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Public Health Service

DEPARTMENT OF HEALTH & HUMAN SERVICES

National Institutes of Health
National institute of
Environmental Health_Sciences
P.O.Box 12233 3

- . I S : Research Triangle Paik, NC 27709
N Document Coutrol Cffice (7407) - February 06, 2001 2R
Attn: TSCA Secticn FYI B ;::l
East Tower Room G99 ' N ' TR
Ofc. of Pollution Prevention & Toxics = =
401 M St. SW . n3
| Cont_am NC CBI

Washington, DC 20460-0001

Dear Document Control Office:

In corcpliance with the National Toxicology Program's (NTP) mission to keep our colleagues
informed of the current NTP findings during ongoing studies, a copy o. the revised Summary
Pathology Tables for the chronic Dosed-Feed study on EMODIN (518-82-1) are enclosed for your

review.

The NTP assembles a Pathology Working Group to review every study and to resolve any
differences between the study Iaboratory and quality assessment pathology evaluations. Please note
that the PWG conclusion of the study results is based solely on the pathology for this study and may
cot reflect final NTP conclusions. In determining final conclusions, the NTP assesses a broad array
of information that includes other results from this study and historical control data.

Thne Summary Pamology Tables contain the Incidence Rates of Neoplastic and Non-neoplastic Lesion
data and the Statistical Analysis of Primary Tumors data pertaining to the laboratory animals. All
study data are subject to an NTP retrospective audit and the interpretation may be modified based on
the findings.

A wide variety of NTP information is also available in electronic format on the world-wide web, for
example, the NTP Annual Plan, abstracts of NTP Reports, study data, and the status of all NTP
studies. To view this information requires access to the internet and a Web browser such as Netscape
Navigator or Internet Explorer. To access the NTP home page, use the URL

http://ntp-server.nichs.nih.gov/. Comments on the usefulness of this site and suggestions for
improvement are encouraged.

1-3419 if you have any questions. You

Please contact Central Data Management (CDM) at (919)54
541-3687 or send them via e-mail to
~S

may also fax your requests for information to CDM at (919)
cdm@niehs.nih.gov. &
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Service (EHIS). You can contact EHiS 7 plone at (919 3+:-.

G273, or by e-mail at ehis@niehs.nih.gov.

Sincerely,

zdﬂw/%

William Eastin, Ph.D.
Head, Information Systems & Central Files
Environmental Toxicology Program

Encls: Revised Pathology Summary Tables for Rats
cc: Central Data Management
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Revision: The final #3 set incorported skin neoplasm and nonneoplastic lesion changes from Dr. Nyska per a special PWG,

TR-493 Emodin

Pathology Tables - Rats
‘P03 - Tncidence Rates of Non-Neoplastic Lesions - 2 year Study
P05 - Incidence Rates of Znow_mmﬁm by Anatomic Site (systemic lesions abridged) - 2 year Study

'POB - Statistical Analysis of Primary Tumors - 2 year Study
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NTP Experiment-Test: 05211-05 INCIDENCE RATES OF NONNEOPLASTIC LESTONS BY ANATOMIC SITE (a)
Study Type: CHRONIC EMODIN
Route: DOSED FEED

FINAL#3; REVISTON#1

Facility: Southern Research Institute
Chemical CAS #: 518-82-1
Lock Mate: 07/30/97

Cage Range: All

Reasons For Removal: 25022 Accidently XKilled 25012 Moribund Sacrifice
25020 Natural Death 25021 Terminal saccifice

Removal Date Range: All

Treatment Groups: Include All

& MNumber of animals examined microscopically at site and number of animais with lesion
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Report: PEIRPTO3

bate:
Pime:

Q1/25/01
12:57:48



NTP Experiment-Test: 05211-05 INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE {a) Report: PEIRPT03

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FEED Time: 12:57:48
FISCHER 344 RATS FEMALE 0 280 830 2500
PEM pPM PPM PEM

DISPOSITION SUMMARY

Animals Initially In Study 60 60 60 60
Early Deaths

Moribund Sacrifice 12 8 11 15

Natural Death 5 3 4 . 1
Survivors

Terminal Sacrifice 13 39 35 34
g»_,.ﬁnm Examined Microscopically 50 50 50 50

ALIMENTARY SYSTEM . Co >
Intestine Large, Cecum (49) (50 (49) G.m:

Edema 1 (2%)
‘Hemorrhage , 1 (2%)
Inflammation, Acute Lo . 1 {2%)
Intestine Small, Duodenum . (48} (soy - (49) - (50)
Epithelium, Hyperplasia 1 (2%)
Liver : (49) (50) : (50), (50) :
‘Angiectasis 2 (4%) 4 (8%)
iBagophilic Focus 39 (80%) 44 (88%) 41 (820h) 45 (90%)
Clear Cell Pocuse 2 (4%) 10 (20%) 4 (8%), 11 (22%)
. "monm.ﬂgrﬂ_.wn Pocus 18 uuqs 10 {20%) 18 {36%) 27 (54%)
. Hematopoietic Cell Proliferation 2 (4%) ) 2 (4% 2 (4%)
' . Hemorrhage 1 (2%) . 1 (2%)
Co Hepatodiaphragmatic Nodule 3 (6%) 9 (18%) T (14%) 7 (14%)
Lo ‘Infiltration Cellular, Mixed Cell 15 (31%) 12 (24%) 9 (18} 11 (22%)
, Mixed Cell Pocus 4 (8%) % (10%) 6 (12¢) 1 (2%)
Necrosis, Focal 4 (8%) 4 (8%) 3 (6%
Bile Duct, Hyperplasia 1 (2%) ) ; 4 (8%) 1 (2%)
Centrilobular, Necrosis 1 (2%) 1 (2%)
Hepatocyte, Vacuolization Cytoplasmic 3 (6%} 2 (4%) 2 (4% 2 (4%)
‘Kupffer Cell, Pigmentation 2 (4%) 2 (4%) 3 (6%) 1 (2%)
Mesentery (1) (6) . (1) (6}
Accessory| Spleen , 2,/(33%) . .2 (33%)
. Fat, Necrosis 1 (100%) 4 (67%) 1 {100%) ‘5 (83%)
Pancreas {49) (S0) (49) (50)
‘Atrophy 13 (27%) - 15 (30%) 18 (37%) 13 (26%)
:Mataplasia, Hepatocyte 1 (2%)
Salivary Glands (49) {50) {50) (50}
Atrophy | 1 (2%) 1 (2%) 2 (4%)
Stomach, Forastomach (49) (50) (50) {50)

a" Number .,um ‘animals examined awanamaouwnn.._.w! at site and number of animals with lesion

