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Test of Dose-Response Positive Linear Trend in Female Mice

Analysis of Carcinogenic Potential in Female Mause
Test of Dose=Response {Tumor) Pesitive Linear Trend
Ted Guo; PH.D, CDER/FDA

v : Run' Date & Time: Marech 7,.1987:(14:52)
N Source: ¢:\amouse\xrod. txt
Dose Levels Included:  CTR1 CTRZ LOW MED HIGH MAXI (0 0 25 375 750 1500)
» Note: For missing Tumsr-Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental (nonfatal) to all, FA: Fatal' to all, MX: Mixed (Fatal to some)
Note: Symbols, ~, +, or '+ represents that the P-value is in >
. the range of [0; 0.005), 10.005, 0.025), or 10.025, 0.05)
- e P VALUES

ORGAN ORGAN TUMOR TUMOK - . TUMOR TIME § : EXACT ASYMPB- - CONTINU
NAME CODE NAME CODE TYPE INTERVAL ROW: TABLE PERMU TOTIC CORRECT

HEART (0400 JHISTIOCYTIC S{040015 '} MX IN 95-96 0.597 0.575 0.575
IN 95-98
FA 57
. FA 57
Tumor rate: 1% in CTL - ~ Total
AORTA {0520 YHISTIOCYTIC S{052005% ) FA FA 57
. FA 57
Tumor rate: 1% in CTL - Total
LUNG {0800 JHISTIOCYTIC S(040015 ) MX: IN 85-96

0.794 0.75%4

0,597 Q.575 0,575

IN 95=96
FA: 87
g FA 57
Tumor rate: 1% in CTL <« Total

LUNG {0800 JALVEOLAR/BRON (050003 © ). IN IN 0«52 0.546 0.553 0.553

Tumor rate: 24%  in CTL - Total
LUNG (0900 JMETASTATIC SA{052009 -} IN IN 79564 0.156 0.026%  0.026*
Tumor rate: <1% in CTL -  Total

LUNG (0900 JALVEOLAR/BRON ({23012 ). MX IN 0~52 0.107 0.104 0.104
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Tumor rate: 1% in CTL = Total
Fage ‘= 1 = (Over)
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(Continued)
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Note:

Tumor Type:
Symbols,

Analysis of Carcinogenic Petential in Female Msuse
Test of Dose-Response (Tumor ) Positive Linear Trend
March: 7,
Source: c:\amouse\xrod; txt
CTR1 'CTR2 LOW MED HIGH MAXI (0 0 25 375 75p 1500)

Run Date & Time:

Dose Levels Included:
For missing Tumor-Caused-Deat
IN: Incidental (nonfatal) to all, FA: Fatal to all,
", 4+, or * represents that the P-value is:in

1837

hiset INCIDENTAL

the ‘range of [0, 0.005), [0.005, 0.025), or [0.025, 0.05)
\ﬂ
-
ORGAN‘ ' . ORGAN TUMOR TUMOR TUMOR TIME
NAME . . CODE NAME CODE TYPE INTERVAL ROW TABLE
STOMACH {1500 JADENOMA - (ADEN (150005 ) IN IN 5378 1
N IN 53=78 2|
IN. 95«96 bt
P IN.95<98 2
Tumor rate: 1% in CTL = = Total <
STOMACH (1500 ) SQUAMOUS CELL{150019 ') FA FA 79 1
FA 77 2
Tumor rate: 1% in. CTL = Total -
STOMACH (1500 ) SQUAMOUS CELL{150023- ) IN 1IN 95<96 1
IN . 95=9¢ 2
Tumor rate+ <1%  in CTL - Total -
DUODENUM - (1601 JADENOCARCINOM (160110 ) MX IN 95=9¢ 1
. IN 95-96 2
—_—" . Tumer rate: 2% in CTL = Total -
DUODENUM 1 (1601 JADENOMA (C) (160112° '3 IN IN 95-9% 1
IN 85<96 2
PO T AT T T TEYaT =
JEJUNUM (1602 JHEMANETOMA "(C(160212 '} IN IN 65-8g 1
IN. 95=96 2
Tumor rate: <I% in CTL = Total =
CLCUM (1701 JADENOMA: (ADEN (150005 '} IN IN 53-78 1
IN 53-78 2
Tumor rate: 1% in CTL '« Toétal -
COLON (1702 }JADENOMA ' (ADEN (150005 )" IN IN T5-94 1
IN 79-94 2
Tumor rate: 1% in CTL - Total =
LIVER {1800 YHISTIOCYTIC S(040015 ') MX FA 57 1
FA 57 2
FAR 85 2
FA 95 2
Tumcr rate: 1% in ' CTL < Total -
LIVER (1800 YMETASTATIC SA(0Q90006 ) IN IN 0=52 1
IN 0=52 2
Tumor rate: <1% in CTL = Total -
ZIVER (1800 JHEMANGIOMA - (C(160212° ) IN IN 0-52 hl
IN 0=52 2
- Tumor rate: 1% in CTL - Total =
(1800 JHEMANGIOSARCO(1B0003 ). MX FA 85 1
-2 - {Over)

