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Reviewer’s Results

Test of Dose-Response Positive Linear Trend in Male Rats

Analysis of Carcinogenic Potential in Male Rat

Test of Dose-Response’ (Tumor) Positive Linear Trend Y
Ted Guo,  PH.D, CDER/FDA
Run Date & Time: February 26, 1997 (16:10)

Source: c:\arat\xroed.txt

Dose Levels Included: = CTRL1 CTRL2 LOW MEDIUM HIGH {0 0-150 500 1000) "

Note: For missing Tumor-Caused-Death set INCIDENTAL .
Tumor Type: IN: Incidental (nonfatal) te all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols [fmes) [~8=-] [==s-] {===*] " & + *
Represent 0<P<0.005  0.005<=P<0; 01 0.01<=P<0.025  0.025<=E<0.05 E<. 005 P<.01 P<.025 P<.05
P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME - EXACT  ASYMP-' CONTINU
NAME CODE NAME CODE TYPE INTERVAL ROW. TABLE PERMU TOTIC CORRECT
BRAIN {0100 ) GRANULAR CELL (010005 '} MX IN 105-106/1 1.000: 0.922 - - 0822 =
IN 105~10§ 2
FA 99 1
Lol FA99 / 2 SRR R OO
E . Tumor rate: 3% in CTL - Total -
BRAIN (0100 JHISTIOCYTIC S{010010 ) MX IN 0-<78 1 0.769 0.535 0.535
IN 0=78 2
FA 65 1
FA 65 2
Tumor rate: 1% in CTL. - Total =
BRAIN {0100 JASTROCYTOMA (010017 ). FA FA 104 1 0.550 0.657 0.657
FA 104 2
Tumor rate: <1% - in CTL = - Total -
LUNGS {0900 JHISTIOCYTIC S{010010 ) MX IN 0=78 1 0.905 0.714 0.714
: IN 0-78 2
Tumor rate: 1% in CTL - Tétal =
LUNGS {0800 JALVEOLAR/BRON{090016 - ) IN IN 10551061 0.100 0.043%  0.043*
IN 105~106°2
Tumor rate: 1% in CTL = Total - [===*] | [===¥)
LUNGS (0500 ) BRONCHIAL CAR(090036 ) IN IN 105-106 1 0.378 0.25¢ 0.256
IN 105-106 2
Tumor rate: <1% ir CTL = Total -
DUCDENUM . " (1601 JLETOMYOMA  (C) (160105 - ) IN IN 10521086 1 1.000 C.751 0.762
IN 105-106.:2
Tumor rate: 1% iri CTL =« - Total -
ILEUM {1603 JLEIOMYOSARCOM (160302 ) MX FA 96 1 0.578 0.6€3 0.664
FA 96 2
Tumor fate: <1% in CTL - Total =
RECTUM (1703 JADENOMA, POLY (170304 ) IN IN 105<106 1 0.173 0.020% - C.030*
- . IN 105-106 2
Tumor rate: <1% in CTL - Total = [ws=¥) [mm=r)
LIVER {1800 YJHISTIOCYTIC S{010010 -} MX TA 65 1 0.390 0.25¢6 0.256
FA- 65 2 :
Tumor. rate: 1% in ' CTL = Total -
Fage = .1« (Over)
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{Centinued)
Analysis of Carcinogenic¢ Potential ir Male Rat
Test of Dcse-Response (Tumcr) Positive Linear Trend
Run Date & Time: - February 26, 1997 (16:10)
Source:- ¢:\arat\xrod.txt
Dose Levels Included: ' CTRL1 CTRL2 LOW MEDIUM HIGH (0.0 150 500 1000}
Note: For missing Tumor=-Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols [Fee=] {=%==] [==t=] [w==r] " ¥ + *
Represent O<P<0.005 ~0.005<=p<0.01 0.01<=P<0. 025 0.025<=P<0.05 P<.005 b<,0] P<.025 PK.05
LIVER {1800 JHEPATOCELLULA (180031 ) IN IN 79-93 1 0.082 0.078 0.078
IN:78-83 2
IN 94-104 1
IN 94-104-- 2
IN:105«106 1
IN-105-106 2
Tumor rate: 7% in CTL = Total -
LIVER (1800 JHEPATOCELLULA (180032 ') MX IN 105-106 1 0.693 0.682 0.682
IN:105-106 2
FA 93 1
FA 93 2
Tumor rate: 3% in CTL < Tétal -
FANCREAS - (2000 }ISLET-CELL AD(200008 ~J“IN-IN-ST=TU4 1 0.213 0.199 0.199
IN 94=104 2
POVENETEN I IN 1051061
IN 105»195 2
Tumor rate: 4% in CTL - Tota%/ -
EANCREAS - 12000 7 )ISLET<CELL CA(2000i1 ) IN IN 75-53 T 1.000-0.909 " 0.909
T IN19-83 2
Tumor rate: 2% in-CTL - " Total -
PANCREAS - (2000 JACINAR CELL A{200014 ) IN IN 0-78 1 0.460 0.409 0.409
IN Q=78 2
IN:79-93 1
IN 79«93 2
IN 94=104::1
IN:94=104 .2
Tumor rate: 1% in CTL =~ Total -
KIDNEYS (2100 JTRANSITIONAL (210028 ) IN IN 105-106 1 0.378 0.296 0.25%6
: IN 105=106 2
Tumor rate: <1%  in CTL -~ Total -
URINARY BL(2300 JGRANULAR CELL{010005 ) MX IN 105-106 1 0.378 0.296 0.296
IN-105=106 2
Tumer rate: <1% in CTL = " Tetal -
TIETES (2500 " | )HISTIOCYTIC $(010010 )} MX IN 0=78 1 0.667 C.240 0.241
IN 0-78 2
Tumor rate: <1% in CTL = - Total -
TISTES (2500 YLEYDIG CELL A{250006 ). IN IN 78=63 1 0.812 C.ele g.e1e
IN-79=53 2
IN 1085=106 1
IN105~106 2
Tumor rate: 7% in CTL = Total -
ZrIDIDYMID(260C¢ JHISTIOCYTIC S(01001G - ) MX FA 65 1 0.183 3,037+ 0,037+
FA 65 2
- [owst] fomar)
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Tumor rate: <1% in CTL = Total