C . Page 2
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NTP Experiment-Test: 05211-05

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a)

Report: PEIRPTO3

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FEED Time: 12:57:48
FISCHER 344 RATS FEMALE ¢] 280 830 2500
PoM PPM PPM pPPM
ALIMENTARY SYSTEM - CONT
Edema 1 (2%) 1 {21) 1 (2%)
Erosion 1 (2%)
Perforation 1 [2%)
Epithelium, Hyperplasia 1 (2% .
stomach, Glandular (49) (59) {50) (20)
Edema 1 2%)
Erosion 1 (2%) 1 (2%) 1 (2%)
Tongue 1)
Epithelium, Hypervlasia 1 (100%)
CARDIOVASCULAR SYSTEM
Heart {49) (50) (50) (50)
Cardiomyopathy 22 (45%) 16 (32%) 17 (34%) 16 (32%)
Inflammatjion, Chronic Active 1 (2%)
ENDOCRINE SYSTEM
Adrenal Cortex (49) {50) (50) (50)
Accessory Adrenal Cortical Noduie 6 {12%) 4 (8%) 7 (14%) 10 (20%)
Atrophy ) 2 {4%)
Degeneration, Fatty 12 (24%) 9 {18%) 14 (28%) 10 {20%)
Hemorrhage 1 (2%} 1 {2%)°
Hyperplasia, Diffuse 1 (2%) '
Hyperplasia, Focal 3 (6%) 1 (6%) 8 (16%) 7 {14%)
Hypertrophy 1 (2%) . '
Hypertrophy, Focal 12 (24%) 7 (14%) 12 (24%) 10 (20%)
Necrosis 2 (4%)
Adrenal Medulla 4n . {(50) (50) (50}
Hyperplasia 2 (4%) 2 (4%) 2 (4%) 3 (6%)
Islets, Pancreatic (49) (50) (49) (50)
Hyperplasgia 1 (2%)
Pituitary Gland {49} (50) (49) {49)
Parg Distalis, Angiectasis 9 (18%) 10 (20%) 6 (12%) S (10%)
Pars Distalis, Cyst 22 {45%) 11 (22%) 13 (27%) 16 (33%)
Parg Distalis, Hyperplasia, Focal 13 (27%) 10 (20%) 3 (6%) 5 (10%)
Pars Intermed’a, Cyst 1 (2%)
thyroid Gland (49) (59) (50) (50)
Ultimobranchial Cyst 1 (2%) 1 (2%)
C~mll, Hyperplasia 21 {43%) 9 (i 11 (22%) 12 (24%)
Follicie, Cyst 1 (2%) 1 (2%} 2 (4%) 2 (4%)

a Number of ainimals examined microscopically at site

ang o.mber of animals with leslon

Page
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NTP Experiment--Tast: 05211-05

INCIDENCE RATES OF NONNFOPLASTIC LESiONS BY ANATOMIC SITE (a)

Report: PEIRPTO3

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FEED Time: 12:57:48
FISCHER 344 RATS FEMALE 0 280 830 2500
PPM PPM PPM PPM
GENERAL, BOOY SYSTEM
None
GENITAL SYSTEM , _
' Clitoral Gland (49) (50) (49) (49)
i Cyst 1 (2%) 4 (8%) 1 (2%)
i Hyperplasia 3 (6%} 2 (4%) 6 (12%; 3 (6%)
Inflammation, Chronic 5 (10%) 5 (10%) 6 (12%) 5 {10%)
Ovary (49) (50) (50) {50) '
' Cyst 10 (20%) 6 112%) 6 (12%) 7 (14%)
- Uterus (49) (50) (50) (50}
: Angiectasis 1 (2%)
Hydrometra S (10%) 3 (6%) 5 (10%) 6 (12%)
” Hyperplasia, Cystic 1@y 5 (10%) 4 (8%) 7 (14%)
Inflammation, Chronic 1 {2%) 1 (2%) 2 (4%)
IEQOMOHWBHG SYSTEM . :
! Bone Marrow (49§ . (50) {50) {50) .
Hyperplasia 5 (10%) 3 (6%) 4 18%) 6 {12%)
; Infiltration Cellular, Histiocyte \ 2 (4%) 4 (8%) 2 {4%)
' Lymph Node () (3) (4} {3)
Mediastinal, Hemorrhage ‘ 2 (50%) « {33%)
Mediastina], Hyperplasia, Lymphoid . 1 (25%) 1 (33%)
,Mediastinal, Pigmentation 1 (20%) 1 (33%) 1 (25%) :
-~ Pancreatic, Hematopoietic Cell Proliferation 1 {25%)
i Pancreatic, Hemorrhage 3 ; 1 {25%)
' Lymph Node, Mandibular {49) {50) (50) (50)
N Ectasia 1 (2%) 2 (4%) 6 (12%) 6 (12%)
Hemorrhage 2 (4%) 4 (8%) 4 (8%) 4 (8%)
' Hyperplasia, Lymphoid 1 (2%) : 2 {4%) 1 {2%)
; Pigmentation 18 (37%) 19 (38%) 21 (42%) 25 (50%)
;| Lymph Node, Mesenteric (49) (50) (49) (50)
: Hemorrhage 2 (4%) S.(10%) 2 (4%) 4 (8%)
i Pigmen.ation 2 (4%) 2 (42%) 2 (4%)
‘|Spleen | (509 (50) (50) {50)
?unoﬁnnmpw 1 (2%)
- Depletion Cellular 1 (2%)
, Developmental Malformat ion 1 (2%)

Page

4

a : Number omf animals examined nicroscopically at site and number of animals with lepion
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NTP Experiment-Tast: 05211-05