APPEARS THIS WAY ON ORIGINAL

{14:52)

54

MX: Mixed (Fatal to some)

P VALUES

EXACT ASYMP~  CONTINU
PERMU TOTIC CORRECT
0.745 0.733 0.733
1.000 0.800 0:801
0.670 0.783 0.783
1.000 0.880 0.8B0O
6.602 0.580 0.580
0.348 0.294 0.294
1.000 0.776 0.776
1.000 0.800 0.800
0.597 0.575 0.575
0.500 0.586 0.586
1.000 0.7%6 0.796
0.025+ ° 0.003~0.003"~
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{Continued})
Analysis of Carcincgenic Potential 'in Female Mcuse
{ Test of Dose-Respcnse’ (Tumor) Positive Linear Trend
| Run Date & Time:  March 7; 1997 (14:52)
Source: c:\amouse\xrod,txt
Dose Levels Included:  CTRl CTR2 LOW MED HIGH MAXI (0. 0 25 375 750G 1500)
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, *, 4, or * represents that the P<value is in
the ‘range of [0, 0.005), [0.005, 0.025), or [0.025, 0.05)
P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT - ASYMP- ' CONTINU
- NAME CODE NAME CODE " TYPE INTERVAL ROW. TABLE PERMU TOTIC CORRECT
FA 85 2
FA 91 1
FA 91 2
: Tumor rate: <1% in CTL = Total -
LIVER (1800 JHEPATOCELLULA (180017 ) 'IN IN 95596 1 0.080 0.040* "0.040%
IN:95-8¢ 2
Tumor rate: 1% in CTL = Total -
LIVER {1800 JBILE DUCT CAR({1B0055 ) IN IN 79-94 1 1.000 0.800 0.800
IN 79=94 2
Tumor rate: 1% in CTL = Tétal -
PANCRERS: (2000 JHISTIOCYTIC S({040015 ) MX IN 95-9¢ 1 0.348 0.294 0.294
IN- 95«86 2
Tumor rate: <1%-win CTL. -  Total je
PANCREAS (2000 }JISLET~CELL AD(200007 - ) IN IN 95-6§ /l 0.655 0.613 0.613
IN 95-96 /' 2
Tumor rate: 3%  in CTL < Total/ = "
T TTTTTTTEANCREAS TT12000 T YACINAR CEIL R(200018 )  IN IN 95-36 . 1 1.000 0.796 0.796
IN 95-9% 2
Tumor rate: 1% in CTL <« Total =
KIDNEYS (2100 JHISTIOCYTIC S{040015  ):MX IN 85-5¢ 1 0.254 0.294
IN 95-96 2
Tumor rate: <1%  in CTL - Total -
;o KIDNEYS {2100 JTUBULAR "CARCI (210020 -} IN IN 95=3¢ 1 0.670 0.7e3 0.783
(. IN 85596 2
. Tumor rate: <1% in CTL - Total = =
URINARY BL{Z2300 JLEIOMYOSARCOM (230017 ") IN IN 95-9§ 1 1.000 0.75%8 0.7%6
IN 95-398 2
Tumor rate: 1% in CTL ~ . Total =
OVARIES {3200 JHEMANGIOMA - {C(160212 ") IN IN 79-94 1 0.139 0.2z 0.103
IN. 7594 2
IN-95-66 1
IN 85-96 2
Tumor rate: <1% in CTL = Total -
OVLRIES {3200 YHEMANGIOSARCO (180003 - ) MX IN 95-9§ 1 0.81% C.els 0.820
IN §5-96 2
S FA 54 1
o FA" 54 2
Tumor rate: 2% in CTL <« Tetra -
Tage - 3 - (Over)