{Over)




ORGAN
NAME

EPIDIDYMID(2600 JLETOMYOSARCOM (160302 ') MX IN 105-<106 1
FROSTATE
SEMINAL' VE (2800 JCARCINOMA (C) (2B0003 ") MY FA §2 1

!
PITUITARY {4100 }ADENOMA, - PARS (410006 ) MX IN 78-93 / 1

THYROID GL(4200 JFOLLICULAR CE (420002 ). IN IN 105-106 1

THYROID GL (4200 JC-CELL RADENOM(420010 )}  IN' IN 0<78

Page

-
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{Continued)

Analysis of Carcinogenic Potential in Male Rat

Test of Dose-Response (Tumor) Positive Linear Trend

Run Date & Time: February 26, 1997:(16:10)

Source: c©:\arat\xrod.txt

Dose Levels: Included: = CTRL1 CTRL2 LOW MEDIUM HIGH (0: 0150 500 1000)
Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental (honfatal) to all, FA: Fatal to all, MX: Mxxed (Fatal to some)
Symbols [rees] [-8=~) [==+=] [e==v] » +
Represent 0<P<0.005 0.005<=P<0.01 = 0.01<=p<0. 025 - 0.025<=P<0.05 P<.005 P< 01 P<.025 P<.0OS

P VALUES
ORGAN TUMOR TUMOR '~ " TUMOR TIME . EXACT .. ASYMP- CONTINU
CODE NAME CODE TYPE INTERVAL ~ ROW TABLE PERMU TOTIC CORRECT

1.000 0.791 0.792
IN-105=106:2
Tumor rate: 1% in CTL =  Total -

{2700 )SQUAMOUS CELL(090038 ') FA FA 100 1
FA 100 2
Tumor rate: 1% in CTL « Total -

.1.000 0.795 0.795

0.580 0.662 0.663
FA 92 2
Tumor rate: <1% in CTL - - Tetal =

0.918 0.515  0.915
IN 79-83 ;
IN $4=104

IN 94=104

IN 105=106

IN 105=106

FA B2

FA 82

FA B85

FA B85

FA 88

FA 88

FA 96

FA 96

FA 97

Fa 97

FA 99

FA 99

FA 102

FA 102

FA 104

FA 104
Tumor rate: 30% ~ in CTL -  Total

INHNHNHNHNHNHNHNHNHNHN

0.198 0.173 0.173
IN 105=106 2
Tumor rate: 2% in CTL = Total -

0.252 0.25C 0.288
IN 6=78
IN 75=53
IN 75«83
IN-94-104
IN 84-104
IN 1051061
IN 105=106 2

Tumor rate: 16% in CTL ~  Tstal -

LN S S S

30 - (Over)
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{Continued)
. Analysis of Carcinogenic Potential in Male Rat
Test of Dose=Response  (Tumor) Positive Linear Trend
Run  Date & Time: February 26, 1697 (16:10)
Source: c:\arat\xrod.txt
Dose Levels Included:  CTRL1 CTRLZ LOW MEDIUM HIGH (0 0 150 500 1000)
Note: For missing Tumor-Caused<Death set INCIDENTAL
Tumor Type: IN: Incidental {nonfatal) to all, FA: Fatal to all; MX Mixed (Fatal to some)
Symbols ["=ms) [=%--] [==+=] [===*] +
Represent 0<P<0.005 = 0.005<=P<0.01 0. 01<=P<0. 025 0.025<=P<0.05 P<.005 P< 01 P<.025 P< 05
P VALUES
ORGAN ORGAN TUMOR TUMOR " TUMOR TIME EXACT ASYMP-.. CONTINU

NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORRECT

THYROID GL(4200 )C-CELL- CARCIN({420013 J MX IN 105=106 1 0.724 0.723 0.723
IN-105=106 2 :
FA 100 1
FA 100 2
Tumor rate: 4% in CTL = Total - o
THYROID GL(4200 )FOLLICULAR CE (420015 ) IN IN 105-106 1 0.615 0.577 0.577

IN 105~106: 2
Tumor rate: 1% in CTL - Total

t

PARATHYROI (4300 JADENOMA  (C) " (430006 ) IN IN 0-78

' IN 0-78 "
IN-79-93 /
IN 79=93/
IN 94=104
IN 94-104
IN 105-106
IN 105=106
Tumor rate: 2% in CTL - Total

0.885 0.877 0.877

FRNEFE RN NN

ADRENAL. CO(4401 JHISTIOCYTIC S(010010- } MX IN. 0=-78
IN. 0-78
Tumor ‘rate: 1% in CTL < Total

0.9%05 0.714 0.714

R e

ADRENAL CO(4401 )CARCINOMA  {C) (280003 ) MX IN 79«93
IN 76«83

IN-105=~106

. IN 105-106
Tumsyr rate: 1% in CTL - Total

0.252 0.199 0.19¢

[ BNV S

ADRENAL CO{4401 JADENOMA: (C): (430006 ) IN IN 0=78
IN Q=78
IN: 94=104
IN 94=104
IN 105=106
IN 105-106
Tumor rate: 3% in CTL «  Tetal