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a)

Peport: PEIRPT03

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FEED Time: 12:57:48
FISCHER 344 RATS FEMALE 280 830 2500
PpM PrPM PPM PPM
HEMATOPOIETIC SYSTEM - CONT _
Fibrosis 2 (4%)
Hematopoietic Cell Proliferation 27 (54%) 24 (48%) a1 (62%) 40 30%)
Hemorrhage 1 (2%) 1 (2%
Hyperplasia, Histiocytic . 1 (2%)
Necrosis 1 (2% 1 (2%)
Pigmentation 30 (60%) 30 (60%) 15 (70%) 43 (86%)
Thymus (47) (49) (49) (50}
Cyst 1 (2%)
INTEGUMENTARY SYSTEM
Mammary Gland (49) (50} (50) (50)
Hyperplasia 44 (90%) 44 (88%) 42 (84%) 42 (B84%)
skin (49) (50) (50) (50)
Hyperkeratosis 1 (2%) 1 (2%) ., 1 (2%) 3 (6%)
Inflaxmation, Chromic 1 (2%) 1 (2%)
Ulcer 2 (4%) 1 (2%) 4 (8%) 3 (6%)
Epidermis, Hyperplasia 4 (8%) 2 (4%) 5 (10%) 5 (10%)
MUSCULOSKELETAL SYSTEM
Bone (49) (50) . (50) (50}
Cranium, Osteopetrogis 7 {14%) 5 (10%) 6 (12%) 8 (l16%)
Femur, Osteopetrosis 6 (12%) 8 (16%) 7T (14%) T (14%)
Skeletal Muscle )
Atrophy 1 (100%)
NERVOUS SYSTEM
Brain (4%) (50) (50) (50)
Compression 8 (16%) 7 (14%) 10 (20%) 7 (14%)
Hydrocephalus 3 (6%) 3 (6%) 7 (14%)
Peripheral Nerve (2) (1 (3)
Atrophy 1 (33%)
RESPIRATORY SYSTEL
Lung {49) (50) (50) (50)
Hemoxxhage 3 (6%) 1 {2%) 2 {4%) 5 (10%)
& Number of animals examined microscopically at site and number of animals with lesion

Page 5



NTP Experiment-Test: 05211~05 INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a) Report: PEIRPTO2

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FEED Time: 12:57:48
FISCHER 344 RATS FEMALE 0 280 830 2500
PPM PPM PPM PPH

RESPIRATORY SYSTEM - CONT

Infiltration Cellular, Histiocyte 38 (78%) 37 (14%) 34 (G8%) 32 {54%)
. Inflammation, Chronic 1 (2%) ~ 1 (2%) 1 (2%)
. Alveolar mﬂ»nrouh._.g\ Hyperplasia 3 (6%) 4 (8%) 4 (8%)
Mose (49) (50) - (50) (50)
Foreign won< 1 (2%) 1 (2%) 2 (4%)
" Inflammation, Chronic 6 (12%) 3 (6%) Z (10%) 5 (10%)
Goblet Cell, Hyperplasia 1 (2%) 1 (%)
Respiratory Epithelium, Hyperplasia 6 (12%) 4 (8%) 4 {U%) 1 (2%)
Respirat ory Fpithelium, Metaplasia, Squamous 1 (2%) 1 (2%) 2 (4%)

“ SPECIAL SENSES SYSTEM

Eye . {5) (o, (4) (2)
Cataract 4 (80%) 2 (100%) 3 (75%) 1 (50%)
Hemorrhage 2 (50%)
Inflammation, Chronic 1 (45%) 1 {50%)
Retina, Degeneration 4 (80%) 2 (100%) 3 (715%) 1 (50%)

y URINARY SYSTEM.

3&53‘ i 149} . {50} (49) (£0)
Cyst | , ' 1 (2%) B
. Glomerulosclerosis ' 1 (2%)
; i Hydromephrosisr 1 {2%) .
| i Infarct H 2 (4%) 3 lew)
[ Inflammation, Chronic ) 1 {2%) 1 (2%) 3 (68)
! zobrnovug ‘ . 46 (94%) 43 (86%) 45 (92%) 49 (98%)
| Papilla, Necrosis 1 (2%) :
{- Renal Tubule, Hyaline Droplet 22 (45%) 49 (96%) 49 (100%) 50 (100%)
.. Renal Tubule, Hyperplasia, Oncocytic ' 2 (4%)
- Renal Tubule, Necrosis 1 (2%)
I Renal Tubule, Pigmentation . 45 (92%) 49 (s8%) 49 (100%) 50 (100%)
) angm»nwoanp Epithelium, Hyperplasia 2 (4%) 1 (2%} 1 (2%)
,S..HE Bladder (49) (50) (50) (50)
‘| Hemoxrhage : 1 (2%)
| zmnnomwu 1 (2%)

a ,zssvmu. om u:»Bo»m examined microscopically at site and number of animals with lesion

T . Page 6
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NTP Experiment-Test: 05211~03

INCIDENCE RATES OF NONNEOPLASTIC LESICNS BY ANATOMIC SITE (a)

