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1. For animal number 5100 (200 mg/kg/day, female), the original findings in fundus
consisted of -a malignant chief cell adenocarcinoma and multiple malignant
neuroendocrine (NE) cell. tumors. The sponsors reanalysis has reclassified the chief
cell adenocarcinoma as a NE-cell tumor with areas of chief-cell-like differentiation. What
percentage of cells stained- positively with Grimelius stain and chromogranin? What
‘percentage of cells stained positively with neuron-specific enolase? Were these staining
procedures performed with freshly cut sections or previously stained slides, as this
animal was not mentioned in GTR-312797 Analysis of this tumor by an independent
group of pathologists is needed to confirm the diagnosis. The following materials are
required: (1) original slides from (2) subsequent slides prepared
by Wyeth-Ayerst/Byk Gulden, and (3) original paraffin block of stomach. -

2. For animal number 4908 (50 mg/kg/day, male), reanalysis has confimed an
adenocarcinoma; although, the original report listed the location of the tumor in the
pyloric region at the gastroduodenal junction, while reanalysis suggested that the tumor
originated from Brunner's glands in the duodenum with infiltration below the pylorie-—
mucosa. The validity of the reanalysis is questionable since the only neoplastic finding®
listed for the small intestine in the original report was a malignant histiocytic sarcoma in= ™™
the small intestine. Analysis of the duodenum and this tumor in the pyloric region by an$
independent group of pathologists is needed to confirm the diagnoses. The following*
materials are required: (1) original paraffin blocks of duodenum and stomach (includes
pyloric region), (2) original slides from _— - , and (3) subsequent slides
prepared by Wyeth-Ayerst/Byk Guiden.

3. For animal number 4870 (50 mg/kg/day, male), malignant neuroendocrine cell
tumors in the stomach and lymph node(s) adjacent to the pancreas listed in the original
report were reclassified as acinar-cell carcinomas of the pancreas after reanalysis. The
original study report listed no abnormalities for the pancreas. Analysis of the pancreas
and tumors in the stomach and lymph node(s) adjacent to pancreas by an independent
group of pathologists is needed to confirm these diagnoses. The following materials are
required: (1) original paraffin blocks of pancreas and stomach, (2) original slides from
and (3) subsequent slides prepared by Wyeth-Ayerst/Byk

Gulden.

4. For animal number 5070 (200 mg/kg/day, female), a malignant neuroendocrine cell
tumor in @ lymph node near the pancreas and multiple, malignant neuroendocrine cell
tumors in the fundus in the original report were reclassified as acinar-cell carcinomas of
the pancreas following reanalysis. Use of special stains and immunohistochemistry with
tumors in the lymph node near the pancreas and fundus were inconclusive for either
tumor type. Analysis of the pancreas and these tumors in the stomach and iymph node
adjacent to pancreas by an independent group of pathologists is needed to confirm
these diagnoses. The following materials are required: (1) original paraffin blocks of

pancreas and stomach, (2) original slides from -~ — === and (3)
subsequent slides prepared by Wyeth-Ayerst/Byk Guliden.




NDA 20,987
Page 10

5 For animal numbers 4718 (5 mg/kg/day, male) and 4997 (200 mg/kg/day, male),
neuroendocrine cell tumors in the liver for both animals were: reclassified as metastatic
islet-cell carcinomas from pancreas in the appa‘ent absence of a primary islet-cell
carcinoma in the pancreas. For both animals, analysis of the pancreas, stomach, and
tumors in the liver by an independent group of pathologists is needed to confirm these
diagnoses. The following materials are required: (1) original paraffin blocks of pancreas,
stomach, and liver, (2) original slides from ————" ————— and (3) subsequent
slides prepared by Wyeth-Ayerst/Byk Gulden.

6. For animal number 4883 (50 mg/kg/day, male), a malignant NE-cell tumor in the liver
(site of origin not determined) was reclassified as an anapiastic sarcoma following -
reanalysis. Anaplastic sarcomas in rat liver appears to be rare (In: Pathobiology of

Tumors in Laboratory Animals. Editor: V.S. Turusov. International Agency for Research

on Cancer Animals. Lyon. 1987, Part 2, Pages 48-50). Analysis of the stomach and the

~ tumor in the liver by an independent group of pathologists is needed to confirm this

diagnosis. The following materials are required: (1) original paraffin blocks of stomach™~

and liver (2) original slides from __——m8w——" , and (3) subsequernt slides
prepared by Wyeth-Ayerst/Byk Gulden.
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Appendix 2;: Macroscopic and microscopic findings for selected Sprague Dawiley rats
of the two-year carcinogenicity study with pantoprazole.
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Appendix 2: Macroscopic and microscopic findings for selected Sprague Dawley
rats of the two-year carcinogenicity study with pantoprazole.