0.333 0.312 0.312

R R N

ADRENEL ME (4402 ) PHEOCHROMOCYT (440205 "} IN IN 105-108
IN 105-106
Tumcr rate: 3% in CTL = Tstal

0.674 0.€71 0.671

LN

ADRENEL ME (4402 } FHEOCHROMOCYT (440206 ") IN IN 105<10€
IN 105=106

2.000 .791 0.782
Tumor rate: 1% in CTL - Tetal

LV o

HEMOLYMFHO (4500 JMALIGNANT LYM(450001 ) MX IN 94104
IN 94~104
IN 105<1086

0.528 0.517 0.518

[N

Fage '~ 4 "= {Over)
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{Continued)
Analysis of Carcinogenic. Potential in Male Rat
Test of Dose~Response (Tumor) Positive Linear Trend
Run Date & Time: = February 26, 1997°(16:10)
Source: cilarat\xrod.txt
Dose Levels Included: - CTRL1 CTRL2 LOW MEDIUM HIGH (0 0 150 500 1000)
Note: For missing Tumor=-Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental {nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some )
Symbols  [~---) [~%--] [==+=) [===*) - s + .
Represent 0<P<0.005 - 0.005<=P<0.01 0.01<=P<0.025  0.025<=P<0.05 P<.005 P<.01 P<.025 P<.05
E P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP~ ' CONTINU
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU TOTIC CORRECT
IN:105«106 2
FA 52 1
FA 52 2
. FA 78 1
FA 78 2
FA 102 1 d
FA 102 2
Tumor rate: 3% in CTL - . Total -
HEMOLYMPHO (4500 JHISTIOCYTIC S(450003. ) FA FA 65 1 TO.30TTTUTLES 0.256
FA 65 ;2
Tunor rate:_1§% in.CT1 Totsd -
SPLEEN (4600 JHISTIOCYTIC S(010010 ') MX FA 65 ./ 1 0.193 0.037*  0.037+
FA €5 /.2 N
Tumor rate: <1%  in CTL - Total = o (===*]  [--=*]
SPLEEN (4600 JHEMANGIOSARCO (460014 ) "IN IN 105-106 1 1.000 0.791 0.782
IN 105=106 2
Tumer rate: 1% in CTL =« - Total -
SPLEEN {4600 JSARCOMA, NOT (460016 ') MX IN-105-106 1 1.000 0.791 0.792
IN 105<106 2
Tumdr rate: 1% in CTL = Total -
SPLEEN (4600 JHEMANGIOMA (C{460018 ) MX IN105=106 1 0.173 0.030%  0.030*
IN 108-106 2
Tumcr rate: <1% in CTL - Total = e R
BONE MARRO(4700 JHISTIOCYTIC $(010010 ) MX FA 6% 1 0.193 0.037*  0.037+
FA €5 2
Tumcr rate: <1% in CTL - Total - fomm¥] T [e=ew)
LYMFH NODE (5100 JHISTIOCYTIC S({01001C ) MX IN 0-78 1 0.6867 0.240 0.241
IN 0=7¢ 2
Tumor rate: <1% in CTL - Teétal -
MESENT. LY (5104 JHISTIOCYTIC S{010010 ) MX IN 0=7% 1 0.667 0.240 0.241
IN 0-=7% 2
Tumsr rate: <1% in CTL - Tctal -
MESENT. LY (5104 JHEMANSIOSARCO{460C24 ) IN IN 54=104" 1 0.906 0.837 G.e37
IN-54=204 2
IN:1G3-106'1
IN-108=106 2
Tumsr rate: lé in CTL = "Tetzl -
MESENT. LY (5104 JHEMANGIOMA (C(460018 - ) MX IN 84-104 1 0.729 0.7277::0.727
- IN 84=104 " 2

Page '~ .5 -

(Over)




ORGAN
NAME

MANDIBUL.