APPEARS THIS WAY ON ORIGINAL
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{Continued)
. Analysis of Carcinogenic Potential 'in Female Mcuse
( Test of Dose-Response (Tumot) Ezsitive Linear Trend
- Run Date & Time: "March 7, 1957 (14:52)
Source: c:\amouse\xrod. txt
Dose Levels Included: ' CTRY CTR2 LOW MED HIGH MAXI- (0. 0:25:375 750 1500)
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, *, +, or * represents that the P-value is in ’
the range of [0, 0.005), [0.005,0.025), or [0.025; 0.05)

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME i EXACT = "ASYMP- - CONTINU
NAME CODE NAME CODE “ TYPE: INTERVAL ROW: TABLE PERMU TOTIC CORRECT

OVARIES {3200 }GRANULOSA-THE (320001 '} MX IN 715-94 1 (b)(4) CIC 0.848 0.843 0.843
IN 79-94 2
IN 95-96 1
IN 95-9¢6 2
FA 82 1
FA 82 2
FA 86 1
FA 86 2
FA 90 1
FA: 80 2
1
2

- Tumor rate: 10% in CTL - Total
OVARIES (3200 )SERTOLI CELL: (320013 ) IN IN 79-84 ./
IN 79-94 -/
IN 95~96
IN 95%96 /
Tumer rate: 2% in CTL - Tetal/
CVARTES T 15200 ) LUTEOMA ~ (320014 ) IN IN 53-78
— IN 53-78
IN 79-94
IN 79~94
IN: 95=-96
IN 95-9¢
- Tumor rate: 11% in CTL =« Tetal
( - OVARIES (3200 ) GRANULOSSA-TH (320015 )} IN IN 53-78

0.510 0.439% 0.439%

0.971 0.968 0.966

1

2

1

2

1

2

1

2

1 0.6€1 0.654 0.654

IN 53278 2

IN 79-94 1

IN 75-94 2

IN 85=9% 1

IN 95-96 2

Tumor rate: 9% in CTL « Total -

OVARIES {3200 ) TUBULAR ADENO{320016 - ) IN IN 53-78 1
IN 53=78 2

IN 76-94 1

IN 75-94¢ 2

IN 55=96 1

IN §5<86 2

Tumsr rate: 15% in CTL - Total -

OVIRIES (3200 ) SERTOLI CELL (320025 ). IN IN §5-5¢ 1
IN 85-55% 4

Tumcr rate: 1% in CTL = "Total =

OVARIES (3200 JCYSTADENOMA (320030 ) IN IN &83=78 1
IN 23-78 2

IN $5-9¢ S

0.557 0.5 0.893

I
(st

(@

t
Sk
[yit
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APPEARS THIS WAY ON ORIGINAL
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{Continued)
: Analysis of Carczinogenic Fotential in Female Mouse
( Test of Dose-Response (Tumot) FPesitive Linear Trend
N Run Date & Time: March 7, 1967 (14:52;
Source: ¢:\amouse\xrod. txt
Dose Levels Included: €TR1 CTRZ LOW MED HIGH MAXI (00 25:375 750 1500)
Note: For-missing Tumor-CausSed-Death set INCIDENTAL
Tumor Type: IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed [Fatal to some)
Symbols, ~, 4+, or ¥ represents that the P<value:is in
the range-of {0, 0.005), (0.005, 0.025), or [0.025, 0.05)

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT .. ASYMP= . CONTINU

NAME CODE NAME CODE : TYPE INTERVAL ROW TABLE PERMU TOTIC CORRECT

IN: 9596 2
Tumor rate: 2% in CTL - Total -

UTERUS ({3400 JADENOCARCINOM (160110 ) MX IN 5398 1 963 0.815 0.915
IN 53-78 2
IN . 95-96 1
IN 95«96 2
Tumor rate: 2% in CTL - “Total -

UTERUS {3400 JADENOMA “(C) - {160112- ) 1IN 53-78 1 . 000 0.776 0.776
53-78 2
Tumor rate: 1% in CTL Total -