Animal number 4718 (5 mg/kg/day, male)

Animal number 4870 (50 mg/kg/day, male)

Animal number 4883 (50 mg/kg/day, male)

Animal number 4908 (50 mg/kg/day, male)

Animal number 4997 (200 mg/kg/day, male)

Animal number 5001 (200 mg/kg/day, male)

Animal number 5055 (200 mg/kg/day, male) -
Animal number 5070 (200 mg/kg/day, female) ‘
Animal number 5100 (200 mg/kg/day, female)

Animal number 5108 (200 mg/kg/day, female)

Animal number 5122, (200 mg/kg/day, female)
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Pantoprazole Sodium Enteric Coated Tablets _

-CB46 -
PACT 530
DATY 13-DEC-93
TIME 17:34:00
PLLCES VE.204
Appandis 10 Cont-d) -

( Stucy Carpleted )

FTVSY MAMEER) GAICIC
oo $4021-F  MALES

DL CADUP/EEX: Group ILI
ANTRAL WOEER: MACROETOPIC & BMILECECOPIC FINDIRG

4718 Maxde of Death: NMoribund Klll
Day of Death 413 Dmys

Mﬁne-pae Findioge:
BRAIN | Yemitrm) Prairsce indenced by snlarged piLultary
LIVER : Ralwod. pale Nawd (10 s Qlamecer;, jeft lacern] loow ———
Les-an 11 Ralsed, pale arads (UP CO ) sm dlasat+r), mulZiple.

- e }obw
PITUITARY 1 Enlarped (11 X 11 =) sced sulTineulsr

Jerescaple Fiodings:
ARAIN : Vazeral besinstes {(Edenced (By sclerped picoizary)

REARY : Cardiomyorairy. misimal
KIDKLY : Mephropacry, sinimal

LIVEL - NTCROENTOCA DT OILL TOCR (Ki. site of origin not detarmred.
Lasian 1 am rIulize seetiocs

LINS : Aovwealltis. aeccropillic, syltifogn] . moclarace

KAMMAKY GLAND : Wissing

PITUTCARY . AQECHA [B). parx cictalic

PROETATE ¢« PrOStAUiTif. TiNed
Rypecplazia. wpii:alial, reactaive

© OSYPRCT.ARLA. ATeARINE SWll. NOAGLIAOGMLAL. I0Al. mild
{oodus. medecute

cel LILILTYY

teagrt, fundig, miiz

(B =ETNISN, (W esal IGMANT
- - .COMTIMIED

APPEARS THIS \WAY
ON ORIGINAL
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Pantwpruzole Sodlum Enteric Coated Tahlets Wyeth-Ayerst - Confidential

-Cad47 - -

PASE 539
BATE 15-0HT-91
TINE 17 :14:02
FUACES va.jod
Appanodlx 18 (Cont’'d) -

ETOUDY MOMBIN: GI9074 ~ ([ Srudy Comeleced )
EDCE QROUP/SEX: Group LIl e PE027~-I MALES

ANDIAL MMIDR: MACECSCOPIC & AuonINCOPIC PINDINGS
4718 {CEMTIMIED ]

Micromcopic PLodiage:

|

TESTIN/EPIDIDTNIS + Degesaratios. tubular. Ceetisular. ualisceral,
Aallda

THYNOS + Missing -

- MO ARNORMALITTEY DETECTID Tih - . -
ADRENAL, ADRTA, ECNT MARQOW. CTLOW. DOSODNDM. FEOPRMAS. ETE.
ILEPN, JETBN, LYMPR NOOE - WESINTERIC. PANCAEAG, PARATMTRQLD.
SEMIMAL VESIZE, SKELITAL WUSTLE, SKIN. SPIMAL COAD. NPLESN.
THYRCID, TRACNEA, UNDGAY FLADDER. LYUM K3OF - WANSIBULAL.
SALIVARY GIAND - MANTIDULAR. SALIVARY CLAND « PAROTID,
SALIVARY GLAND - SUBLDMGUAL. STERAT

~ISL
(6 Qee (f12

-li'l

L

415S0d 1534
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Pantuprazole Sodium Enteric Coated Tablels Wyeth-Ayerst — Confidential

-C1131 -

PASE  B1)

DATE 13-DEC=P7
T 17:43:10
PLACEE VE_204

Agrpmiziix 1O (CaBr'd)

STUDY MMBER: GA90I4 | Etudy Compleced )
DOSL GROUF/SER: GTOUP IV v 94022-1 WALES
ARTMAL MUMBER: MACRGECOPIC & MICACECOPIC FIMDIWGE
oy of Death: Found Dmad

cay of Dmath 131 fmyas

Wacroscopic Findings:

ABDOFINAL CAVITY : lawion 3:
seinel vesicles

Pala arem. ACriut - chearved AT Licsue trimeung

Soft manms (15 I 13 X 4 mm), adjecenc to

MEAKT :
KIIWNEY : Both pais

LYNP NODE(S) : Lasien 1:

adjscent Lo pancraas
Lesion 2: Fira, Boaclar mase (§ X § X 3 mm). adjacent to

PanCIwAS

ETOMACK : Fundlie
Microssoplie Flodlnge:
ANDOMIMAL CAVITT + BCDIAOEMA (M0,

ADREMAL : Certical hypetplasia, bllatars), multifocal. with
vcualagien

Fite. retular mass (17 X & X 4 =),

whd o and o)t

= Leuios 3

EZART - Cwrdicsyopathy. slld
ThioADOS i3, ACT.Al

ILEWM  Aurolyels
JETWMM : Autolynls
LIDNTY - Mephropachy, sevars .
LIVER : Bosinophilie cell fomus, sltiple. With spangicdis BADACiE
and angieTCasis
MG : Alveolar histiecyiosis, eiffuss. aila
IR RENIGN, (M) xWALTENANT
2 ATIVIRD