HARDERIAN

HARDERIAN

e

EXORBITAL

MAMMARY. G

SKIN

SKIN

SMIN

S¥IN

SKIN

-

RASYMP=-
TOTIC

G.24C

0.240

0.296

0.930

C.240

0.240

C.721

.154

C.658
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CONTINU
CORRECT

0.241

0.930

0.241

0.241

0:721

0.154

0.658

{Continued)
Analysis of Carcinogenic:Potertial 'in Male Rat
Test of Dose~Response (Tumor) Peositive Linear Trend
Run Date ‘& Time: = February 26, 1997 (16:10)
Source: ci\arat\xrod.txt
Dose Levels Included:  CTRL1 CTRL2 LOW MEDIUM HIGH {0 0 150 500:1000)
Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols [r===} [=%==) [==+=] [we=w] ~ %
Represent 0<P<0.005 0.005<=P<0.01 = 0.01<=P<0.025 0.025<=pP<0.05 P<.005 P<.01 P<.025 P<.05
P VALUES
ORGAN TUMOR TUMOR TUMOR' TIME EXACT
CODE NAME CODE TYPE INTERVAL ROW TABLE PERMU
IN 105-106"1
IN 105~106 2
FA 97 1
FA 97 2
Tumor rate: 18% in CTL -  Total -
{5108 JHISTIOCYTIC S(010010 ) MX IN 0=78 . ..1 0.667
X IN-0-78 20
Tumor rate: <1% “in CTL = " Total -
{5400 JHISTIOCYTIC S(010010 ) MX IN 0-78 Sl 0.667
IN 0-78 /2
Tumor rate: <1% in CTL -  Total / =
(5400 )JADENOCARCINOM (540011 ') IN IN 105-;06 1 0.378
: IN 105-106: 2
Tumor rate: <1% in CTL =  Total -
{5520 JHISTIOCYTIC S{010010 ") MX IN 078 1 1.000
IN-0-78 2
Tumor rate: 1% in CTL < -~ Total -
L{5600 YJHISTIOCYTIC S{010010 ) MX IN 0-78 1 0.667
IN 0-78 2
Tumor rate: <1% in CTL = Total =
(5700 YHISTIOCYTIC S(010010 ) MX IN 0=78 1 0.667
; IN 0=78 2
Tumor rate: <1%  in CTL - Total =
{5700 ) SQUAMOUS CELL (090038 ') FA FA 99 1 0.648
o FA 99 2
FA 103 1
FA-103 2
Tumor rate: <1%:  in CTL =  Total -
{5700 JMALIGNANT SCH{340007 - ) FA FA 76 e 0.171
FA 76 2
FA:102 z
FA 102 2
Tumcr rate: <1% in CTL = Tetal -
(5700 JEDENOMA (C) (430006 ) IN IN 105<106 - 1.000
IN:'105=106 =
= Tumcr rate: 1% in CTL - Total -
{5700 ) HEMANGIOSARCO(460014 -} IN IN 105-106 % 0.54¢
IN 105<106 =
- Tumor rate: <1%  in CTL ~  Total -
6 - (Over)
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. {Continued)
( Analysis »f Carcinogenic Potential ir Male Rat
. Test ¢f Dcse-Response  [Tumor) Fositive Linear Trend
Run Date & Time: - February 26, 1997 (16:10)
Source: c:\arat\xrod.txt
Dose Levels Included: = CTRL1 CTRL2 LOW MEDIUM HIGH (0 0 150 500 1000)
Note: For missing Tumdr=Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental “(nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols ("===]) [-%==] [==+=) [=e=r) -~ % + *

Represent 0<P<0.005 - 0.005<=P<0.01 0.01<=P<0.025 - 0.025<=P<0.05 P<.005 P<.01 P<.025 P<.05

P VALUES
ORGAN ORGAN TUMOR TUMOR " TUMOR TIME EXACT ASYMP-  CONTINU
NAME CODE NAME CODE TYPE INTERVAL ROW: TABLE PERMU TOTIC CPRRECT
SKIN (5700 ) SARCOMA, NOT (460016 ) MX FA 90 1 1.000 - 0.799  0.799
FA 90 2 .
Tumor rate: 1% in CTL - Total -
SKIN (5700 JHEMANGIOMA (C(460018 ) MX IN'105-106 1 0.378 0.296 - 0.296
IN 105-106 2 *

Tumor rate: <1% . in CTL = Total -

SKIN (5700 ) FIBROMA (570010 ) IN IN 105-1061
IN 105~106 2"
Tumor rate: <1% in CTL - Total /=

i
i

SKIN (5500 ‘)KERATOAGANTHO(570011 ) IN IN 94-104/1

0.378 0.296 0.296

0.232 0.220 0.220
IN 94-104 2
IN 105-106"1

"IN 105-106 2

Tumor rate: 6% in CTL = ' Total -

SKIN (5700 ) SQUAMOUS" CELL (570012 ) IN IN79-93 1

IN 79-93 2

. : IN-105-106"1
( o IN:105-106 2
. Tumer rate: 1% in CTL = Total -

0.248 0.188 0.183%

SKIN (5700 JBASAL' CELL' CA(570016 ) MX IN.105~106 1

0.329 0.290 0.291

IN 105<106- 2

FA 64 1

FA 64 2

AT 1

FA 77 2

FA 90 1

FA 90 2

Tumsr rate: 3% in CTL «  Total -
s¥In ({5700 )LIPOSARCOMA : ( (570018 - ): FA FA 53 1 0.194 0.037* 0.038*

FA 53 2 '

Tumer rate: <l% in CTL - Total - [==e*) fm==r]
s¥in {570¢ )BASAL CELL AD({E570C19% ) IN IN 105-106 1
IN 105-106 2

Tumcr rate: 1% in CTL = Tstal -

0.522 0.435 0.440

S¥IN (57¢¢C JEFIBROSARCOME {E70CZE - ) MX IN 105~106 1 0.44% 0.48B0 0.4%°1
IN 105=106 2
FA 61 1
g FA 61 2
Tumer rate: <1%  in CTL - 'Total = =
SKIN {5700 TZYMBAL'S GLAN(570021 ) IN IN 75-=%3 1 0.1%1 0.034*  0.C324~
Page - 7. - {Over)
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(Continued)

Analysis of Carcinogenic¢ Poter<ial in Male Rat

Test of Dose-Response (Tumor) EzZsitive Linear Trend

Run’Date & Time: ~ February 26, 1997 (16:10)

Source: c:\arat\xrod.txt

Dose Levels Included:  CTRL1' CTRL2 LOW MEDIUM HIGH (0 0°150 500 1000)
Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols ["ew=) [~&=~] [e=4=] {===*] ~ % + *

Represent O<P<0.005  0.005<=P<0.01 = 0.01<=P<0.025  0.025<=P<0:05 P<.005 P<.01 P<.025 P<.0O5

ORGAN ORGAN

NAME CODE

SKIN (5700
SKIN (5700
SKIN {5700

SKELETAL M({5800

BONE/FEMUR(5501

STIFLE JOI{6201

~ RDIFOSE TI(6400

ADIFOSE TI (6400

EYES (6500

BODY- CaVIT (6200

BODY- CAVIT (6800

Page = B =

P VALUES
TUMOR TUMOR "~ TUMOR TIME EXACT ASYMP-  'CONTINU
NAME CODE TYFE INTERVAL ROW. TABLE PERMU TOTIC CORRECT

IN . 79-93
Tumor rate: <1% in CTL =~ Total

N

L

(===¥]  [===%)

