUP: -- og/kg Owma/kg ~ Smg/ky 15 ma/kg 50 ma/kg
- NUMBER OF ANIMALS: 50 50 50 -1 ] 50
] # & ¥ #
ovaries # Ex 47 50 50 50 50
intravascular foreign material (1] 4] 0 [} 1
pigment deposits 7 3 1 7 7 T
grenulomstous inflammation 1 F3 1 1 0 =
- ".: —ay
B
pancreas # Ex 47 48 50 49 49 r
lympho-histiocytic infiltr. 5 4 3 5 8 £
increased apoptosis [+] 0 0 [*} 1
actnar cell atrophy 0 0 0 1 0
islet hemosiderosis o [} 1 Q 0
islet cell hyperplasia o 0 1 1 0
hyperemia / congestion 0 2 1 0 1
basophilic foeus Q 1 [} 0 1
edema 1 1 [+] [+] 0
threnic atrophic pancreatitis 12 -8 10 7 B
ductal cell regeneration 9 10 10 9 9
hecrosis 1 0 0 [+] 1
intravascular foreign material o 0 0 [+] 1
ductal cyst 0 1 0 0 0
acinar cell hypertrophy [¢] 1] 1 2 0
subac. necrot. pancreatitis 0 0 0 0 1 _
parathyroid 1 ¥ Ex 43 &2 19 42 43
hyperplasia ' 2 1 rd 2 0 ) ) - T
fibrosis 0 0 I 0 0
leukocytostasis N 1] 0 [ 1
parathyroid 2 £ Ex 33 30 28 29 29
hyperplatia 1 1 1 o 0
hypertrophy 1] 1 0 0 0
leukocytostasis 0 [} o0 0 1 ~
pituitary ¥ Ex 44 43 43 (73 &1
" hemoglobin /cholesterol clefts 1 0 0 1 <]
cavern / eyst ' 6 2 2 6 Y
necosiderosis 10 0 2 = 3 -
hamarrhage 3 0 2 0 1

(Report Continued)
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Project summary Table
SUMMARY:  Ircidence of MON-NEOPLASTIC Mcn_\uopic Findings

PROJECT ID. MNO: FRO143 FATES: ALL . PAGE &7
DAYS : ALL SEX: FEMALE
GROUP: -~ wg/kg 0 mg/ky S my/kg 15 wo/kg SO wg/kg -
NUMBER OF ANIMALS: 50 50 50 50 50 ’
. ] ] 4 [ ]

pituitary . # Ex 44 L3 43 46 &1

pars distalis hyperplasia 3 8 H 5 3

pars distalis adenoma 0 0 0 1 0 .

hyperemis / congestion 0 0 1 0 1

leukacytostasis 0 0 0 0 1 =

§

rectum #Ex 4B 50 50 50 50 : E

hematodes 1 0 0 0 [+]

lymphocytic hyperplasia 1 0 4] 0 0

lympham / (eukemia 0 0 0 1 0 )
salivary gld. parot. ¥ Ex 45 S0 49 48 50

interstitial fibrosis 1 0 0 1] 0

lobular atrophy 2 0 0 4] 0

edema 0 Q 0 0 1

lympho-histiocytic infiler. 2 1 0 0 4]

sisioadenitis o 1 0 2 0

scinar hyperplasia 0 1 0 1 0

basophilic focus 1 0 - 1 0 0

acinar cell degenerstion o 0 2 3 1

nuclear polyworphism . [+] Q Q 1 1

acinar cell hypertrophy 0 0 0 [+] 1
salivary gld. suomand. £ Ex 4B 50 50 50 S0

edema 1] 1] 0 [1] 1

lympho-histiocytie infiter. [} 0 [/} 1 0

hyperemia / congestion o 0 1 0 0

micous acinar hyperplasia 0 1 0 Q 2

serous acinar hyperplasia * 1 0 0 2 0

basophilic focus 1 ] o 1] Q
skeletal muscle quadriceps #Ex S50 . . SO S0 50 50

nyodegenergtion 0 0 -0 b ] 0

Lympho-histiocytic infiler. 1 0 /] 0 [

——— —

(Report Continued)
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Project Summary Table
BMMARY: Incidence of NON-NEOPLASTIC Microscopic Firdings