Report: PEIRPTO3

Study yre: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FEED Time: 12:57:48
FISCHER 344 RATS MALE 4 280 630 2500
PPM PEM PPM PPM
DISPOSITION SUMMARY
Animals Initially In Study 60 60 60 60
Eaxly Deaths
Moribund Sacrifice 17 26 27 16
Natural Death 3 3 2 4
Survivors
Terminal Sacrifice 30 21 21 30
Animals Examined Microscopically 50 50 50 50
AL MENTARY SYSTEM .
i
ntestine Large, Coion (49) (50) (50} (50)
Cougestion 1 (2%)
Edema 1 {2%)
Inflammation, Chronic 1 (2%)
Epithelium, Hyperplasia ' " 1 (2%)
iatestine Large, Cecum (49) (50) (50} (49)
Congestion 1 (2%)
Edema 2 (4%) 2 {4%) 3 (6%) 2 (4%)
Inflamnation, Chronic 2 (4%)
Epithelium, Hyperplasia 2 (4%)
Intestine Small, Jejunum (49) (48) : (50} (49}
Congestion 1 (2%)
Epithelium, Hyperplasia 1 (2%)
Liver (50) (50) (50) (50)
Angiectasis 5 {10%) 5 (10%) 11 (22%)
Basophilie Focus 20 t40%) 18 (36%) 18 (36%) 23 (46%)
Clear Cell PFocus 7 (14%) 7 {14%) 9 (18%) 13 (26%)
Degeneration, Cystic 7 (14%) 10 (20%) 11 (22%) 10 (20%)
Eosinophilic Focus 6 (12%) 8 (16%) 6 (12%) 10 (20%)
dematopoietic Cell Proliferaticn 2 (4%)
Hemorrhagae 1 (2%}
Hepatodiaphragmatic Nodule 3 (6%) 5 (10%) 2 (4%) 4 (C%)
Infiltration Cellular, Mixed Cell 7 (4%) 2 (4%) 2 {4%)
Mixed Cell Focus 6 (12%) 4 (8%) 3 (6%) 9 (18%)
Necrosis, Focal 2 (4%) 2 (4%) 2 (4%)
Bile Duct, Hyperplasia 33 {66%) 24 (48%) 20 {40%) 14 (28%)
Centrilobular, Necrosis 1 (2%) 1 (2%)
Hepatocyte, Vacuolization Cytoplasmic 3 (6%) 3 (6%) 4 (8%) 2 (4%)
Kupffer Cell, Pigmentation 1 {2%) 1 (2%) 2 (4%) 4 (8%)
Mesentery (8) (7) (13) (15)

A Number of animals examined microscopically at site and number of animals with lesion

Page
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NTP Experiment-Teat: 05211~0S5

INCIDENCE RATES OF NONNEOPLASTIC LESTIONS BY ANATOMIC SITE (a)

Reporti: PELRPTO]

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: NOSED FEED Time: 12:57:48
F1SCHER 344 RATS MALE 0 280 830 2500
PP PPM PPM PPM
ALIMENTARY SYSTEM - CcOMT :
Accessory Spleen 4 (50%) 2 (29%) 2 (15%) ,
Fat, Necrosis 5 (63%) 6 (86%) 11 (85%) 12 (80%)
Pancreas (50) (50) - (50) (50)
Atxrophy 23 (46%) 19 (38%) 1€ (32%) 23 (46%)
Zmnnkumwu. Hepetocyte 1 {2%) ! 1 (2%)
Acinug, Hyperplasia, Focal 1 (2%) 1 (2%) 1 (2%)
Salivary Glands (50) (50) (5. (49)
: Edema , 1 (2%)
. Stomach, ¥.restomach (50} (50) (49) (48)
W Diverticulum 1 (2%) . :
Edema 4 (8%) 3 (6%) 2 (4%) 5 (10%)
: Perforation ; 1 (2%) :
' Ulcer 6 (12%) 2 (4%) 4 (8%) 4 (8%)
' Epithelium, Hyperplasia . 5 (10%) 4 (8%) 7 (14%) 5 (10%)
¢ Stomach, Glandular (50) (50) . (49) (48)
Edema 1 (2%) 3 (6%)
Exosion 1 (2%) 2 (4%) 3 (6%) 1 (2%)
Ulcer, 2 (4%) 3 (6%) 1 (2%) 1 (2%)
Epithelium, Hyperplasia 1 (2%)
n;vngbmng SYSTEM
! Heart | 150) {50) {50) (50)
: Cardiomyopathy 34 (68%) 31 (62%) 35 (70%) 36 (72%)
| awnoawompm 2 (4%) 4 (B%) 2 4%
ENDOCRINE h&mn_mx
‘Adrenal Cortex (50; , 50y (50) {50}
© " Accesgory Adrenal Cortical Nodule 13 {26%) 18 [36%) 16 (32%) 10 (20%)
Umambmnmnpo? Fatty 7 (14%) 9 (18%) 10 (20%) 8 (16%)
Hyperplasia, Diffuse ' 2 .(4%) 1 (2%) 1 (2%)
, Hyperplasia, Focal 3 (6%) ' 4 (8%) 2 (4%)
| Hypertrophy , A \ 1 (2%)
‘| Hypertrophy, Focal 6 {12%) 9 (18%) "7 (14%) 3 (6%)
i Necrogis 1 {(2%)
‘Adrenal fancpwm (50) {49) {50 (50)
; Hyperplagia . 10 (20%) 9 (18%) 7. (14%) 17 (34%)
-||.Islete, Pancreatic (50) (5m 49 {50)
i Hyperplasiz 5 (10%) 1 (2%) 2 (4%)
mmnmngiun.n Glend (48) (45) (45) (47)

a zE_&mn Oﬁ ani: .ﬁpm ‘examined awnuawnognnwp% at site and number of animals with lesion

,,mmnm 8
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NTP Experiment-Tes.: 05211-0F
Study Type: CHRONLI~

INCIDENTE RATES OF NONNEOPUASTIC LISIONS EY ANATOMIC SITE (&)

Report: PEIRPTOS

EMODIN Date: 01/25/01
Route: DOSED FEED Time. 12:57:48
FISCHER 344 RATS MALE 280 830 2500
PEM PeM PPN PPH
I "™OCRINE SYSTEMN - CONI
Hyperplasia, Focal 1 7%)

Pituitary Glaad (49) (50) (48) (50}
Pars Distalis, Angiectasis 1 (2%) 1 (2%) 1 (2%)
Pars Distalis, Cyst: 7 (14%) 9 {18%) 5 (10%) 3 (6%)
Pars Distalis, Hyperplasia, Focal 6 (12%) 3 (6%) 5 (10%) 1 (2%)
Pars Interm=dia, Cyst 1 (2%)

Thyroid Gland (50) {50) (50} (50)
Uitimobranchial Cyst 1 (2%) 1 (2%)
7~Cell, Hypesplesia 7 (14%) 2 (4%) 7 (14%) 4 (8%)
0llicle, Cys: 1 (2%) 3 (6%) 1 (2%) 1 (2%)
Follicular Tell, Hypexplasia 1 (2%)