)TRICHOEPITHEL(570035 ) IN IN 105<106 I 0.546 0.658 0.658
IN 105-106 2
Tumor rate: <1% in CTL - " Total - *
JNEURAL CREST (570036 ) IN IN 105-106 1 0.378 0.236 0.2%6
IN-105=106 2
Tumor rate: <1% 'in CTL - Total -
YMYXOMA (570041 ) ININ 105-106f1 1.000 0.791 0.792
IN 105=10§ 2
Tumocr rate: 1% in CTL = Total/ -
)MALIGNANT SCH{340007 ) FA FA 82 " 1 1.000 0.800 0.800 ~
FA 82 2
Tumor rate: 1% in CTL - Total -
JHISTIOCYTIC S{010010 ) MX IN 0-78 1 0.667 0.240 0.241
IN0=78 2
Tumor rate: <1% in CTL = ~ Total -
JHISTIOCYTIC S{010010 ) MX IN 0-78 1 0:667 0:240 0.241
: IN 0-78 2 ;
Tumor rate: <1% 'in CTL -  Total -
JHISTIOCYTIC S({010010 } MX FA 65 1 0.193 C.037+ . 0.037~
) FA 65 2

¥

Tumor rate: <1% . in CTL = Total e N |
JLIPOSARCOMA ( (570018 ) FA FA 65
FA 65

Tumor rate: <1% in CTL -« - Total

0.193 C.037* - 0.037*

T

e N g

JAMELANOTIC ME (650020 - ) IN IN 94=104
IN 94=104
Tumor rate: <1% in CTL = ' Total

0.138 0.020+ . 0.020+

(I

[==+=]  [==+-]

) SQUAMOUS CELL (090038 ) Fax FA 104
. FA 104
Tumer rate: <1% - in CTL - 'Tstal

0.580 C.&27 0.657

[ N

JMESOTHELIOMA (320018 : ) IN IN 105-1086 0.358 0.z23 0.223
IN 105-108

Tumer rate: <1% in CTL - Total

[ N X

) PARAGANGLIOMA (680005 ) IN IN:105-106 0.173 0.930* 0.030+

INT105-106

Fya s

{Over)
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{Continued)
( Analysis of Carcinogenic Potential in:Male Rat
. Test of Dose-Response. (Tumor) Positive Linear Trend
Run Date & Time: ' February 26, 19%7 (1€:10)
Source: ¢:\arat\xrod.txt
Dose Levels Included: CTRLY CTRL2 LOW MEDIUM HIGH (0 0 150 500 1000}
Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumor. Type: IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols: . [~N==w) [~%=~] [==4+=] [===¥] ~ ] + ¥
Represent O<P<0.005  0.005<=P<0.01  0.01<=P<0.025 0.025%=P<0.05 P<.005 P<.01 P<.025 P<.05
i P VALUES
ORGAN ORGAN TUMOR TUMOR. . TUMOR TIME EXACT ASYMP~  CONTINU
NAME CODE NAME CODE TYPE INTERVAL =~ ROW' TABLE PERMU TOTIC CORRECT

Tumor rate: <1% in CTL =~ Total

- [mwm¥] o [ow=s)
BODY CAVIT(6800 JOSSIFIED SARC({680007 ) FA FA 105 1 0.173 0.030* :0.030*
FA 105 2
Tumor rate: <1%  in CTL = Total - . fome*] o [===¥)
Page = 9. = (End ‘of File)
e
e i BT LA i / -

(4 - APPEARS THIS WAY ON ORIGINAL
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Test of Dose-Response Positive Linear Trend in Female Rats

Analysis of Carcinogenic Potential in Female Rat
Test of Dose-Response (Tumot) Positive Linear Trend
Ted Guo, PH.D, CDER/FDA
Run Date & Time: - February 26, 1997 (16:51)
Source: c:i\arat\xrod.txt
Dose Levels Included: ~CNTL1 CNTLZ LOW MED HIGH {0 0 150 500 1000)

Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumor: Type: IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols [~==-) [~%=~) [==t=] [===*] ~ % + * b
Represent: 0<P<0.005 - 0.005<=P<0.01 0.01<=P<0.025  0.025<=P<0.05 P<.005 P<.0l P<.02% P<.05
P VALUES -
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP=~  CONTINU
NAME CODE NAME CODE TYPE INTERVAL ROW TABLE « PERMU TOTIC CORRECT
BRAIN {0100 )OLTIGODENDROGL (010004 - '} FA FA 8BS 1 0.5%96 0.683 0.6E3
FA BS 2
L : Tumor rate: <1% in CTL = - Total -
BRAIN (0100 JGRANULAR CELL(010005 ) IN IN 79-93 /i 0.238 0.205 0.205
IN-79-93 2
IN 105-106 1
IN 105-1 2
- . Lo Tumsrorate: 1% . .in CTL - Total/ - - S —
NASAL CAVI(0602 JADENOMA, PAPI (060207 ° ) IN IN 1051086 1 0.393 0.325 0.325
IN 105-106:2
Tumor rate: <1% in CTL = Total -
- LUNGS {0900 }JRLVEOLAR/BRON (090016 ') "IN IN: 1055106 1 0.655 0.745 0.746
( ‘ IN 105-106 2
f Tumor rate: <1% in CTL ~  Total -
LUNGS (0300 ) SQUAMOUS. CELL (090038 ) MX IN 105-106 1 1.000 0.805 0.805
IN 105-106 2
Tumor rate: 1% in: CTL =« - Total =
ORAL CAVIT(1000 ) SQUAMOUS CELL(090038 ) MX IN 94<104 1 0.348 0.111 0.111
IN 94104 2
Tumor rate: <1% in CTL =~ " Total -
ORAL CRVIT(1000 )DE?TINOMA,bUN(100003 ) IN IN 105<106 1 0.199 0.039*%  0.039+
IN 105=106 2
Tumor rate: <1& . 'in CTL - ~Total - [===¥]" [===7)
LIVER {1800 YHEFATOCELLULA {18003 ") IN IN 75-%3 1 0.718 0.716 0.715
IN 7%<93 2
IN-94=104 1
IN 94=104 2
IN 105106 1
IN 105<106 2
Tumor rate: 14% - in CTL = Total -
LIVER (1800 JEZFRTOCELLULA({1B80032 ) IN IN. 94-104 1 0.725 0.71% 0.71¢%
IN 94104 "2
IN 105<106:1
o IN 105-106 2
Tumor rate: 3% in CTL .« Total =
EANCREAS {2000 JISLET-CELL AD(20000€ '} IN IN 105106 1 0.345 0.226 0.32¢
IN 105=«106 2
Tumer rate: 1% in CTL = Tstal -
URINARY BL{2300 )TRANSITIONAL (230011 ) IN IN 0=7B 1 0.625 0.675 0.675