APPEARS THIS WAY
ON ORIGINAL
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Pantoprazole Sodium Enteric Coated Tablets

-C1132-
PACE  #14
DATR 15-DEC-97
TINE 17¢41,12
FLACES V8.J04
Appanilx 10 (Camt‘da) -

FTTDY MWSER: GEY024 { Scudy Campleted )
ms: TAOUP/EEX: Croup IV - 94022-1 MALEE®

Wyetli-Ayerst -~ Coalidential

MM [t .1 B mnc & EKICHOSCOPIC FINDIMGE

MIETBeCepie Findjegs:

LAG t Alweallitis. sizad, focal. wodersce
LYNFR FUDE - MESENTEAIC : Erythrophagocycomis
LYMPH NODE(S) : NEURDDNDOCRINE CEL, TUMGCA (M), BSCACTACIC #iCe, Amh
Dods, - Lagion 1
Hemorrhape, acyte, with gions estasis. lymph bode. -~ Laeiom 2
FAMMARY CLAMD : Misding

PITUITARY « syverplasis. miltifocal. pary distalim
Chelascerel clafrs, claft of Aschie s pouch

ETCOMACE ; Ectasla. glanduler. {uadus. munimal
Essloeptille chiel tells. modesute
Increased mucesal balghs, fundus, mild
NEURSDITECRINE CALL TSR (R, fundus, mecastasiting

ARSIIS/EPIDIDOTMIS 1 Polysrteritis noxkomn, testicular, bilatersl.
auld

TRINCF 1 Missing

R ARBNDOLTTIEE DETISTED Iy
AU!‘I'A. POE MARRCM. BRAIN, COLON, DOCORIM, EEOPMACTS. ITE,
ANTRLLS . ELETAL

u'.m.-u FYIN. SPINAL CORD. SILEEN. TWTRCID. TAACWEA. ORIMARY

BLADDER. LYMPK NODE - MANDIBULAR., EALIVARY CLAD - THTLAR,
BALIVARY GLAND « PAROTID, EALIVARY 1...‘85 |SURLIMGOAL, SOEANISRA

1 o] A

(B1xBENIZN. IMIsMALIZNANT

" APPEARS THIS WAY
ON ORIGINAL
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Punioprazole Sodium Enteric Coated Tablets Wyeth-Ayerst — Confidential

-C11857 - -

LS ] -
DATE 15-DRT-92
TIAL 17:41.5%
FLACES VO .204
Abewmdle 10 (Conc’d) -

STUCT MABiR: GIpOad t Study Completed )
DOSE CRRP/SEX: Croup IV —=§6C22-1 NAIES

ANTHAL FUNSER : M IC 4 min 1€ PINDIMGE
4002 Mode of Deach: Fousd Dasd
=ay af Dwets 725 [mays

Matrovconie Fladimes:

LITIR & laesion 11 Multipéxtular macs (6 ¥ &€ X 4 cm) wite red and
eroax cul surfscet, smdian lnbe
Lagion 2: PMoor)y sircumdcribed. tan ares (A X 2 X2 am). -
wuearan=s af left laternl lobe

PANCREAL : Pale. raised sras (10 m dissecer)

FPOMASN 1 Pale, ralscd Avea (9 ER diswCer). Sscose. songlamuiar
acemach

wicrosrop.e Tlalinge:

ADRENAL, : Cortical Mypmrolesia, unilatsrn}, mglelfosal
BaALtopoLiesis, AXiramadullsry

NECAFT : Cardiaeyepathy, mild
KIINEY : wephropmthy, xsiacate

LIVER : EEURDENUOORTKE CLL TUMOR (M), site of origin sot dezermined,
= Lesions 1 and 1
Facrosie. bepatecalluler. centrlletular -
fporglotie hepstis, focml
Billary Dypmsplasis. moderace
Myparplasia, hapatocellular, regeneracive. focal. lefc latarsl
lane

Ad0J 31915504 1534

WAMARY GLAND © Miazing

PANSRIAL : ASINAR CFLL ADENUMA (B}
INET CHL ADENOMA 1B)

PITUITANY 1 Cholesterol elafcs, cleft of RAChXe's paudh
[B)=BENIGN. |M] aMALICHANT
.. - -COMTIWNIED

APPEARS THIS WAY
N ORIGINAL
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Pantoprazole Sodium Eqieric Cuuted Tublets

-C11s8-

Appanilly 19 (Conz‘d)

FTUDY MOMEER: GH%024 { Study Combletasd )
DOSE GROUP/SEX) CGrowp TV

= %4033-3 WALLX

Wycth-Ayerst = Confidential

PAGE  #40

BATE 15-050-97
TR 17
FLACEE VB

ANINAL NUMBER : MACRCECOPIC & BICKOETDPIC VINDINGE

an {CONTTNUED)
I.lqraﬂumc Pitdinga.