UTERUS (3400 JHEMANGIOSARCO (180003 )“MX . 1 . 670 0.784¢ 0.784

|

B ety 2 00 D R = b N} B B A N NN

69
5:- Tumor rate: <1%  in CTL Total '/
UTERUS ({3400 ) LEIOMYOSARCOM(230017- ) IN 79-94
IN 79<94/
IN-§95-9%
T IN '85=9¢
Tumer rate: 1%  in CTL = Total
UTERUS (3400 }GRANULAR CELL{270109 ") IN IN 5378
53-78
79-94
78-54
" 9596
( ‘ 95«96
: Tumsr rate: 3% in CTUL Total
UTERUS (3400 JENDOMETRIAL S{340004 ) IN 53=78
53=78
7994
7994
95<9¢
95-96
Tumor rate: B% in CTL Tetal
UTERUS {3400 }STROMAL:- SARCO (340008 ) M¥ £3-78
£3=78
75=-94
19-54
o 95<656

0.72% 0.725%

.B893 0.870 0.870

L1174 0.167 0.168

0.370 0.404 0.405

APPEARS THIS WAY ON ORIGINAL
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(Continued)
" Rnalysis =f Carcinogenic Potertial in Female Mouse
( Test 'of Dése-Response [Tumor) Positive Linear Trend
Run: Date & Time: 'March 7, 1997 {14:52)
Scurce: ¢:\amouse\xrod.txt
Dose Levels Included: 'CTRl CTRZ LOW MED HIGH MAXI (0 0 25 37% 750 1500)
Note: For missing Tumocr-Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental (nonfatal) to all, FA: Fatal to-all, MX: Mixed (Fatal to some)
Symbols, ~, '+, or * represents: that the P-value is in
the range of [0, '0.005), [0.005,0.025), or [0.025, 0.05)

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP~- - CONTINU
NAME CODE NAME CODE TYPE INTERVAL PERMU TOTIC CORRECT

Tumor rate: 2% in CTL = Total

UTERUS ({3400 JLEIOMYOMA (340026 ') IN IN 53=78 1 0.385 0.402 0.402
IN:53-78 2
IN 95-9¢ 1
IN 95296 2
Tumer rate: <1% ‘in CTL - Total -
VAGINA ({3500 JMALIGNANT SCH{010012 '} MX IN 79594 1 0.397 0.387 0.387
IN-79-94 2
IN 95-96 1
95-9¢ 2 -
Tumor rate: <1%  in CTL Total = = o
VAGINA {3500 ) STROMAL SARCO(340008 ) MX 53-78 1 1.000 0.77¢ 0.776
53-78 /’ 2 L
Tumor rate: 1% in CTL = Tetal /

FITUITARY (4100 JADENOMA,  PARS (410001 7 ) IN IN 7694 0.300 0.32¢ 0.328

1
IN 2
IN 1
IN 2
Tumor: rate: 1% in CTL = -
THYROID GL{4200 JFOLLICULAR CE(420013 ) IN IN 1 0.156 0.026*% 0.026*
IN 2
Tumor rate: <1% in CTL = -
('», THYROID GL (4200 )C~CELL ADENOM (420016 )  IN IN 1 0.170 0.028*  0.028*
’ IN 2
Tumor rate: <1% in CTL - =
EARATHYROI (4300 JADENOMA " [C) - (160112 ). IN IN 1 0.342 0.220 0.220
IN 2
Tumor-rate: 1% in' CTL =~ -
ADRENEL CO(4401 YHEMANGIOSARCO(180003 ') MX IN 1 1.000 0.7%¢& 0.796
IN 2
Tumsr rate: 1% in CTL - -
ADRENAL CO(4401 )CARCINOMA/TYP (440101 )} IN IN 1 0.082 0.04C* 1 0.040+
IN 2
IN 1
IN 2
Tumsr rate: <1% - in CTL - - .
BDRINBL €O(4401 )CARCINOMA/TYF (440104 ) IN:IN 1 0.50% 0.8%¢ 0.557
IN 2

Tumer rate: <1% in CTL =
. Fage = & - {Over)