Fage =1 = (Over:
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{Continued)

( Analysis of Carcinogenic Potential in Female Rat
- Test of Dose-Response {Tumor) Positive Linear Trend
Runi Date & Time: February 26, ‘1997 (16:51)
Source: c:\arat\xrod.txt
Dose Levels Included:  CNTL1 CNTLZ LOW MED HIGH (0 0150 500 1000)
Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols ["e—x] [~%==) [==+=] [ws=v] ~ ¥ + v
Represent 0<P<0.005 0.005<=P<0,01 ~ 0.01<=P<0. 025 0.025<=p<0.05 P<.005 P<.01 P<.025 PB<. 05
P VALUES
ORGAN ORGAN TUMOR TUMOR “ TUMOR TIME EXACT ASYMP-  CONTINU
NAME CODE NAME CODE TYPE INTERVAL ROW. TABLE PERMU TOTIC CORRECT
IN: 0=78 2
Tumor rate: <14 ~in CTL =  Tetal -
OVARIES - (3200 ) GRANULOSA-THE {320010 ') IN IN 78-93 1 0.258 0.247 0.247
IN 79<93 2
IN 105-106 1 ¢
IN105-106 2
Tumor rate: 2% in CTL = Total -
OVARIES ({3200 ) LUTEOMA (320011 ) IN-IN 94-104 1 0.051 0.023+  0.023+
IN 94-104 . 2
e g IN 1051061
IN 105-106 2
Tumor rate: <1%  in CTL ~  Total/ = [==+=]  [==+<]
= 7 “OVARIES "7 (3200 " ) GRANULOSA-THE (320012 ) IN IN 105-1066 1 0.383 . 0.325 _ 0.325
IN 105«106 2
Tumor rate: <1% - in CTL - Total -
OVARIES (3200 JMESOTHELIOMA ' {320018 ) "IN IN 105~106 1 0.200 0.178 0.178
IN 105-106 2
(: ) . Tumor rate: <1% “in CTL = Total == =
UTERUS {3400 JLEIOMYOMA ' (C) (160105 ) ININ 105-106 1 0.199 0.039% " 0.039~
IN 105-106" 2
Tumor rate: <1% irn CTL -  Total - [mw¥) [=ee)
UTERUS (3400 JLEIOMYOSARCOM (160302 . ) IN IN 105=106 1 0.602 0,675 0.680
IN 105-106.2
Tumotr rate: <1% 'in CTL = Total -
UTERUS {3400 ENDOMETRIAL S(340002 '} IN'IN 0-78 1 0.708 0.705 0.705
IN 0=78 2
IN 54-104 1
i IN 94-104 2
IN 105«106 1
IN 105-106 2
Tumcr rate: 12¢% in 2TL < Total -
UTERUS {3400 JMELIGNANT SCH(340007 ") M/ FA 80 2 1.000 0.807 TUe07
FR 80 -
Tumcr rate: 1% in CTL = Tetal -
UTERUS {3400 JENDOMETRIAL A{340013 '} MY IN 105<1C€& - 0.18% 0.18%8 c..eg
IN-105~1062
FR 76 z
FR 76 2
FA 93 1
= FA 53 2
Page = 2 = {Over)
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{Centinued)
Analysis of Carcinogenic Potential in Female Rat
Test 'of Dose~Response (Tumor) Fositive Linear Trend
Run Date & Time:  February 26, 1957 (16:51)
Source: ci\arat\xrod.txt =
Dose Levels: Included:  CNTL1 CNTL2 LOW MED HIGH (0 0 150 500 1000)
Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols [Pe=e) v [=%==] [ Etied EES fe==*) " % + *
Represent 0<P<0.005 " 0.005<=P<0.01  0.01<=F<0, 025  0.025<=P<0; 05 P<.005 P<.01 'P<. 025 P<. 05
: P VALUES
ORGAN ORGAN TUMOCR TUMOR =" TUMOR TIME EXACT ASYMP- . CONTINU
NAME CODE NAME CODE TYPE INTERVAL ROW. TABLE PERMU TOTIC CORRECT
FA 96 1
FA 96 2
FA 103 1
FA 103 2
FA 105 1
FA 105 2 ¢
Tumor rate: 4% in CTL -~ 'Tectal -
VAGINA {3500 JMALIGNANT SCH{340007 . ) MX IN 105=1061 0.410 0.273 0.273
IN 105-106 2 T
FA 81 it
FA 31 /2 g
Tumer rate: 1% in CTL =  Total / =
PITUITARY (4100 YADENOMA, ' PARS (410006 ') MX IN 79-93/ 1 0,014+ - 0.013+0.013+

