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(Reviewer's self-reminder for trend test: Rat, Male, Combined control, combined tumor types)

glandularstomach (fundus {15 . Y IN 92-103 1 00 0 1 1 0.000 0.000 6.000
neuroendocrinetumor/B+M {150c } IN 92-203 2 6 7 14 11 11

IN 104-105 1 0O 0 0 3 &

IN 104-109 2 32 26 20 26 16
Spontanesus tumor pct: <= 1% in ctrl. -~ Toetal - 0O 0 0 4 7 (P<0.02E)
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NDA 20-987, Protonix™, Carcinogenicity Study

Dose-Tumor Trend Analysis of Female Rats

Analysis of Carcinogenic Potential in Female Rat
Test of Dose-Response (Tumor)
Study No. FISCHERRAT
Run Date & Time: April 20, 1999
Source: e:\panto\f\c\XAnimalX.txt
Dose Levels Included: CTRL]1 CTRL2 LOW MED HIGH (0 0 5 15 50)
Missing value in Tumor-Caused Death is treated as tumor not causing death

Positive Linear Trend

(14:08)

Note:

Tumor Type:

IN: Incidental

(nonfatal) tumor, FA: Fatal tumor.
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(Reviewer's self-reminder for trend test: Rat, Female, Combined control, separate tumer typés)
ORGAN/TISSUE NAME (ORG#) TUMOR TIME ROW 2xC CONTINGENCY EXACT ASYMF ASYMZT FROB
AND TUMOR NAME (TMR#¥} TYPES STRATA NQ. ------- TABLES---- FROB FPROB /CONT COER
=P (STAT .GE. OBS=ZRVED)
adrenals (1 ) IN 53-78 1 0 1 o 0 ¢© 0.253 0.340 (.344
medullarytumor/B (0101 ) IN 53-78 2 2 6 6 3 8
IN 104-109 1 2 1 1 1 2
: IN 104-109 2 27 17 12 14 13 L
Sporntaneous tumor pct: 4% in ctrl. - Total - 2 2 1 1 2
. -
adrerials (1 ) IN §2-103 1 0 0 0 0 1 0.624 0.S5E C.EC2 T -
corticalcelladenoma (G102 ) IN 92-103 2 7 3 6 6 4 -
IN 164-109 1 4 0 0 0 0 ;
IN 104-109 2 25 18 13 15 15 z
Sponraneous tumor pct: 4% in ctrl. - Total - & 0 0 0 1 -
(1 ) IN 104-10% 1 o0 1 ¢ o 0 1002 C.739 0.74aE -
(0204 ) IN 104-109 2 29 17 13 15 1%
<= 1% in ctrl. - Total - 0 1 0 0 0
eyes (11 ) IN 104-109 1 6 1 © 0 0 1.00C 0.741 0.7%:°
leiomyoma (1201 ) IN 104-109 2 29 16 13 15 13
Spontanecus tumor pet: <= 1% in etrl. - Total - c 1 0 0 0
Zorestomach (13 ) IN 104-109 1 0 1 0 0 ¢ 1.000 0.73% 0.74%
sguamouscellparpilloma (1301 } IN 104-105% 2 2% 17 13 15 15
Spontaneous tumor pet: <= 1% in ectrl. - Total - 0o 1 0 0 ©
glandularstomach (fundus (15 ) IN 0-52 1 o 0o 0 0 1 0.009 0.004 0.00C<
neurcendocrinetumor/B (1501 ) IN 0-52 2 718 22 21 20
IN 79-91 1 o 0 0 1 1
IN 79-81 2 3 4 3 4 0
IN 92-103 1 0 0 Q0 2 0
IN 92-103 2 8 3 €6 4 5
IN 104-1089 1 0O 0 2 6 2 - - - -
IN 104-108 2 29 1B 11 % 13
Spontaneous tumer pet: <= 1% in ectrl. - Total - 0 0 2 9 4 (P<0.025)
clarndularstomach(fundus (15 ) IN 92-103 1 ¢ 0 0 1 2 0.027 0.014 2.01%
neurcendocrinetunor/M (1502 } IN 92-103 2 g8 3 &€ 5 3
IN 104-109% 1 0 0 2 2 1