GENURAL BODY SYSTEM

None

GENITAL SYST.IM

Epididymis \50) (50) (50) (50)
Atypia Cellular 29 (58%) 26 (52%) 25 {50%) 29 (58%)

Preputial Gland (50) {50) (50) (50)
Cyst 1 (2%) . 1 (2%)

Inflammatiorn, Chronic 17 (34%) 20 (40%) 13 (26%) 20 (40%,

Prostate (50) (50, (501 (50}
Fibrogis 5 (10%) 5 (10%) 4 (8%) 6 (12%)
Inflammation, Chronjc 27 (54%) 24 (48%) 28 (56%) 29 (58%)
Epithelium, Hyperpiasia 12 124%) 3 (6%) L0 120%) 9 (18%)

Testes (50) (50} (50) (50)
Germiral Epithelium, Atrophy To(14%) 12 (24%) 3 16%) 8 (16%)
Tuterstitial Cell, Hyperpiasia 4 (8%) 8 (16%) 3 (6%) 5 (10%)

HEMATOPOIETTIC SYSTEM
Lone Marrow {50) (50) 150) {57)
derplacia 3 (6%) 5 (10%) 3 (6%) 11 (22%)

Lymph Node {12) {(21) 118) {11)
Iliac, Pigmentat'on 1 (5%) 1 (9%)
Medilastinal, Hemorrhage 1 (8%) 1 (5%} 2 (11%) 4 (36%)
Mediastinal, ilyperplasia, Lymphoid 1 (8%) 1 (6%)

Mediastinai, Pigmentation 2 (10%) 4 (22%) 2 (18%)

a4 Number of animals sxamined microscopically at site

and number of animals with legion

Page 9




NTP Experiment-~Test: 05211-05

INCIDENCE RATES OF NONNEOPLASTIC LEIIONS &

ANATONMIC SITE (a) Report: PEIRETNO]

Study Type: CHERONIC EMODIN Date: 01/25/01
Route: DOSED FEED Time: 12:57:48
FISCHER 344 RATS MALE [s] 280 830 2500
PPH PPM PPM PPM
il
HEMATOPOIETIC SYSTEM ~ CONT !
Pancreatic, Hemorrhage 1 (9%)
Pancreatic, Pigmentation I
Renal, Hemorrxhage 1 (6%}
Renal, Pigmentation i 1 (6%) 1 {9%)
Lymph Node, Mandibular {49) {50 (4g) . (50)
Ectasia 3 (64} 2 4%} 1 (2%)
Hemorrhage : 1 (2%) 2 {4%)
Hyperplasia, Lymphoid 1 (2%) 1 (2%)
Pigmentation 2 (4%) ] 2 (4%)
Lymph Node, Mesgenteric (50) (50) {90} (50}
Atrophy 1 SS,
Ectasia : oo 6 (12%)
Hemorrhage 2 {4%) 2 (4%} 2 (4%) 2 4%}
Hyperplasia, Lymphoid 1 (2%)
Spleen - (50) {50) (50} (50)
Accessory Spleen 1 (2%) 1 (2%)
Fibrosis 8 (16%) 9 118%) 3 (6%) 3 (6R)
Hematopoietic Cell Proliferation 3 (6%) 5 (10%) 4 (8+) ¢ 116%)
Necrosis 3 (2%) 1 (2%) 2 (4%) 1 .2%)
Pigmentation 1 (2%) 2 (4%) 4 (8%) 4 (8%)
INTEGUMENTARY SYSTEM :
Nammary Gland | (49) 47 (49) (49)
Hyperplasia 14 (29%) 23 (49%) 10 (20%) 13 (27%)
skin i (50) (50) (49) (49}
Cyst Bpithelial Inclusion 3 {6%) 2 (4%)
Hyperkeratosis 2 (4%) 3 (6%) 1 (2%)
Hyperplasia, Basal Cell 1 (2%)
Inflammation, Chronic 2 (4%) 2 (4%) 1 (2%)
c“_.,nmn. 2 (4%)
Epidermis, Hyperplasia 1 (2%) 3 (6%)
Subcutaneous Tissue, Fibrosis 1 (28)
Subcutanecus Tissue, Inflammation, Chronic
g vnﬁs.mﬂ 1 (2%)
| |
.Emncrcmxmrmﬂbb SYSTEM
i I
! ! !
Bone | {50} (50) (50} (50)
Cranium, Osteopetrozis 1 (2%)
Skeletal zc.mn.ww (1) (2)
. | |

Page 10

‘a Number of E.:.Efp. examined microscopically at site and number of animals with lesion
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NTP I'xperiment-Test: 05211-05 INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE (a) Report: PEIRPTO3
Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FEBED Time: 12:57:48
FISCHER 344 RATS MALE 0 280 830 2500
PPM PPM PPM PpPM
MUSCULOSKELETAL &$7STEM - CONT
Hemorxrhage 1 (50%)
Necrosis 1 (50%)
NERVOUS SYSTEM
Brain {50) (50} (50} (50)
Angieciasisg ) 1 (2%)
Compression 4 (B%) 2 (4%) 5 (10%) 5 {(10%)
Hydrocephalus 1 (2% 1 2% 2 (4%) 1 (2%)
Necrosis 1 (2%) 1 (2%)
RESPIRATORY SYSTEM
Lung (50) (50) (50) (50)
Hemorxhage 1 2% 2 (4%) 1 (2%)
Infiltrarion Cellular, Histiocyte 26 (52%) 28 (5%8%; 27 (54%) 35 {70%)
Inflammation, Chronic 1 {(2%) 2 (4%)
Alveolar Epithelium, Hyperplasia 5 (10%) 2 (4%) 5 (10%)
Nose (50) (50) (50)
Foraign Body 4 (8%) 1 (2%) 2 (4%)
Inflammation, Chronic 9 (18%) 5 (18%) B (16%)
Respiratory Epithelium, Hyperplasia &8 (12%) 8 (16%) 5 (10%)
Respiratory Epithelium, Metaplasia, Squamous 4 (8%) 5 {10%) 1 2%
SPECTAL SENSES SYSTEM
Eye {3) (1) (1)
Atrophy 1 (33%)
Cataract 2 (67%) 1 (100%) 1 (100%)
Retina, Degeneration 2 (67%) 1 {100% 1 {(100%)
URINARY SYSTEM
Kidney {50) {50} 5) (50)
Cyst 1 (2% 4 14%) 1 (2%)
Hydronephrosis 2 (4%)
Infarct 3 (6%)
Inflammation, Chronic 5 (30%) 11 (22%) '26%) 25 (50%)
Ner'iropathy 48 (96%) 50 (100%) 20 (100%) €0 (100%)
a Number of animals examined microscopically at site and number of animals ' h Pralion
Page 11