IN79-83 772

_FA 79

FA.90
FA: 94
FA 94
FR 68
FR e5
FA 56
FA 56
FA 98
FA 88
FA 101
FA 101
- FA 103
Page = 3 « {Over)
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{Continued)
Analysis of Carcinogenic Potential in Female Rat
Test - of Dose-Responsé [Tumor ) Positive Linear Trend
Run Date & Time: February 26, 1997 (16:51)
Source: c:\arat\xrod.txt
Dose Levels Included:  'CNTL1 CNTL2 LOW MED HIGH (0 0 150 500 1000)
Note: For missing Tumor=Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental ‘{nonfatal) to all, FAY Fatal to all, MX: Mixed (Fatal to some)
Synbols ["=-=] [=8-=) [==+<] [e==¥) ~ % + *
Represent 0<P<0.005. 0.005<=pP<0, 01 0.01<=P<0.025 0.025¢<=P<0.05 P<.005 P<.01 P<.025 P<.0%
P VALUES
ORGAN ORGAN TUMOR TUMOR: '’ TUMOR TIME EXACT ASYMP- - CONTINU
NAME CODE NAME CODE TYPE INTERVAL ROW- TABLE PERMU - TOTIC CORRECT
FR 103 2
FA 104 1
FA 104 2
Tumor rate: S1% : in CTL -  Total - [==te] [=w+=]) [==4~]

THYROID GL {4200 )FOLLICULAR CE{420002 ) IN IN 79-93 1 ® 0.995 0.970 - 0.570
IN 79-93 2
IN 105-106 1

IN:.105-106 2

THYROID .GL{4200. JC-CELL ADENOM(420010 - IN IN 79293 7/ 1 0.919 " 0.916 " 0.916
IN 79-93/‘ 2
IN 94-104 1
IN 94=10% 2 L I

IN 105-106 1.
IN-105-106 2
Tumor rate: 14% .~ in CTL - Total -

THYROID GL(4200 JC=CELL CARCIN(420013 ) IN IN 746-93 1 0.782 0.783 0.783
IN . 79-93 2
IN 94<=104: - 1
IN '94=104 2
IN:105-106-1
IN: 105=106 2
Tumor rate: 1% in CTL ~ ' Total -

THYROID GL{4200 )FOLLICULAR CE({420015- ) IN IN 94=10%4 1
IN 94=104 2

IN-105-106 1

IN 105-106:2

Tumor rate: <1% 'in CTL = Total -

0.528 0.374 0.374

FERETHYROI 14300 YADENOMA (C) (430006 ) IN IN 105106 1
IN:'105=106 2
Tumor rate: 1% in CTL =  Total -

0.843 0.826 0.826

RDRINAL CO(4402 }CARCINOMA (C) (280003 ) MX IN 105«106.1 0.19% 0.039% 0.039+
IN-105«106 2
Tumor rate: <1% in CTL < Tétal -

(===*]  [===+)

ALRZNAL CO(4401  )RDENOMA (C) (430006 ) IN IN 54-104 1 0.051  0.023+ 0.023+
IN 94-104 2
IN 105-106 1
IN 105-106 2
Tumcr rate: <1% - in CTL =- Tstal - [owt=] fewss)
ADRINAL ME (4402 ) PHEOCHROMOCYT (440205 ) IN IN 0-78 1 0.588 - 0.593  0.553

IN 0=78 2

Fage =" 4 = (Over)
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{Continued)

Note:

Tumor: Type:

Symbols

Represent 0<p<0.005% 0.005<=P<D. 01

ORGAN
NAME

ORGAN
CODE

HEMOLYMPHO (4500

HEMOLYMPHO(4560
SPLEEN (4600
SPLEEN (4600
LYMPH NODE (5100
MESE&T. LY (5104

MEMMER'Y GL (5600

MEMMIRY GL{5600

Page = § '«

(Over)

Analysis of Carcinogeriic Potential in Female Rat
Test of Dose-Response (Tumor) Pesitive Linear Trend
Run Date & Time: February 26, 1997 (16:51)
Source: c:l\arat\xrod.txt
Dose Levels Included: CNTL1 CNTL2 LOW MED HIGH (00 150 500 1000)
For missing Tumor-Caused~Death set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
[~==s) (-8--) [==+=] [==-¥) - 8 + .
0.01<=P<0.025 7 0.025¢=p<0. 05 P<,005 P<.01 P<.025 P<.05S

P VALUES
TUMOR TUMOR TUMOR TIME EXACT ASYMP~  CONTINU
NAME CODE TYPE INTERVAL ROW  TABLE PERMU TOTIC CORRECT

IN.79-83 1

IN 79-83 2

IN 105=106 1

IN 105=106 2

Tumor rate: 1% in CTL - Total - .