PROSTATE : Froseatitis.
Hyparplasia, epichalial,

feytrepbilic

TETIS/FPIDIDIMIS + Degeseracies, Cubular. teeticular,

[3)=RERIQ:,

ITWACT vy

SEDOL VEEICLE 1 Vesiculitis, pwatrophllic

EPLEEN : Mematopsiasic, axtrazecullary, meoersts
FTOOCH @ ECUMCIS CELL CARSINSO (L]

Eccasia, glandular, fumtis, scdarice
Eonlraphilic ehief cella. moderste
Inermaced mtosal Beight, Munckus. mild

T CE

wailateral,

Wyparplaris, locerscicinl eall. tascisulasr, unilszarsl. fozal
STERNTIRA Ostaddystropty. fikvvas, mild
MO ARNORMALITIES DETYCTED Lv:

ADRTA, BONE MARRIM, RAAIN, CULAN. PUODENT, ESOFHAGYS,
ILFO™, JLTONTM, LIWS. LYMPN NOOE - WESENPNIC,

SEELETAL MUELLE. FYIN. £
VRINAAT BLADIER. LYMPN

LYE.
FARATHTROID,
IRAL CCRD, THYNTE. THTROID. TAACREA,
MOL - MANDIBULAR, SALIVARY

GLAND -
WAMDIBULAR, EALIVAAY CLAMD + PAASTMID, H'—jvﬂ" GLAMD - SUBLIMSUAL

(M} eMAL TOMANT

APPEARS THIS WAY
ON ORIGINAL
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Pantoprazole Sodium Enteric Coated Tublets

Wyeth-Ayerst - Confidential

- C1208 -
TACE 087
DATE 15-DEC-93
TINF 17:43:1%
FLATTS vE.204
Appendix 10 (IDBC-#)

ETUDY MMIER: GAROIK { fredy Completed )
mst' Gnnunn:xx Group IV e ua:: T

MDN. mn MAAOETDPIC & uxm!!c ruoiwss
4508

mede of Dasth: Korlbumd Kill
Doy of Desth 4 Dayw

Macroweoplc Findinge:

LIVER ¢+ All lobas pala

PANCEEAS : Sercaa thictensd. rough and yellow with adbasiens to -
=p Lamen

SKIN 1 Maas }: Rafsed. wicersted mase {2 X 2 X1 cmj. right doreums

FIOUCR 1 Pusdic Bucosa appance thickenad

Micrescepic Flaaloge:

ADREMAL : Corvical hyperplasis. unilsteral, feesl
BIAIN ) ASTROCTTOMA (N1, forabrein

COLON 1+ Missing

DOCOEMM - ALETIOETTIC EANCON [N)

EIDWEY : Waphropathy, minieal

LIVER reevphy. bepacosallular. cencrilafular. endarace
Vacuciation, hecatocellular, miltifocal. mild
OSTIOTYTIC EARCOMA |

LYNPM MODE - MESTMTRERIC : Erythrocytes in sinoses
WANMARY QLAND . Wissing
PANCREAS : MIFTIOCTTIC ZARTOMA (M)

PTTUITARY : Cholawters] clefts. cleft of RaThka s BOusn

FPROETATE : Froscatictis. beutrophilic
(W] +BENIOW, (M WAL JGHANT

- - CEWTINUED

APPEARS THIS WAY
ON ORIGINAL

Ad09 1191550d 1538
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Pantoprazole Sudium Enteric Coated Tablets

~C1206 -

MACE Wl
tAtE 15-pir-w2
TIiNE 17+143:21
FLACES V8,204
Appasadiz 10 (Cant-d) -

ETUDT MMEER: GEROIM ( Foudy Compleced )
MO5SE GROUP/EEX: Gremp IV o 96032-3 MALTS

Wyeth-Ayerst -~ Confldential

ANTHAL WUMBER | NACRCSCOPIC & RUICKHOSCDPIC FIDINGE

. Avea

(CONTINIED)

Ricroscepiz Flrdinge,

PROETATE + Rypwrplasis. epitbellsl. reactive
EKIN i KEAATOAANTECMA (81, - Waww 1
ETOMACK 5 ADRMOCARSDRWA (M), prlaric fwgion, st gastreducdmnal

-

Junetlen -
KISTICCYTIC EARCUMA (M}

Eeravla. glandular, fundus, modaracs

Esmioephilie chief cells, moderaca

Intreased myconsl heighc. fusiyw, Bild

TOTIA/EPIDIDONIE 1 NISTICETTIC

EARCTMO. W}
Degaseration, Tubulsr. tastleular, Bilataral, mila

TRIMARY BLAIDER  NISTTOCYTIC SARCTMA (M)

Cystitis, psutrophilic, sodernte
Uyparplasia, epithalial. resctivae, swrurs

WO ADOMOALITIES DUTECTID IN:

[BeBEMIGH,

ADR-A, BONE MARROW, CFGPHASUS. CYR. EEART, ILOWN. JEUSUM, LW,
FARATHTROID, SEVINAL VESICLE. SKELETAL MOCSLE, EPIMAL CTWO,
SFLIDN, THYWGS, THYROID. TRACREA. LTHFW WIORE ~ MANDIBTLAR.
EALIVARY CLAND - WANDIBVLAR. EALIVARY QAND - PARCTID, EALIVARY

CLAND -~ BURL INCOAL, mﬁ I
B A7 o

1412~

[) midAL 1 CHANT

APPEARS THIS WAY
ON ORIGINAL

1

31813504 1534
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Pantoprazole Sodium Enteric Coated Tablets ‘Wyeth-Ayerst - Confidential