APPEARS THIS WAY ON ORIGINAL
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{Continued)
Arialysis of Carcinogenic Potential in: Female Mouse
( Test of Dése-Response (Tumor) - Positive Linear Trend
. Run Date & Time:  March 7, 1997 (14752)
Scurce: ¢r\amouse\Xrod, txt
Dose Levels Included:  CTR1 CTRZ LOW MED HIGH MAXI {0 0 25 375 750 1500)
Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumor Type: IN: Incidental (nonfatal) to.all, FA: Fatil to all, MX: Mixed (Fatal to some)
Symbols, *, 4, or * represents that the P=value is in
the range of (0, 0.005), [0.005,0.025), or [0.025, '0.05)

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT RSYMP-  CONTINU
NAME CODE NAME CODE : TYPE INTERVAL ROW TABLE PERMU TOTIC CORRECT

ADRENAL CO(4401 JADENOMA, TYPE(440118 ) IN' IN 7984
IN: 79-94
Tumor rate: 1% in CTL = Total
ADRENAL ME (4402 ) PHEOCHROMOCYT (440201 ). IN IN 95-98
IN 95=96
Tumor rate: 1% in CTL = Total
SYSTEMIC N{4500 JMALIGNANT LYM (450001 ) MX IN 0=52
IN 0~52
IN. §3=78
IN:53-78
T m—— IN 79<94
IN 79~9¢
§5-96 '
IN 95-96/
FA 28 K
FA 28/
FA 30
FA 30

1.000 0.800 0»800
1.000 0.756 0.756

0.177 0.177 0.176
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Fage = 7 = (Over)

APPEARS THIS WAY ON ORIGINAL
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{(Centinued)
. Analysis of Carcinegenic Fotential in Female Mcuse
(‘ Test of Dose-Response (Tumor) Fosifrive Linear Trend
Run Date & Tim&: March 7,-1987 (14:e2
Source: c:\amsuse\xrod.txt
Dose Levels Included:  CTR1 CTRZ2 LOW MED HIGH MAXI: (0 0 25 375 750 1500)
Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumor: Type: IN: Incidental - (nionfatal) to all, 'FR: Fatal to all, MX: Mixed (Fatal to some)
Symbols, ~, '+, or * represents that the P-value is in
the. range of (0, 0.00%), [0.005, 0.025), or [0.025, 0.05)

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT . ASYMP- CONTINU
NAME CODE NAME CODE - ¢ TYPE INTERVAL PERMU TOTIC CORRECT

FA:73
FA:74
FA:-74
FA 15
FA 75
FA 76
FA 76
FA 77
FA 77
FA 78
FA 78
FA 79
FA .79

Tumsyr rate: 72% ir CTL = Teta
SYSTEIMIZ N(4500 YJHISTIOCYTIC S(430002 ) M4 IN $8-<66

o
|y
-
"
o
<
u
o
o
~J
o

Tumer rate: 1% in-CTL - Total

SYSTIMIC N(45300 JMAST CELL TUM{450003 )} IN IN G=%2 .317 0.33¢ 0.33%

Fazge = B = {Over)

APPEARS THIS WAY ORIGINAL
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{Continued)

Arialysis of Carcinogenis Potential in Femzlé Mouse

Test of Dose-Response (Tumer) Positive Linear Trend

Run Date & Time: ' March 75::1997(14:52)

Source:. c:\amouse\xrod:txt

Dose Levels Included: “CTRI CTR2 LOW MED: HIGH MAXI (0 0 25 378 750 1500)
Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumor Type: IN: Ircidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols, ~, 4, op * represents that the P-value is in
the. range of {0, 0.005), [0.005, 0.025), or {0.025, 0.05)

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR: TIME EXACT ASYMP-: CONTINU
NAME CODE NAME CODE “TYPE INTERVAL ROW TABLE FERMU TOTIC CORRBCT

ADRENAL C0O{4401 JADENOMA,  TYPE (440118 ) IN IN 76-9%
IN 79-94
Tumor rate: 1% in'CTL = Total
ADRENAL ME (4402 )PHEOCHROMOCYT (440201 ") "IN IN 95=9¢
IN 95-396
Tumor rate: 1% in ' CTL = Tetal
SYSTEMIC N (4500 JMALIGNANT  LYM (450001 ) MX IN 0«52
IN. 0-52
IN 53-78
IN 53-78
IN 78<94
IN 78~9%4
IN- 85<5¢=