. IN 104-10% 2 29 18 11 13 14
pontaneous tumor pet: <= 1% in ctrl. - Total - ¢c 0o 2z 3 3
—zrwnarysland (25 ) IN 104-102 1 11 1 1 @ €.714 0.77C C.77x
f:broadenoma {2501 ) I 1Q4-109 2 2B 17 12 14 15
Ssontaneous tumor pct: 2% in etrl. - Total - 11 1 1 ¢
memarygland (25 ) IN 104-105 1 2 0 0 | S 1.C000 0,825 0.BZ<
zferocarcinora (2505 ) IN 104-10¢ 2 27 18 13 1% i3
Spentanenus tumor pet: 2% in ectrl. - Total - 2 0 0 Q0 -
mammarygland (25 ) IN 104-109 1 0 0 0 1 1 0.082 0.045.0.0=2C
edenoma (25086 ) IN 104-109 2 29 18 13 14 14
Spootaneous tumor pet: <= 1% in cerl. - Total - c o 0 1 1
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NDA 20-987, Protonix™, Carcinogenicity Study 22
pangreas T (27 ) IN 75-91 1 0 0 0 1 0 0.400 0.326 0.341
isletcelladenocarcinoma (2702 ) IN 75-91 2 2 4 3 4 1
Sportaneous tumor pct: <= 1% in ctrl. - Total - 0 0 0 1 0
parathyroids (28 } IN 104-109 1 0O 0 0 0 1 0.176 0.018 0.020
adenoma (2801 } IN 104-105 2 29 17 12 12 14
Spontaneocus tumor pct: <= 1% in ctrl. - Total - g 0 0 o 1
pituitary (30 } IN D-52 1 01 0 0 0 0.176 0.170 0.171
parsdistalisadenoma (3001 ) IN Q-52 2 6 12 15 18 1=
IN 79-91 1 1 0 2 2 0
IN 79-51 2 90 2 1 2 ¢
IN 92-103 1 11 0 1 2
IN 92-103 % 6 2 6 5 2
IN 104-109 & 17 4 6 3 7 -
IN 104-109 2 12 14 7 12 8
FA 68 1 0 0 1 0 0
FA 68 2 38 25 22 26 22
FA 76 1 0 0 0 0 1
FA 76 2 37 24 22 26 20
FA 81 1 0 1 0 0 o
FA 81 2 37 23 21 26 20
Fa 91 1 0 0 0o 1 1 ——
FA 91 2 36 21 19 21 19
Spontaneous tumor pet: 26%  in ctrl. - Total - 19 7 92 711 -
o
piltuitary (30 ) IN 104-109% 1 1 0 2 0o 1 0.206 0.166 0.17C x
parscistalisadenocarcin {3003 ) IN 104-109 2 28 18 1z 1% 14 R ;
FA 87 1 0 0 T 1 0 F4
FaA 87 2 37 22 3¢ 25 20 -
Spontaneous tumor pet: <= 1% in etrl. - Total - 1 0 0 1 1
‘SKin ' {36 } IN 0-52 1 0 0 1 0 0 C.707 ©.723 ©0.73zZ
Zibroushistiocytoma/B (3€C3 ) IN 0-52 2 B 18 20 21 21
Spentaneous tumor pet: <= 1% in ezrl. - Total - 0 0 1 0 0
skin (36 ) IN 104-10% 1 o 0 1 2 1 0.201 0.14€ 0.14%
sguamouscellcarcinoma (3606 } IN 104-109 2 29 18 12 12 14
TA 93 1 0 0 0 1 o
rA 93 2 37 21 18 19 20
Spcnitaneous tumor pot: <= 1% in ctrl. - Total - c o 1 3 1
skin . (36 ) IN 22-103 1 o o 0 1 0.185 0.023 C.C=z4
keratocacanthoma (3607 ) IN 32-103 B 3 5 € 4
Spontaneous tumor pct: <= 1% in ctri. - Total - 0 0 ¢ 0 1
skin (36 ) IN 104-109 1 c 0 0 o0 1 0.168 0.01€ 0.Ci5
rairfollicletumor/B (3608 }) IN 104-105 2 2% 1B 13 14 14
SoInianepus tumeor pet: <= 1% in ctrl. - Total - 0O 0o 0 o0 1 -
cnyroids (41 ) IN 92-103 1 i 0 0 0 00 C.498 0.501 0.5¢32
Z-gelltumor/B (4101 } IN 52-103 2 € 3 6 5 4
IN 104-109 1 € 3 2 4 3
IN 104-10% 2 23 15 11 11 12
Spontaneous tumor pet: 10% in ctrl. - Toral - 7 3 2 4 3
thyroids ' (41 ) IN 104-109 1 c 1 0 ¢ 0 1.000 0.732 €.74¢