PROJECT 0. MO: KRO14Y FATES: ALL -

PAGE &R
DAYS 3 ALL $EX: FEMALE
GROUP: -+ mg/kg 0 wmg/kg 5 mg/kg 15 mo/kg 50 mg/ky -
MUMBER OF ANIMALS: 50 S50 50 50 50

»

-
®
»
»

skin # Ex 50 50 48 48 49
dermatitis 1 1] 1 0 1
dermal fibrosis/caleif. 0 0 ] 0 1
acanthosis 0 1} 1 0 0 -
uleer - - t-. -0 —- [ R [} 2 -
abscess 2 0 0 0 ] e
- epithelist cell hyperplasia 0 0 1 0 0 i
lympho-histiocytic infiler. [} 1] 0 1} 1 r
astitis / osteomyelitis 1 0 0 [+] 0 z
epithelial dysplasia 0 0 0 0 1 i
epidermal cyst 0 0 1 0 0 -
spleen fEx 49 s0 50" 50 50
extramecul lary hematopoesis 24 19 7. 23 1%
hemosiderosis 42 43 &7 &3 40
chronic perisplenitis T 7 e - T T 2 7 o
fibrosis Ty T e T T 3 B |
hml"l‘hl!ic necre:\'s' ) . TTTTYIYIT—/— I I ! _0— 1 1
lymphoid atrophy e 0~ -——-1 2 -- 2.
follicular hyperplasis 0 0 0 0 2
parafollicular hyperplasia /] 1 D 2 1
hyperemia / congestion 9 17 26 25 &7
reactive hyperploasia 0 Q 0 2 1
granul cta 0 0 1 1 0
serosal cyst 2 0 0 0 0 ~ .
intravascular foreign material o o - [ 0 B ) ) -
tail ' #Ex 0 0 v} 0 (1}
thorac.spinal cord, bone m. # Ex 49 S0 50 50 49
red malacia 0 0 1 - [+] 0
hemarrhage 0 [} 0 1 0
bone marrow 2trophy o, . 1 0 [} 1
bone marrow depletion 0 0 0 0 1
reactive hyperplasia 0 1} 0 3 0

(Report Contirmed) - ‘ -
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Project Summary Table
SUMMARY: [ncidence of NON-NEOPLASTIC Microscopic Findings

PROJECT 1D, NO: KRO143 FATES: ALL

PAGE &%
DAYS : ALL SEX: FEMALE
GROUP 2 == mg/kg 0 mgy/kg 5 mg/kg 1% mg/kg 50 mg/kg -
NUMBER OF ANIMALS: . 50 S0 50 50 S0
2 [ 4 [ #
tharscie cavity #EX 0 0 [¢] [+] 2
pleuritis a 0 [+} 0 2
hemocrhage 0 0 0 ] 1 —_
foreign material 0 [1} 0 0 1
B
N thysus 2 Ex 45 48 45 46 49 3
involution 3 37 28 3 50 H
branchiogenic cyst 0 0 1 0 1
epithelial hyperplasia : s 1 0 2
hyperemia / congestion 1 24 27 19 26
agonal bleeding 4 10 13 12 n
edom [4] 1 o . 0
thyroid 1 ¥ Ex 4§ 50 49 &9 49
follicu(ar cell activation 3 1 9 3 3
hyperemia / congestian 4 é 5 [3 9
C-cell hyparplasia, diffuse 4 1 7 11 [
follicular cell hyperplasia 1 2 1 3. 2
branchiogenic eyst 1 2 2 1 1
lympho-histiocytie infiler, 0 1] 0 1 0
lekocytostasis [ o0 P '] . 1.
Marenchymal atrophy 0 -} 1 L [
C-cell hyperplasia 1" 13 & 6 11
cthyraid 2 ¥ Ex 46 49 Lé &8 43
follicular cell activatien 3 1 8 3 3
hyperem‘s / congestion & 6 5 4 9
C-cell hyperplasia, diffuse 5 1 7 1 &
follicular cell hyperplasia 1 B 1 2 1
branchiogenic eyst 1 0 0 0 0
lympho-histiecytic infiltr. 0 . 0 0 1 0
leukocytostasis - 0 0 0 i} 1
Cecell hyperplasia 12. - -8 5 3 ]
zibia & Ex 50 50 59 50 [}
hemorrhage 1 0 0 - 0 -
necrosis 0 -0 0 0 1