-C1379 -
PALT 1041
DATE 13-0EC-¥3
TINE 17+ 4l 00
FLACES V9.3204
Apperaiix 10 (Conr-d) -

ETUDY MAEER: GHRO24 { Study Complered )
DCSE GROUP/SRX: GIoup ¥

— 360231-3

Mode of ODwath: Found Dead
Iay of Dmath &1% Days

Wacrosceple Plpdlnge:

EKIDNEY « Both enlacped with pitted sarfaces

LIVER : All Jabwe anlerped atd mottlet
Lasion 1:

Wihlte area () Em AlaEstar), wuSCEpRUILY, Ssdlss lobe
FITULTARY :

sLightly anlarped (6 X 5 m)

-
FTORACR 1+ Purddie

aPpears thi

TEYROID ; Both lobws plightily enlarped

TRORACIC CAVITY 1 Concalns § ml elear £luld

Micrescopic Fiodinge:

vacuslatiea

Machi)llary wyperplasia, Bllacaral, faeal

Accuuaory sdrenceartical Tigeus. Cepeular, umilatsml, focal
ERANT @ Cardiamyopathy, Bedarate
KIONET . MepRrofathy, severe
LIVER : sacTusis, hepatacallular, cesacrilabulac

Vacuclatico. hepatosalluler. suitifccal, silag

Eosioophilic cwll fosus. larpe, multiple, wiin eaw)losis

Bepatis

MR

VROEXDOCRINE CXLL TOMDR (M), mite of arigis wot determined,
Lasion 1 and rescine sectiony

ADREMAL ; Cortical byparplasdis. bilstersl, multifecel. with

LUNG : Alweolar histlocytosis, diffoss, sxierate
T CLAND  Miscing

FOAMMAR
(B =BENIGN. (M) MALIGHANT

-+ - - SOMTTECED

APPEARS THIS WAY
ON ORIGINAL

S0d 1534

1
|
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tiwemam T g, ot
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Pantoprazole Sodium Enteric Coated Tablets

-C1380-

Appemaiz 10 (Cant‘d)

FTUDY MIMAER : CH903¢ t Frudy Complecad )
PCFE CRAOUP/EER: Grenp ¥ = 9$4027-3 MALEY

e e —-————

Wyeth-Ayerst - Conlidential

PAGS 1042
DATT 1§-DEE-¥2
TIUE 17:48:40
PLACTS ¥B.304

ANIMAL MEIEN: MACROICDPIC & WIGCROGCOPIC FTND DML

47 (CONTINGED)
Merascapic Piondings:
PITUITARY : ADDECM 0], pars discylie

PROETATE ; Prowtaticis, mizsd
Ryperpissia, whitbelial, teactive

FIOAL ; Gastritis, eseimephilic. fupdus. focal

Ectasis, glaneylar. fumius, meterate

Roslnephilic chief celle, Moxmrace

lacresssd muccsal Might, fustus, mocercate

TANGIS 1 Atropby

TETAOID 1 Rypertrwphy, fellicuisr esll. mlld
TEOEACIC CAVITY & We Rictoecepic evidence of macroecople floding

O ARNORMOLITIES DOTECTED fur
ADKTA, BENE WARACK, BRAIN.

Culow, DDA
1LEUM, JETUNTWM. LYWPN MODT - MESENTCRIC.

SDMIMAL VISICGLE. EXI-ETAL WOSTLE. fXIn, CPINGL CORD, EPLETM,
ﬁrn/:nnxwr TRACREA, URINAAY RLADOPER. LYWPN MOOE -
WAND TRULAR WOLAR, SALIVARY GLAND ~

- BALIVARY @MAMD - WANDINULAM

PARDTID, EALIVARY GLAXD - MLNW

(D) mpENIGK. UM MALIGMANT

I g‘[‘(’;&. @’z

Apprhug THIS WAY

woLE

\‘¢\‘L‘Al

NAL

Ad0J 1181SS0d 1539
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Pantoprazole Sodium Enleric Coated Tablets

- C1387 -

Appardiz 10 (Cant'q)

ETUDY sUMBER: oB9024 t fcudy Completes )
DOSE CROUP/BEX: Group Vv - NE023+0 MALEE

ANDRAL FOMBCR : EACRORCTPIC & nimxc YIRS e

Wyeth-Ayerst - Confidentia|

MLT 1049

DATE 15%.DEC-93
TIME 17:148:52
PacEx ve.202

3003

By of Dwath: Paumd Desd
Guy of Pearh 703 Dwys

MAZrescapic Fiadings:

BRALE :» Ventral breinscem inSented Ly enlarpes pituitary

LIVER « AL) lobws enlarged acd mertled

LMm-M!Clm:h
¢ X4y

PITUITARY « Enlarowd (7 X 5 mm)
STACH ¢ pundje

sFpmre thick and foloet
Pale, relsed nodule (3

" dmmeter), mxars, fyndus

TRMALIC QAVETY 5 Contalas 7 ml rwd flule
Micresompic Findloge:

Pirm. pale. multlocdulsr mass ar

MADY s Veicral bralnsten irdacced By anlarped pltuitary)

EEAKT | Cardicmyopathy, mild
KIENEY | Mephrepativy, swwuss

LTVER : Mecrosis. hecstossilular, ewntrilolular
Eovincpiilic ewll focus

- with spemplosis Epatie

LING : Alvesiar Ristiocytowis, Aiffyms, mild
LYMME MODT - MYSEWTERIC - SOEMAMDM (M),
MASORT GTAMD ; Missirg