friliclecellcarcinoma (4102 ) IN 1C4-109 2 28 17 13 15 15
SpIataneous tumor pet: <= 1% ip ctrl. - Total - ¢-1 0 0 ©
thyroids (41 ) IN 104-10% 1 2 10 11 0.446 0.427 0.43Z
C-zelltumor/M (4201 ) IN 104-109% 2 27 17 13 14 14
Sportaneous tumor pct: 3% - in ¢trl. - Total - zZ 1 0 1 1
haema.opoeticsystem (47 ) IN 104-109 1 z2 0 0 0 3 C.B&64 D.EZS5 0.E:27
LGLleukemia (4701 ) IN 104-109 2 27 1B 13 15==5 ’ —
y FA 45 1 c o0 o 1 0
‘ TA 45 2 4€ 35 32 33 33 '
FA 65 1 0 0 1 0
FA 65 2 &z 28 23 27 24
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NDA 20-987, Protonix™, Carcinogenicity Study 23
FA 74 1 01 0 0 o
FA 74 2 41 25 22 26 23
FA 85 1 1 0 0 0
FA 85 2 38 23 21 26 21
FA 90 1 0 0 0 1 o
FA 90 2 37 21 19 23 21
Fa 93 1 1 0 0 1 0
FA 93 2 36 21 19 20 20
FA 95 1 0 0 0 1 o0
FA 95 2 36 20 17 18 20
FA 96 1 1 0 0 0 0
FA 96 2 35 20 17 18 20
FA 9B 1 1 0 0 0 0O
FA 98 2 34 20 16 17 19
FA 99 1 0 01 0 0 -
FA 99 2 34 20 15 17 19
FA 100 1 1 ¢ 0 0 ¢
FA 100 2 33 20 15 17 18
FA 101 1 0 1 0 0 ¢
FA 101 2 33 18 15 15 18
FA 102 1 0 0 1 0 1
FA 102 2 30 18 14 15 17
FA 103 1 1 0 0 o 0
) FA 103 2 2% 18 13 15 16 —
Spentaneous tumor pet: 10% in errl. - Total - 7 3 2 5 1 -
rzeTatopoeticsystem (47 ) IN 104-109 1 111 0 5 0.01% ¢.0lz Q.coe T
~ymshoma/leukemia,unclas (4702 ) IN 104-109 2 28 17 12 15 10 i
FA 87 1 0 2 0 0 0 r
FA 87 2 38 2119 26 21 #
FA B8 1 0 0 0 1 90 .
FA ES 2 38 21 19 24 21
FA 99 1 0 0 0 0 1
FA 99 2 34 20 16 17 18
FA 100 1 g 1 0 2 0
FA 100 2 34 19 15 15 18
Spontaneous tumor pct: 5% in ctrl. - Total - 1 4 1 3 &6
oralcavity(andteeth) (49 ) IN 79-91 1 0 0 0 1 0 0.433 0.442 0.449
scruamouscellcarcinoma (4501 ) IN 79-91 2 2 4 3 3 1
IN 92-103 1 1 1 0 0 0
IN 92-103 2 S 2 5 6 4
IN 104-109 1 0 0 1 0 0
IN 104-108 2 29 18 12 1% 15
FA 75 1 0 0 o0 0 1
FA 75 2 41 25 22 26 22
FA 89 1 1 0 0 0 0
FA 89 2 37 21 1% 24 21
FA 90 1 g 0 0o 1 0
FA 90 2 37 21 19 23 21 _ R . — P
FA 96 1 0 0 0 0 1
FA 96 2 3620 17 18 1%
FA 101 1 2 0 0 0 0
FA 101 2 31 1% 15 15 18
Fa 102 1 o o0 1 o0 0
- Fa 102 2 30 18 14 .15 18
Spontaneous tumor pet: 5% in etrl. - Total - 4 1 2 2 2
liver (54 ) IN 92-103 1 1 1 0 0 0 0.100 0.232 0.084
nepatocellularadenoma (5401 ) IN 92-103 2 7 2 6 6 §
IN 104-109 1 2 0 0 2 3
IN 104-109 2 27 18 13 13 12
SPONTANEeOUS tumor pct: 4% in ctrl. - Total - 31 0 2 3
liver (54 ) IN 75-891 1 o ¢ o0 1 0 _0.375 0.327 0.321
fepatczellularcarcinoma (5402 Y IK 79-91 2 3 4 3 4 1 -
Spontaneous tumor pct: <= 1% in ctrl. - Total - 0 0 0 ITo
uterus/ut. -¢cervix/vag (60 ) IN 53-78 1 ¢ 0 0 0 1 0.666 0.522'0.668
polyp : (6001 ) IN 53-78 2 2 7 6 3 7
IN 75-%91 1 00 0 1 0O
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NDA 20-987, Protonix™, Carcinogenicity Study