NTP Experiment-Test: 052.1~05

INCIDENCE RATES OF NONNEOPLASTIC LESIONS BY ANATOMIC SITE {a)

Report: PEIRPTO3

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FEED Pime: 12:57:48
FISCHER 344 RATS MALE 0 280 830 2500
PPM PPM PPM PPM
URINARY SYSTEM - CONT
Renal Tubule, Hyaline Droplet 3 (5%) 45 (90%) 43 (B6%) 43 (86%)
Renal Tubule, Hyperplasia 1 (2%)
Renal Tubule, Necrosis 1 {2%) 1 (2%)
Renal Tubule, Pigmentation 35 (70%) 47 (94%) 19 (98%) 50 (100%)
Transitional Epithelium, Hyperplasia 4 (8%) 4 (8%) 3 (6%) 2 (4%)
Urinary Bladder 150) (50) {50) (50)
Edema . 1 (2%)
Hemorrhage 1 (2%)
Transitional Epithelium, Hyperplasia 1 [2%)

a8 Number of animals examined microscopically at site and number of animale with lesion

Page
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NTP Experiment-Test: 05211-05 INCIDENCE RATES OF NEOP

Study Type: CHRONIC

Route:

DOSED FEED

Facility: Southern Research Institute

Chemical CAS #: 518-82-1

Lock Date: 07/30/97
Cage Range: All

Reasons For Removal:

Removal Date Range:

Treatment Groups:

25022 Accidently Killed
25020 Natural Death

All
Include All

LASMS BY ANATOMIC SITE (SYSTEMIC LESTIONS ABRIDGED) (a)

EMODIN

FINAL#3; REVISION#1

mmnn;

1

25019 Moribund Sacrifice
25021 Terminal Sacrifice

a z&ﬂvun of +=wsvw- examined microscopically at site and number of animals with lesion

Report: PEIRPTOS

Date:
Time:

01/25/01
12:57:56
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NTP Experiment-Test: 05211-05 INCIDENCE RATES OF

NEOPLASMS BY ANATOMIC SITE {SYSTEMIC LESTONS ABRIDGEDR) (a)

Report: PEIRPT(5

Study Type: CHRONIC EMODTN Date: (01/25/01
Route: DOSED FEED Time: 12:57:56
FISCHER 344 RATS FEMALE 0 280 830 2500
PPM PPM PrM PP
DISPOSITION SUMMARY
Animals Initially in Study 60 60 60 60
Early Deaths
Moribund Sacrifice 12 8 11 15
Natural Death 5 3 4 1
Survivors
Termiral Sacrifice 33 39 35 34
Animuls Examined Microscopically 50 50 50 50
ALIMENTARY SYSTEM
Intestine Small, Ileum (48) {50) (49) {50)
Liver (49) (50) (50} (50)
Hemangioma 1 (2%;
Hepatocellular Adenoma, Multiple ! 1 (2%)
Pancreas (49) (50) (49) {50}
Hemangiosarcoma, Metastatic, Spleen 1 (2%)
Stomach, Forestomach (49) (50) (50) (50)
Stomach, Glandular (49} (50) {50) (50)
CARDIOVASCULAR SYSTEM
Heart {49) (50) (50) {50)
LNDOCRINE SYSTEM .
2drenal Cortex (49) (50) (50) (50)
Adenoma 1 (2%)
Carcinoma 1 {2%)
Rdrenal Medulla (47) (50) (50) (50)
Pheochromocytoma Malignant 1 (2%) i
Pheochromocytoma Complex 1 {2%)
Pheochromocytoma Benign 1 (2%) 4 (8%) 1 (2%)
Islets, Pancreatic (49} (50) (49 (50)
Adenoma 1 (2% 1 (2%) 1 (2%)
Carcinoma 1 (2%) 1 (2%)
Pituitary Gland {42, (50} (49) (49)
Pars Distalis, Adenoma 15 (31%) 21 (42%) 25 (51%) 25 (51%)
Page 2



NTP Experiment~Test: 05211-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED} (a) Report: PEIRPTOS

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FERED, Time: 12:57:56
FISCHER 344 RATS FEMALE 0 280 830 2500
pPEM PPM PPM PPM
ENDOCRINE SYSTEM ~ cont . :
Pars Intermedia, Adenoma 1 (2%) . 1 (2%}
Pars Intermedia, Carcinoma 1 (2%)

Thyroid Gland (49) (50) (50} {50)
Bilateral, C-Cell, Adenoma PR 1 (2%) . .
C~-Cell, Adenoma 4 (8%) 5 (10%) 4 (8%) 3 (6%)
C-Cell, Carcinoma 2 (4%) 2 (4%) 3 (6%)
Follicular Cell, Adenoma 1 (2%) 1 (2%)
Follicular Cell, Carcinoma 1 (2%) 1 (2%)

GENERAL BODY SYSTEM
Peritoneum (1)
GENITAL SYSTEM

Clitoral Gland (49) (50) (49) (49}
Adenoma 10 (20%) 10 (20%) 8 (16%) 9 (18%)
Carcinoma 2 (4%) 3 (5%) 2 (4%)

Bilateral, Adenoma 2 (4%) ' 1 (2%)

Ovary (49) (50) {50) (50)
Bilateral, Granulosa Cell Tumor Benign 1 (2%)

Uterus (49) (50} (50} {50}
Leiomyoma | 1 (2%)

Polyp Stromal 10 (20%) 7 {(14%) 7 {14%) 10 {(20%)
Polyp Stromal, Multiple 1 (2%)
Sarcoma m...uo._ﬁu. 1 (2%)