PANCRELS : . lemler

At ropsy
Itlat call myperplasis, mmicifesal
18] -REN1ZK,

(M) oA TQMANT

++« «CCRTINVED

~ Wase 3

APPEARS THIS WAY
ON ORIGINAL
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Pantoprazole Sodium Enteric Coated Tablets Wyeth-Ayerst — Confidential

~C1388 - -

PAAE 1070 i
PATT 15-[aC-92
TIME 17:40:54
FLACEE Vi, 204

Appandix 10 (Conc'd)

ETUDY WUMBER: GO5024 ( frody Completed )
DARE CROOP/FEX: creuav —96022+3 WALES

DAL FIGER MAECOPIC & NICAETOIIC FIMDDacs )
-;t“l (CETTIIED |
Mieroscapic Pindingw:

PARATRYIOLD 1 Con wisming

FITUITARY : AGEMCMO. ()., pars distalis

PROSTATE @ Premtatlitla. utrophilie
Nyperplasis. epitbwlial, teactive

FTOOLE 1 ADDEIGTOOY RLYP (B). futioe
SOUANOUS CELL PAPILLONG. (D]
Rtasia. Ylumhr fundus., mederate
boninophilic chief calis, woderute
Incraamsd msoeal belpht. fusdur, mild

TIXTIE/LPIDIDIMIL @+ Polysrieritis Bxiogs, tescicular, blistersl, -
Rild

Depemration, tubuler, testicular. ilecersl, mild
e TETROID « Rypartrophy, fellicular eell, wild
THOMLTIE GAVITT 1 Mo RAicroscopic avidencs of EhcTesdopic Linding

MO ARSOMOLITIEE DETICTED L¥: "
ADRENAL,

ADRTA, JONE MR, COLAN, mw EFOPUACTTS, ETE.
TLECW, JETINTM . ’MA'HHO!D FEMIMAL, VESTCLE. ﬂ!bl‘um
EKIN, SPDUL COMD, GPLEDN, THTMUS, TRACHEA. URINANY B_AD)

LTWPY BODE = MANDIRVAR, EALTVARY CLAKD - M!m H.Jm"

GLAND ~ PARCTID. EALIVARY EAND - “!1?“
‘ 16 Dec. 149 =

[BIwBTUIGH, (W) wAL INONT

APPEARS THIS WAY
ON ORIGINAL

Ad0J 318/$50d 1519
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Pantoprazule Sodium Enteric Coated Tablets Wyeth-Ayerst — Confidential

-C1501 - -
PASE 1183 -
DATT 15-D#C.92
TINE 17:52:16
FLACES V8,204
ADDrndlx 10 [Cemt‘d) -

STUDY BMER: GO9024 ( Sruev Completed )

DL CROUP/EED: Srowp Vv ae 968338 MOLE

ANDOL MIGEA  BATRECDPIC & MICAESCOPIC PINE DG

sosg ° I;a;-erh._;m Foumd Caed

my of Death €70 Days
Macroascapie Flndiage:
LIVER 1 All lebws pale
SLIM « Mama 1.

I
1

1
Eoft, ralesd mass with greer casrous UL surfacas -
1.5 o dlasster), dormal tafl . -
FIOMLK : fundic mutoss ARCumre thickebod and 2ol ded r *
Losion J: Radsed. darx Ares (10 am dismater). Bucers, fyndyy ’
Nicrowcepic Piodioge: ;
ADRBOL : Cortical hyperplasis, ‘

unllateral, fecal
Wedillary Byprplesia. biisteral, focal

MEART - Cardiamyopathy, mild
ILEM 1 Autelysis

FIONTY : Neparvpathy, minima)

LIVEA : Mecrosis. bepatocsllular, m;rﬂmn}
VG : Thrombwsis, arterial

PAMCREAL ALrepiny. labulsr

PARATHYRDLID : Ona Blasing

PITCITARY
. Cyee.

EKIN
4

Ad09 71815504 1538

P Nyperplacis. multifocal,

pars digeslle
WS, pars intermedia. muic

iple
ERLOsT™AI cyet, Abscersaced. - mass )

STOMADM « ADINCMATOOT ROLYF B, fundus, - Layjon 32
Dilazlen, glandular, (undyg
TRIeBENION. (M) wal 02N

- CNTINUED

APPEARS THIS WAY
JH DRIGINAL
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Pantoprazole Sodium Enteric Comted Tablets Wyeth-Ayerst ~ Confidential

«C1502 -

PAGE 1ib4
OATT 15-DIr-97
TIAE 17:53.19
FLATES VU, 204

Appemeix 10 (Cont-d) -

FTUDY MPEBIR: CH9094 ( Sumdy Completad )
DORE CAOUP/EEX: Gromp V — B 0221

ANIMAL BTV, 1C & mi¢ 1€ FIRDhees

$05%. (ESwfrvue) o
Bicroscopic Fisd)ops:

FTAACK : Eetasis, clandular, fundus, mlaimal
Eaplpophilic chaa? cells, sunimal
Incresped Bucess! baighc, funduy. mlid

TETROID « PLLICVLAR CELL ADPMCMA [B)