1.000 0.800 0.800
1.000 0.75% 0.75%¢

0.177 0.177 0.176

RN R R e R
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Fage =7 .= {Over)

APPEARS THIS WAY ON ORIGINAL
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{Continued)
Analysis of Carcinogenic Potential in Female Mzuse
( Test of Dose-kesponse (Tumdr) Positivas Linear Trend
. Run: Date & Time:  March 7, 1957 (14:5>
Source: ‘ciVamsuse\xrod:txt
Dose Levels: Included:: CTR1 CTR2 LOW MED HIGH MAXI (0 025 375 750 1500)
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,  ~, +, or * represents that the P=value 'is in .
the range of [0, 0.005}, [0.005; 0.025), or [0.025, 0.05) -

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR' TIME EXACT ASYMP= = CONTINU
NAME CODE NAME CODE " TYFE INTERVAL ROW TABLE PERMU TOTIC CORRECT

IN 53-78
IN 53=-78
IN-79-94
IN 79-94
IN 95=9¢
IN. 95-96
Tumer rate: 1% in CTL = Tetal
SYSTEMIC N{4500 JMYELOID LEUKE({450004" ') MX IN 95<9§
IN 95«96
FA- 867
i iy FA 67
FA 74
FA 74
FA 89 /
FA B89
Tumor rate: 2% in CTL = Tctal/
SYLEEN 1) THISTIOCYTIC $(640015 '} MX FA 57
R FA 57
FA 95
FA 95
Tumer rate: 1% in CTL < "Total
SFLEEN {4600 ) HEMANGIOSARCO (180003 ) MX FA &2

0.488 0.467 0.467

LN N N N B XY P O T )

0.597 0.575 0.575

0.371 0.301 0.301

Tumor rate: <1% in CTL < Total

THYMUS {5000 JHISTIOCYTIC S(040015 ) MX IN 5378 0.556 0.545% C.545

Tumcr. rate: 1% in CTL = Total

THYMUS {5000 JTHYMOMA - (B) - (500012 ). IN IN 53=78 0.419 0.53E 0. 536

Tumesr rate: <1% irn CTL = Total

LYMEH NODE (5100 JHISTIOCYTIC S(040015  ; M} FA 9% 0.348 0.25¢ 0.294

Tumcr rate: <1% in CTL = Total

LYMEFH NODE (3100 JHEMANGIOMA (C(160212 " ; IN IN 0-52 0.250 C.C54 0.05%4

Tumsr rate: <1% 'in CTL - Tetal

H:NODE (5100 JMETASTATIC CA({510016 "} IN IN 95-5¢
g = {Over)

APPEARS THIS WAY ON ORIGINAL
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. MESENT. LY(5104

(Continued)

Analysis of Carcinogeric Fotential in remale Mouse
Test of Dose-Response (Tumcr) Positive Linear Trend

Run: Date & Time:

Marceh: 7,-1997 (14:52!

Source: c:\amouse\xrod,txt

Dose Levels Included:
For missing Tumor-Caused-Desath. set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal ta all,
"¢ 4, Or * represents that the B~valie is in

Note:
Tumor Type:
Symbols,

the range of [0, 0.00%), [0.005, 0.025), or [0.025, 0.05)

ORGAN ORGAN TUMOR TUMOR TUMOR
NAME CODE NAME CODE - TYPE

Tumor rate: 1% in CTL

MESENT. LY (5104 JHISTIOCYTIC S({040015 =) MX
Tumor rate: <1%  in CTL
JHEMANGIOMA (C{160212 ) IN

Tumor rate: 1% in CTL

HARDERIAN (5400 JADENOCARCINOM (160110 3 MX

T TTTTumorT rate:r IV IRCOTLIT

HARDERIAN' (5400 JADENOMA  (C) - (160112 ) IN

Tumor rate: 1% in CTL

MAMMARY GL{5600 ) ADENOCARCINOM (160110 'y MY

Tumor rate: 5% in CTL

SKIN/EUEBCU (5700 JMALIGNANT - SCH{010012 =) Mx

Tumer rate: <1% . in CTL
JHEMENGIOSARCO({180003 = ) MX

{Over:

P VALUES
TIME
INTERVAL

ROW. TABLE PERMU

FA 0.348

IN 0.889

IN — 0.060

. 000

M EC LR RN E R R RN R LA SHEE SR 1 3 N N RN

EXACT ASYMF-
TOTIC

0.254

0.874

0.052

0.598

0.957

(94
143
0
o

CTR1 CTR2 'LOW MED HIGH MAXI (0 0 25 375 95§ 1500)

MX: Mixed (Fatal to some)

CONTINU
CORRECT

0.052

C.957




(Centinued)

Analysis cf Carcinogeni¢ Potential in Female M-ise

Test.'of Dose-Response [Tumor) Pesitive Linear Trend

Run Date & Time:  March 7,°1997:(14:52)

Source: c:\amouse\xrod.txt

Dose Levels Included:’ GTR1: GTR2 LOW MED HIGH MAXI: (0° 0 25 375 750 1500}
Note: For missing Tumor-Caused-Death set INCIDENTAL
Tumsr Type: IN: Incidental (ronfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)

Symbols, ", +, or * represents that the P-value is. in
the range of [0, 0.005}), {0.005, 0.025), or [0.025, 0.05)

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

SKIN/SUBCU (5700 ) SQUAMOUS - CELL (570001 ) MX IN 959§ 1 0.659 0.745 0.745
IN 95-9¢ 2
FA 77 1
FA 77 2
Tumor rate: <1% in 'CTL -  Tetal -
SKIN/SUBCU (5700 ) KERATOACANTHO (570020 ) IN IN 79=84 1 1.000 0.800 0.800
IN 78-94 2
Tumor rate: 1% in CTL = Total -
EARS (6600 JMALIGNANT SCH{010012 ") MX IN 95-9§ 1 1.000 0.786 0.796
IN 95-96 2
Tumor rate: 1% in CTL = Total =
BODY CAVIT (6800 JHISTIOCYTIC S{040015 ) MX FA &7 /i1 1.000 0.794 v0.794
FA 57 / 2
Tumor rate: 1% in CTL. = Total/ =
TAIL {7400 JMALIGNANT. SCH({010012 ) MX IN 55-96 -1 1.000 . 0.796 - 0.796
e IN §5=88 2
Tumor rate: 1% in CTL =~ Total -
Page - 11 = {End cf File)

APPEARS THIS WAY ON ORIGINAL




64

Analysis of dose-response trend in mouse for hemangioma -hemangiosarcoma
combined

Analysis of Carcinogenic: Potential in Male Mouse
Test of Dose-Response {Tumor) Positive Linear Trend
: Ted Guo, PH.D, CDER/FDA
Run: Date & Time: March 18, '1997.{16:25)
Source: c:\_data\cbmice.txt
Note: Dose Levels Included: - CTR1 CTRZ . LOW MED HIGH MAXI (0 0 25 375 750 1500)
For missing Pumor-Caused-Death set ' INCIDENTAL
IN: Incidental {nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal tg some)

Symbols, ~ and + indicate that p-values are <0.005 and <0.025 respectively »
P VALUES .
ORGAN ORGAN TUMOR TUMOR -~ TUMOR TIME EXACT ASYME=-. " CONTINU

NAME CODE NAME CODE TYPE- INTERVAL ROW. TRBLE PERMU TOTIC CORRECT

ORGANS: WITH HEMANG* HEMANGIOMA+HEMANGIO- MX IN 53-78
SARCOMA IN 53-78
IN 79~91
IN 79-91
IN 92-104
IN 92-104
IN 105505’

0.225 0.232 0.232

RN N N

Tumor rate: 10%  in CTL = - Total

OTHER ORGAN (OTHER ) OTHER: TUMOR (OTHER ) MXIN 0=52 .B89 0.&¢8

orr
[wg
343
1o

i

=

Z

-~

oy

i

el

[

l*NHNHNPNHNHNHMHNV‘NHNP—'f\)i—-"\)l—'!NHND—-’NHNHNHNI‘-‘N

Page =1 .=« (Over;
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{Continued)
Analysis zf Carcinsgenic Pstential in Male Mcuse
Test of Dose-Respsnse (Tumor) Positive Linear Trend
Run Date & Time:  Mateh 18,1987 (16:28)
Source: c:\_ data\ckmice.txt
Note: Dose Levels Included: CTR1 CTR2 LOW MED HIGH MAXI (0 0 25 375 950 1500)
For missing Tumor-Caused-Death set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols, “"and +:indjicate that p-values are <0.005 and <0.025 respectively