Vagina (2) (3) (3) (5)
Granular nmﬁ_. Tumor Benign 1 (33%)
m,n_:hao:m nm: Papilloma 1 (33%)

HEMATOPOTETIC SYSTEM . , ,
, , ! i o

Bone Marrow (49) {50) (50) (50)

Lymph Node | (5) (3) (4} (3)

Lymph Node, zunm»gubn (49) (50) {50) (50)

Lymph Node, ammo_..nmnwn (49) {50) (48) (50)

Spleen (50) (50) (50) (50}
=mam=n»0nnunoau 1 (2%)
ounmommnnosws Metastatic, Bone 1 (2%)

qruas,-m | (47) (49) (49) {50)

,
Page 3
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NTP Experiment-Test: 05211-05 INCIDENCE RATES OF NFOPLASMS

Study Type: CHRONIC
Route: DOSED FEED

EMODIN

BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a)

Report: PRIRPT(OS
Data: 01/2%/01
Time: 12:57:56

FISCHER 344 RATS FEMALE

0 280
PEH PPM

830
PPM

2500
PPM

HEMATOPOIETIC SYSTEM - cont
Thymoma Benign
Thymoma Malignant

1 (2%)

1 (2%)

1 (2%)

INTEGUMENTARY SYSTRM

Yanmary Gland
Caxrcinoma
Fibroadenoma
Fibroadenoma, Multiple

Skin
Basal Cell Adenoma
Keratoacanthoma
Schwannoma Malignant
Subcutaneous Tissuae, Fibroma
Subcutaneous Tissue, Fibrosarcoma
Subcutaneous Tissue, Lipoma
Subcutaneous Tissuve, Sarcoma

(49)

18 (37%)
S (10%)
(49}

1 (2%)
1 {2%)
2 (4%)

{50)
13 (26%)

S (10%)
{50)

1 (2%)

(50)
20 (40%)
(50)

1 (2%)

1 (2%)
1 (2%)

(50)

2 (4%)
16 (32%)
1 (2%)

(50)
1 (2%)

MUSCULOSKELETAL SYSTEM

Bone
Osteogarcoma

(49)
12y

(50)
1 (2%)

(50)

{50)
1 (2%)

NERVOUS SYSTEM

Brain
Glioma Malignant
Granular Cell Tumor Malignant

(49)

(30)
1 (2%)

(50)
1 (2%)

(50)

RESPIRATORY SYSTEM

Lung
Alveolar/Bronchiolar Adenoma
Alveolar/Bronchiolar Carcinoma
Carcinoma, Metastatic, Adrenal Cortex
Osteosarcoma, Metastatic, Bone

(49)
1 (2%)
1 @2y

1 (2%)

(59)

1 (2%)

(50)

(50)

1 (2%)
1 (2%)

Page



NTP Experiment-Test: 05211-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC

Study Type: CHRONIC

LESIONS ABRIDGED) ({a) Report: PEIRPTOS

EMODIN Date: 01/25/01
Route: DOSED FEED Time: 12:57:56
FISCHER 344 RATS FEMALE 0 280 830 2500
PPM PPM PPM PPM
SPECIAL SENSES SYSTEM
Lacrimal Gland (1)
Carcinoma 1 {100%)
Zymbal’s Gland (3)
Carcinoma 3 (100%)
URINARY SYSTEM A
Kidney (49} (50) {49) (50)
Osteosarcoma, Metastatic, Bone 1 (2%)
Urinary Bladder (49) (50) (50) (50}
SYSTEMIC LESIONS
¥ultiple Organs * {50} *{50) *(50) *(50)
Leukemia Mononuclear 14 (28%) 17 (34%) 16 (32%) 3 (6%)
Mesothelioma Malignant 1 (2%)

Page

gy z:..jou of animals with any tissue examined microscopically
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NTP Experiment-Test: 05211-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a)

Study Type: CHRONIC EMODIN
Route: DOSED FEED
FISCHER 344 RATS FEMALE 0 280 830 2500
PPM PPM Prm PPM
TUMOR SUMMARY
Total Animals with Primary Neoplasms (b) 45 47 48 41
Total Primary Neoplasms 94 29 98 BS
Total Animals with Benign Neoplasms 41 39 41 37
Total Benign Neoplasms 70 70 75 70
Potal Animals with Malignant Neoplasms 22 24 22 15
Total Malignant Neoplasms 24 29 23 15
Total Animals with Metastatic Neoplasms 1 1 1 2
Total Metastatic Neoplasm 2 1 1 3

Total Animals with Malignant Neoplasms
Uncertain Primary Site

Total Animals with Neoplasms Uncertain-
Benign or Malignant
Total Uncertain Neoplasms

a Number of animaly examined microscopically at site and number of animals with lesion

b Primary tumors: all tumors except metastatic tumors

Page
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NTP Experiment-Test: 05211-05 INCIDENCE RATES OF

NEOFLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a)

Report: PEIRPTOS

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSEDL FEED Time: 12:57:56
FISCHER 344 RATS MALE 0 280 830 2500
PrM PPM PPU PPM
DISPOSITION SUMMARY .
Animals Initially in Study 60 60 60 60
Early Deaths
Moribund Sacrifice 17 26 27 16
Natural Death 3 3 2 4
Survivors
Terminal Sacrifice 30 21 21 30
Animals Examined Microscopically 50 50 50 50
1 i '
ALIMENTARY SYSTEM N
Intestine Laxge, Cecum (49) (50) (50) {49}
Intestine Small, Duodenum (48) {50) (49) (50)
Carcinoma 1 (2%)
Intestine Small, Jejunum (42) (48) (50y (49)
Schwannoma Malignant, Metastatic, Skin , 1 (2%)
Intestine Small, Ileum (50) (50) (48) (49)
Sarcoma : 1 (2%)
Liver {50) (50) (50) (50)
Cholangiocarcinoma . 1 {2%)
Fibrosarcoma, Metastatic, Spleen ' * 1 (2%) i
Hepatocellular Carcinoma Loy 3, {6%) 3 (6%) .
Hepatocellular Adenoma .1 (2%) 1 (2%) 1 (2%) 2 (4%)
Histiocytic Sarcoma 1 (2%) 1 {2%)
liagentery {8y (7) (13) {(15)
Sarcoma | . 2 (13%)
Pancreas : {50) (50) (50) (50)
Fibrosarcoms, Metastatic, Spleen : 1 (2%)
Mixed Tumor Benign 2 (4%) L
Salivary Glands (50) (50) (50) {49)
Schwannoma Malignant 1 (2%)
Stomach, Forestomach (50) (50) (49) (48)
' Squamous Cell Papilloma 1 (2%)
Stomach, Glandular (50) (50} (49) {48)