MO ARNTDPFALITICY DEOTICTED LF:
ACKIA, BOWE MAAZDW, BRATM, COLON. EEODMM,. EESFACTI, £YE.
JENDIM, LYWFR SE - MESENTINIC. MAMMARY CLAND, PAMATHYACID,
PROSTATE, SEVINAL VISICLL. SKETTAL EUESLE. SPINAL CORD, FPLEDN,
TLSTIS/EPIDIETACS, THYWUS. TRACHEA. URINARY BLATTEA, LTRFN MODE
= FONTIBULAN. SALIVARY GLAND - WRANCIEULAA,
EALTVARY GLART » PARDTID. GALIVARY CLAMD - REBLINUAL ., STERNERAA

T RN 15

\LOQ 1z

(BIaBENICN, (W) eMALICMANT

APPEARS THIS WAY
ON ORIGINAL

3

,'! '.."f'.' el |J
- 4
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Pantoprazole Sodium Enteric Copted Teblets Wyeth-Ayerst — Confidentiol

-C1833 -

PAST 121% -
DATE 25-ImT-92
TIMNE 17:81:1%
PLACES VB.204

Appasdix 10 (Cowst d]

ETUDY MUWEER: CO9024 ( Pty Compleces )
COEE CAOUR/EEX: Grewp V. . $6021-3  FEMALES
ANTFAL NUMEER MACROSCOPIC & miATECOPIC FINDINGE
0 Mode of Dmath: Tweminal Eii)

Doy &f Damih 715 Dmys

Macroacopis Findings:
BRATY . Vanera: brainstes (odenced By mniscged PiLRiLATY
LIVER : Datk, reisw! area (2.5 T2 X 5.5 cal. lere latarsl letw n
Levion 1: matian Jobw eniarpwd (3 X 2 X 3 @) ADd madular -
Pale nedhiie () = dimkater), Fight lateral Lok
FANTACAS : Pire sécinle (4 o dissster)
PARATUYAOID ; Moz found At alerotowy
PITUITARY : Enlargad (f K ¢ wm)
- FTOMASH - Pundic mucoss spwesrs thjckenad
PLOE. raiscd sres (13 X ¢ M), mucows, fundus

Wiitiple reised areas (6P o 10 m CiAMICAT), EuEDES.
Resglanduler scamach

Lmenmm py, o
4

HicToscepie Findings:

ADRENAL : Angiectas.s. corcicel, bilacersl, mulcifocal
Cortical Wyperplasia, unilataral, Cocal A

BRALN : venrral brejnstea iodenred (by enlarved pitultary)
EIIWTY : Waphicpathy. musimgl
LIVER : Roslnopr:lle cqll focmg. mltiple, wizh spenglosis hapatrls
MEPATOCLLLUTAR AZCMCMA (1. Jaft laters] lobe
MEPATOCELLULAR ASDNMO [B). - Lation 1
LMD : Mvoolar birciovytosis, focal. L ILET VY

|
PANCREAS 1 NTURITMDOCHINE CLLL TUMDR ). mazasiacie aite, lympn node
(B)BENIGN,  [M]wBALIGNANT
. OIS

Ad09 1181SS0d 1534

APPEARS THIS WAY
ON CRIGINAL
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Pantoprazule Sodium Enteric Costed Tublets Wyeth-Ayerst = Confidentiy]
-C15834 . h
PACE 171¢€
oaTE 15-DC-91
TIMT 17:53:19
. PLACES VA.J04
Awodiz 10 (Cant-d) -
STUDY WMEER: €89034 (B leced )
COSY OROUF/EEL: Group ¥ .._‘w:‘::';-:l FEMALLS
ANTMAL WUMATE : KACKCETDPIC & MICROSTOPIC PINDTNOE
LY (CTMTIIRIED)

Biernscople Findings:
" PARATIOASID : Mussing
PITCITARY : ADDWCMO D). pars distalis

ETOMACE « Ectasis. glasdular. fundus. scderace
: Ecsinenhilic chief calle, moderte
Izcreases mucodal Raight. fundus. wm;le
NILRIDWIECRIWE SELL TR K). funch-s. milktiple, Bulastesiting.
vith silacieess) and vascular ipvasion
CILL CARCINEMA M)

TRTEIE ;. Prolifarscive wpithellial owrds
THYROID : C-CI.l ADENCAOL (D)

MO ARNDRMAL ITIEE DETECTED IN:
[ ADETA, BOWE MARACW, COLON, BDLENM, ESOMHAZDS, ETE, RLART,
ITH. JETUNUR. LYMPN MODY ~ MESENTIRIC. WMAMMARY GLAND), OVART,
SZELCTAL WMUICLY. ERIN, SPINAL ©9R5. SPLEPN, TRACREA, URIKART
NOOT - PANOIBVLAR. SALIVARY GLAKD =

R ADCSER. UTERUS, Lney
MAREIBULAN, BALTVARY GLAND - PAMCTID, EALIVARY GLAND -

1Y)

il De. 912

Ad0J 11815504 1539

I =DENTRI. W) eKALJCKANT

e

APPEARS THIS WAY
On SRIGINAL .