JMALIGNANT LYM{450001" ) MX IN 79-93 1 0.636 0.629 0.625

IN 79-383 2

IN 94-104 1

TUINTB4=104 02 -

IN 105106 1

IN 105~106/2

FA B0 /’ 1

FA 80 L2

Tumor rate: 7%  in CTL - fTotal/ -
JHISTIOCYTIC S({450003. ) FA FA 106 1 1.000 0.805 0.806

FA 106 2

Tumor rate: 1% in CTL = Total -
YHEMANGIOSARCO (460014 - ) IN IN 105-1061 0.632 0.613 0.614

IN 105<106 2

Tumor rate: 1% in CTL - Total -
JHEMANGIOMA (C(460018 ) IN IN 105-1061 1.000 0.805 0.80%8

IN 105106 2

Tumcr rate: 1% in'CTL - "Total -
JHISTIOCYTIC S(010010 ) IN IN 105=1061 1.000 0.805 0.805

IN 105=106 2

Tumsr: rate: 1% in CTL = - Tetal -
JHEMANGIOMA '(C(460018 ) IN.IN 105-10861 0.942 C.937 0.937

IN:1058=106"2

Tumcr. rate: 13% . in CTL < Teral -
}HISTIOCYTIC S({010010. ) IN IN 102-106 1 1.000 0.805 0.B05

v IN 105-106 2

Tumer rate: 1% in CTL = Toval -
JCERCINOMR (€} (280002 ') MY IN 108-108.1 0.517 0.514 0.514

IN 108~10€ 2

FR 90 1

FA 572 2

Fa gg X

F2 &g 2

FA 103 1

FA 103 2

Tumor rate: 3% in'CTL = Tetal -
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(Continued)

( Analysis of Carcinogenic Potential in Female Rat
~ Test of Dose-Response: (Tumor) Positive Linear Trend

Run Date & Time: February 26, 1997 (16:51)

Source: c:\arat\xrod:txt

Dose . Levels Included: = CNTL1 CNTLZ? LOW MED HIGH (0 0 150 500 1000)
Note: For missing Tumor-Caused-Death set INCIDENTAL SR
Tumor: Type: IN: Incidental (nonfatal) to all, FA: Fatal to-all, MX: Mixed (Fatal to some)
Symbols [7===] [-8-~] [==+-) [===¥] - % + *

Represent 0<P<0.005 0.005<=P<0.01 0.01<=P<0.025  0.025<=P<0.05 P<.005 P<.01 P<.025 P<.0S

: P VALUES
ORGAN ' ORGAN TUMOR " TUMOR . * TUMOR TIME EXACT -~ ASYMP=  CONTINU
NAME ‘CODE NAME CODE TYPE INTERVAL - ROW TABLE PERMU . - TOTIC = CORRECT

MAMMARY - GL (5600 JADENOMA  (C) ' (430006 ] IN IN 105~106
IN 105-106
Tumor rate: 1% in CTL = Total

0.273 0.215 0.215

[N

i

MAMMARY GL (5600 ) FIBROADENOMA ' (560006 ) MX IN. 0<78
IN 0=-78
IN 79+93
IN. 79<63
IN 94-104
e T "IN 94104
IN 105=106
il IN 105-106
FA 48 /

.1.000 0.99% 0.999

;

FA 56 /

s
m
g
@
w

FA 101
Tumor rate: 29% “in CTL =  Total

ny

>

o

o
lNHNHNHNHNHNHNHNHNHNHNPNH

SKIN {5700 JHISTIOCYTIC S{010010 - } IN IN 105-106
IN 105<106
Tumor rate: 1% in CTL =  Tetal

1.000 0.805 0.805

LR

]

SKIN {5700 ) SQUAMOUS  CELL (090038 ) MX IN 105=106
IN 105106
FR 104
FA 104
Tumor rate: 1% in CTL = Total

0.35¢8 0.2€2 0.262

RO b Y

S¥IN (5700 YHEMANGIOSARCO(460014 5 IN IN 10%-106
o IND105=106
Tumer rate: 1% in CTL = Teral

fohy BE

SKIN {5700 ) FIBROMA (570010 ) MX IN 105<10€ 0.844 0.832 0.832

i,
X
W
[y
LS S N A

Tumor rate: 1% in CTL =  Total

Fage "= 6 = (Over)
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. {Continued)
( : Analysis of Carcinogenic Potential in Female Rat
B Test of Dose-Response (Tumor) Positive Linear Trend
Run Date & Time: February 26, 1957 {(16:51)
Source: c:\arat\xrod.txt
Dose Levels Included: ¢NTL1 CNTL2 LOW MED HIGH (0 0 150 500 1000}
Note: For missing Tumor~Caused~Death set INCIDENTAL
Tumor Type: IN: Incidental {nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to soéme)
Symbols [~===) [-%--) [==+-) [===+] ~ % + v
Represent 0<P<0.005° 0.005<=pP<0. 0] 0.01<=p<0,025 ~0.025<=P<0. 05 P<.005 P<.01 P<.025 P<.05
P. VALUES
ORGAN ORGAN TUMOR TUMOR - - "TUMOR TIME EXACT ASYMP- - "CONTINU
NAME CODE NAME CODE TYEE INTERVAL ROW . TABLE PERMU TOTIC CORRECT
»
SKIN {5700 )KERATOACANTHO{570011 = ). IN IN '105-106 1 1.000 0.805 0.805
IN' 1051062
Tumor rate: 1% in CTL - Total -
SKIN {5700 )ZYMBAL'S GLAN (570032 ') FA FA 93 0.421 0.283 0;284
Tumor rate: <1% in CTL =
ADIPOSE. T1(6400 JLIPOSARCOMA  { (570018 " ) IN IN. $4-104 0.189 0.114 0.114
ey TN 942104
IN-105=~106
IN'105-106
Tumor rate: <1% . in CTL‘:‘“thayn . e
EODY CAVIT (6800 JMALIGNANT SCH(340007 '} MX FA 71 1 1.000 0.806 0.806
FA-T1 2
Tumor rate: 1% in CTL =~ Total -
R BODY CAVIT(6800 ) PARAGANGLIOMA (680005 - ) IN IN 94-104 1 0.34¢ 0.111 0.111
] IN 84<104 2
( Tumor rate: <1%° in CTL - Total =
Fage 7= {End-cf File)

APPEARS THIS WAY ON ORIGINAL