(Report Continued)
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Project Summary Table

SUMMARY :

Incidence of NON-NEQPLASTIC. Nicroscopic Findings

PROJECT 10, NO: ERO143 FATES: ALL PASE 70
DAYS : ALL SEX: FEMALE .
GROUP 2 -+ wg/kyg 0 mg/ky S mg/ky 15 ma/kg S0 mg/kg -
NUMBER OF AMIMALS: 50 50 50 50 50
o 3 ] * ’
‘tibia # Ex 50 50 50 50 &9
hemosiderosis B R 1 0 0
osteomyelofibrosis o T  ~ B I 0 0 L
granulomatous inflammation ———2———— & -—— R & 9 3 o
bone marrow atrophy - -0 1 et — 2 e
bone marrow depletion 0 0. 0 0 1 -or=
reactive hyperplasia 2 1 1 3 0 B
— :
tongue # Ex 49 50 50 50 50 .
inflammation 1 1} 0 o 0 B
peris / vasculitis ” . - 1 B 1 0
hyperemia / congestiomr ——— @m0 + o 0
vascular calecification ___ X2z = 27 __ . 2% 29 24
\ympho-histiocytic infiltr. I . . 2 I I : I
squamaus cell hyperplasia 1 L ¢ 0 _
leukocytostasis - 0 0 0 0 1
trachea ® Ex- &% 50 50 50 - 50
intraluminal bloed ' 0 1 e 0 [+ - e -- -
lympho-histiocytic infiltr. 0 1 .0 0 1
squamous metaplasia 0 1 0 _ 0 0 - - -
ureter : fEx O U0 0 0 0 ) N _ R
urinary bladder . _®Ex %0 S0 . 5o 4 ‘8 —
tyrpho-histioeytic infiler, 3 1 e 2. R
edema - & 7 4 4 2 . )
dilatation T T T 0 o 1 0 0
residuals of sediment 0 0 1 0 0
teukocytestasis 0 0 0 0 1
uterus / ut.-cervix / vagina # Ex 4% 50 50 50 . 50
hyperemia / congestion 4 . 2 3 2 5
‘mucosal cell degeneration [+] 1 a Q [
eosinophiliz infittration 1 [} 0 0 1
3 1 0o - 1= 1 - -

lyrmpho-histioeytic infiler.

(Report Continged)y - ———— = S -
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Project summary Table
SUMMARY: Incidence of NON-KEOPLASTIC Microscopie Findings

PROJECT 1D. NO: KRO14L3 FATES: ALL -

PAGE 71
DAYS : ALL SEX:. FEMALE
GROUP: = mg/ks  Ows/kg S wmysks 15 mg/kg 50 mo/ke ' -
NUMSER OF ANIMALS: 50 50 50 50 50

uternss / ut.-cervix / vagina # Ex

H
L+
v
o
w
Q
w
o
A
=

luminal dilatation (muccoetra) 12 [ 1" 12 9
endometrial hyperplasia 1 2 2 2 0 —
Pro- / hemametra 2 2 2 2 2
submucosal hemosiderosis 1 0 a b '] '_'_ i
stramal fibresis 3 1 0 0 1 -orw
cystic dilatation of glands 1 .0 0 0 0 i
peri- / vasculitis 0 1 0 0 0 g
stramal hyperplasia ] Q 1 0 0 -
cervical squamous hyperplasis 4 5 3 5 3
micoid epithelium (diestrus) 14 6 3 18 13 B
necrosis 0 0 0 0 1
(End of Report)
~ APPEARS THIS WAY

ON ORIGINAL