Dremen gy, 8l
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Pantoprazole Sodium Fateric Coated Tablets Wyeth-Ayerst - Confidentis)

-C1592 - -

PAGE 1774
PAYT 15-Dpc.92
TIME 17:855:0%
PLACLS VB.204
Apendit 19 (Coac'd) -

STUDY MMIEA, 09934 ( Erudy Complated
TEE TROMP/REX - Ereee V= gpAt3ap
AMIKAL FMRLR:ACROECOPIE & MICROBCHPIC PiuDimcs -
$ico Wecke o Baach: Peyod Besd
Doy of tmatn 437 Cnys

MacToscopic Findipge,
LIVIE : Al) lobee anlarped asd palc

MANNARY CLAMD 1 Mags 11 Eoft, modular wass (6 X 4 X 2 om), subsyciy. -
lefe foguing) mrea

oo
‘ap ]
Ve
i
FTOMAI : Fuodie mucoss appaars thickened and foldad ‘ 'u
D
D
e

4

Fite., raised aras (¢ @ Alaseter). misass. fusduc

Henpn g, 00 Ii

Mieroseatic Fimdiogs:

ABRDAL « Corticsl byperplasia, wnilacenal, faca)

DRODRN : Aucslysis

KEAXT : CardiomyopaChy, mild

KIDNEY : mwghreqathy, aild —"‘b

LIVER : Me:rosis. bepatocailular, eacrilohular —
Vacucietior. Betstocellular, Gubbrilabulsf, mild 1
Loaioophilic cull fseus :

KAGURY SLUD ¢ PIBMOADTNGW (D). - Magx 3 T I

OVARY « Wyperplasia. Bervoliferm. minime)

PITULTAXY : ASIROMA [3), pars distalis D

» FTOWALY : ASDXSAACINGMG, ). chief ¢ell. fundus. wick aacular '.-:D
ARvRgian

WU LESXXERINE CELL TOMOR (M), fundus. ltipia, withs AR ogs ] LR
4 and vacsIlar invaslon !3

_TRDWS : Miewing
TRIBENICN.  IMI kAL I @NANT ""<
ve - CONTLAED

APPEARS THIS WAY
ON ORIGINAL
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Pantoprazole Sodium Eateric Coated Tablets ~ Wycth-Ayerst — Confidential
«C1563 -« _ -
PASE 1778 -
CATE )5-DEC-¥2
T 17:8%:11

Appandix 10 (Cant’y)

ETUDY WUMEER . Ol PO34 { Fucy Campleted )

DOFE CROOP/EEX: Qroup V e .002303 - FPALE
ANTNAL MUMEER : by -u. [ I Fhdpocs o
£100 (ST LED)

iia'eruup.l.e Pindioge:
» Amt‘ﬂﬂ DETRCTED IM:

WUSCLE. SKIN. RPIMAL COMD, SMLEEN, TWYROID FALY -
RASTER, UTERUS. LYHPR KIDT - MANDIRULAR, VM‘ m - - | 3
MARLIBUVLAR, BALIVARY GLAND - PARSTID, nu -
SURLINGUAL, STERNERRA -y
-t
&
-

oo
™
7
-
o
QO
“ o
L
oo
F
M
<o
(-
"0
-

APPEARS THIS WAY
0 ORIGINAL

oy




NDA 20,987
Page 34

Pantoprazole Sodjum Enteric Coated Tablets Wyeth-Ayerst « Conlidentinl

-C1606 -

PASE 129}

PLACEE V. 304
Appandly 36 (Canc:d) -

ETUDY WUMBER: GOPO24 { $tudy Campleced )
. DOSE CRCOP/STX: Crawp vV __ 06022-3 PRMALES

——————— e . — . — s mt

AN DAL t IC » mu 1€ PIdD I

5100 Rcxda o Dmath: Feund besd
. Day of Daach 731 Duys

J
t

Macrescopic Findings:

LIVER » All labes mottled
Pula focue (1 sm diamster), laft lateral lakw
Bllus &t rigne leceral

1538

:o 4. FREeTicE) Bawe (2 ox dipmecar).

b .

letion 3. Pale pedule (9 2 ¥ we), subetance of accwssory - .
at

chudaca lobw .
Lawion 41 wultiple pale fec) WP to & mm dianeter), madinn jobe
MAMNARY QLAND « Raes 3: Pirs. multinodular sass OX)11am.
mbIutly, right ingulsal area
PAMODIAS 1 Enlarcad 6 X 4 X3 cm). pale snd muieinotylar
PITUITARY 1 Rai, ruioad twcus (3 =m dismgtar)
FIIALY : Fumdic muenes apowars chickane amd folded
TEYROID « Right lane mlsrged (10 X & W
TUORATIC @AVITY : Camtaine 2 Bl red flylg
Micrasconie Flaflinge:
ADRDNAL 1 Abglectasis

Lveaemy g, ¢t

« ®erTical, bllateval, multifocal, with

Ad0) 31818504

thromens Ls
Cortical myperplesia, bilateral. miltifoom), wich cysiic
deguoarstion
DOOJENIM & NELMODEXCRINE CTLL TOWMOR M), matantatic site

‘ LYZ :  Autolysie

4 REANY ¢ Cardiawyops'wy, mederyce
Thrembosls. atrial

Blb21ew, [w) aMAL ICHANT .
- -« « CERIT DATED

APPEARS THIS WAY
ON GRIGINAL