Spontaneous tumor pct: 11%

uterus/ut.-cervix/vag

granularcelltumor
Spontaneous tumeor pet: <= 1% in etrl. -

File name:
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IN 79-91 2 3

IN 92-103 1 3

IN 92-103 2 5

IN 104-109 1 6

IN 104-109 2 23

in ¢trl. - Total - 9
(60 ) IN 104-109 1 0
(6002 ) IN 104-1089 2 29
Total - o}

APPEARS THIS WAY

ON ORIGINAL
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0.477 0.642 0.652
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NDA 20-987, Protonix™, Carcinogenicity Study 25

{Reviewer's self-reminder for trend test: Rat, Female, Combined control, combined tumor types)

- glandularstomach (fundus (15 - ) IN 0-52

neuroendocrinetumor/B+M (150¢ )} IN 0-52
IN 79-91
IN 78-81
IN 92-103
IN 92-103
IN 104-109
IN 104-109

Spontaneous tumor pet: <= 1% in ctrl. - Total

0.000 0.000 0.000
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(P<0.025)
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Appendix 2

Additional Trend Tests

APPEARS THIS WAY
~ 0N ORIGINAL
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StatXact-3 output
Date: Tuesday, May 4, 19%9
Time: 11:2:20

»»> TC PE/EX/PW
Datafile: <new>

FERMUTATION TEST
[ 12bys5 informative tables and sum of scores from row <rowl > ]

Summary of Exact distribution of PERMUTATION statistic:

Min Max Mean Std-dev Observed Standardized
———— e—— 47.43 34.47 115.0 1.960

Asyrprotic Inference:

One-sided p-value: Pr { Test Statistic .GE. Observed } = 0.0250
Two-sided p-value: 2 * (ne-sided = 0.0500
Exact Inference:
One-sided p-value: Pr { Test Statistic .GE. Observed ) = " 0.0448 ,
Pr { Test Statistic .EQ. Observed } = 0.0316 —
Two-sided p-value: Pr { | Test Statistic - Mean ]
-GE. | Observed - Mean | = 0.0448 e
Two-sided p-value: 2*0One-Sided = 0.0857 -
Fzwer Estimation: - E
Alpha = 0.05000 4
Beta = 20.00 -
Asymptotic Power = l.0cC
Exact Power = 1.000 .
Eia;sed Time is 0:0:0.22
»»>» TC PE/EX/PW
Tatafile: <new=>
FEFMUTATION TEST
{12 by 5 informative tables and sum of scores from row <rowl > ]
Sumery of Exact distribution of PERMUTATION statistic:
Min Max Mean sStd-dev Observed Standardized
42.00 32.46 115.0 2.249
Asyoorotic Inference:
Orne-sided p-value: Pr ( Test Statistic .GE. Observed )} = 0.0123 )
Tws-sided p-value: 2 * One-sided - = 0.0245 - - - T
Exact Inference:
One-sided p-value: Pr { Test Statistic .GE. Observed ) = 0.0314
Pr { Test Statistic .EQ. Observed )} = 0.0238
Two-sided p-value: Pr { | Test Statistic - Mean ]
) -GE. | Observed - Mean | = 0.0314
Two-sided p-value: 2*One-Sided = 0.0628
Power Estimation: _
Alpka = 0.05000
Beta = 20.00 - -
Asyrptotic Power = 1.000
Ixact Power = 1.000
Elazpsed Time is 0:0:0.1€
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