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP= ' CONTINU
NAME CODE NAME CODE TYFE INTERVAL ROW TABLE PERMU TOTIC CORRECT

FA 71
FA 72

FA 74

N
X
(=23
o
HR N = R N R N N

i}
x>
e d
w

FA 104
Tumcr rate: E7% in CTL = Tetal
Fage = 2 .« (End of File)
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ORGAN
NAME

ORGANS WITH HEMANG* HEMANGIOMA+HEMANGIO- MX- IN 0-52

OTHER ORGANS' (OTHER)OTHER TUMORS (OTHER ™ 7j MX IN 0=§7-

Fage

Note:

ORGAN
CODE

1

Dose Level
Fer missin
IN: Incide
Symbols, »

TUMOR
NAME

Tumor

(Over)

il R D B B SN . : -

Analysis of Carcirizgenis Potential in Female Mouse
Test ¢f Dose-Respcrise; (Tumor) EBositive Linear Treénd
Ted-Gué, FH.D, CDER/FDA
Run Date & Time:  March 18, 1997 {16:29)
Source: ¢:\ data\cbmice.txt
s Included: - CTR1 CTR2 LOW MED HIGH MAXI (0 0 25 375 750 1500)
g Tumor-Caused-Death set INCIDENTAL
ntal - (norifatal) to all, FA: Fatal to all, MX: Mixed (Fatal tec some)
and + indicate that p-values are <0.005 ang <0.025 respectively

P VALUES
TUMOR TUMOR TIME EXACT . ASYME= ' CONTINU
CODE TYPE INTERVAL ROW. TABLE PERMU TOTIC CORRECT
: 3
0.331 0.336 0.336
SARCOMA IN 0=-52
IN . 79<91
IN 79-91
IN 92<104
IN 92-104
FA 69
FA. 69
FA 82
FA B2
FA 85

R R o 1 8 K 1 s g s

l

3
o
-

rate: 6% in CTL -~ Total/
0.188 0.185 0.1380

82

IRURLE]

LI LI = A e T
33
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[e2d W
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Fage
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{Continued)

Note:

ORGAN
CODE

(ngr)

Analysis of Carcinsdgenic Potenxial 'in Female Mcuse
Test of Dcse-Respense  (Tumsr) Fositive Linear: Trend
Run Date & Time:  March 18,1637 (16:29)
Source: c:\_data\cbmice.txt
Dose Levels Included: CTR1 CTR2 LOW MED HIGH MAXI (0-0.25 375 750 1500}
For missing Tumor-Caused-Death set INCIDENTAL
IN: Incidental (nonfatal) to all, FA: Fatal to-all, MX: Mixed (Fatal to some)
Symbols, ~ and + indicate that p-values are <0.005 and <0.025 respectively

‘ P VALUES
TUMOR TUMOR TUMOR TIME EXACT = ASYME- = CONTINU
NAME CODE TYPE INTERVAL = ROW TABLE RMU . TOTIC  CORRECT

2
1
2
1
2
1
FA 67 2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
FA BL 1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
2
1
2

APPEARS THIS WAY ORIGINA
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{Continued)

Analysis of Carcinogenic Potential 'in Female Mousée
Test 'cf Dose-Response (Tumor) Pssitive Linear Trend
Run Date & Time: March 18,1987 :(16:29)
Source: c:\. data\cbmice.txt
Note: Dose Levels Included: 'CTR1. CTR2 LOW: MED HIGH MAXI {0 0 25 375 750 1500)
For missing Tumor-Caused-Death set INCIDENTAL
IN: Incidental (nonfatal) to 'all, FA: Fatal to all, MX: Mixed (Fatal to some)
Symbols, ~ and + indicate that p=values are <0.005 and <0.025 respectively

P VALUES
ORGAN ORGAN TUMOR TUMOR TUMOR TIME EXACT ASYMP~  CONTINU
NAME CODE NAME CODE TYPE INTERVAL ROW: TABLE RMU TOTIC CORRECT
FA 1
FA 2
FA 1
FA 2
FA 1
FA 2
FA 1
FA 2
FA 1
FA 2
FA 1
FA 2 T
Tumor rate: 90% in CTL - -
Page =~ '3 - |End cf File) =
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