Page 7
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NTP Experiment-Test: 05211-05

INCIDENCE RATES OF NEOPLASMS

EY ANATOMIC SITE (SYSTEMIC

LESIONS ABRIDGED) (a)

Repoxt: FEIRPTO0S

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FEED Time: 12:5%7:56
FISCHER 344 RATS MALE 0 280 830 2500
EPM PPM PPM
CARDIOVASCULAR SYSTEM

Heart (50) (50) (50) (50)

Schwannoma Mzlignant, Metastatic, Skin 1 (2%)
ENDOCRINE SYSTEM

Adrenal Cortex (50) {50) (50) (50)
Adenoma 1 (2%)

Adrenal Medulla (509 (49) (50) (50)
Pheochromocytoma Malignant 1 (2%) 1 (2%) 1 (2%)
Pheochromocytoma Benign 6 (12%) il (22%) 5 (10%) 9 (18%)
Bilateral, Pheochromocytoma Benign 1 (2%) 2 (4%) 1 {2%)

Islets, Pancreatic (50) {50) (49) (50)
Adenoma 2 (4%) 5 (10%) 1 (2%) 1 (2%)
Carcinoma 3 (6%) 1 12%) 1 (2%)

Parathyroid Gland (48) (45} (45) (47}
Adenoma 1 (2%)

Pituitary fland (49) (50) (48) (50)
Pars Distalis, Adenoma 15 (31%) 9 (18%) 10 (21%) 13 (26%)
Pars Iatermedia, Adenoma 1 (2%) 1 (2%) 1 (2%)

Thyroid Gland (50! (50) (50) (50)
C-Cell, Adenoma 3 {6%) 5 (10%) 3 (6%) 3 (6%)
C~Cell, Carcinoma 1 (2%) 1 {2%) 1 (2%) 1 (2%)
Follicular Cell, Adenoma 1 (2%) 1 (2%)

Follicular Cell, Carcinoma 2 (4%) 2 (4%)
GENERAL BODY SYSTEM
Peritoneum (2} (1) (3) (1)
GEMITAL SYSTEM

Prenutial Gland (50) (50) (50) (50)
Adenoma 5 (10%) 1 (2%) 2 (4%) 3 (6%)
Carcinoma 3 (6%) 2 (4%) 1 (2%) 3 (6%)

Prostatae (50) (50) (50) (50)
Adenoma 1 (2%) 1 (2%) 3 (6%)

Seminal Vesicle (50) (50) (50) (50)

Testes (50) (50) (50) (50}
Bilateral, Interstitial Cell, Adenoma 34 (68%) 30 (60%) 37 (74%) 35 (70%)

Page 8



NTP Experiment-Test: 05211-05 INCIDENCE RATES OF NEOPLASMS BY ANATOMIC S

ITE (SYSTEMIC LESIONS ABRIDGED) (a)

Report: PEIRPTOS

Study Typa: CHRONIC EMODIN Date: G1/25/01
Route: DOSED FEED Pime: 12:57:56
FISCHER 344 RATS MALE Q 280 830 2500
PPH PPM PPM PPM
GENITAL SYSTEM - cont
Interstitial Cell, Adenoma 7 {14%) 13 {26%) 7 (14%) 13 (26%)
HEMATOPOIETIC SYSTEM 0 b i
Bone Marrow (50) {50} (50) (50)

Histiocytic Sarcoma 1 (2%)

Schwannoma Malignant, Metastatiec, Skin ) ! 1 (2%)
Lymph Node (12) (21} (18) (11)
Lymph Node, Mandibular (49 (50) {48) (50)
Lymph Node, Mesenteric (50 (50) {50) (50)
Spleen {50} {50) (50) (50)

Fibrosarcoma 1 (%)

8chwannoma Malignant, Metastatic, Skin 1 (2%)
Thymus (46) (47) (48) (48)

Thymoma: Malignant 1 (2%)

INTEGUMENTARY SYSTEM
Mammaxy Gland (49) (47) (49) (49!}
' Fibroadenoma 1 (2%) 2 (4%) 2 (4%) 3 (6%)
Skin : (50) (50) . (49) (49)

. Basal Cell Adenoma 1 (2w) , :
Basal Cell Carcinoma 1 (2%) . 1 (1%}
Xeratoacanthoma 3 (6%) 3 (68%) 3 (6%) 3 (6%)
Squamous Cell Carcinoma ) 1 (2%)

. Squamous Cell Papilloma 1 (2%) 2 (4%)

' Trichoepithelioma 1 (2%) 1 (2%)
Sebaceous Gland, Adenoma 1 (2%) 1 (2%)

Subcutaneous Tissue, Fibroma . 1 (2%) 3 (6%) 21 (4%) 5 (10%)

Subcutaneous Tissue, Fibrosarcoma } 1 (2%)

Subcutaneous Tissue, Hemangiopericytoma 1 (2%)

Subcutaneous Tissue, Hemangiosarcoma 1 (2%)

Subcutaneous Tissue, Histiocytic Sarcoma 1 (2%)

Subcutanecus Tissue, Lipoma 1 (2%) 1 (2%) 1 (2%)

. Subcutanecus Tissue, Sarcoma 1 (2%)

!l Subcutaneous Tissue, Schwannoma Malignant 1 (2%)

|
|
Page 92




NTP Experiment-Test: 05211-05
Study Type: CHRONIC
Route: DOSED FEED

INCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTENIC LESIONS ABRINGED) (a)

EMODIN

Report: PEIRPTOS
Date: 03/25/01
Time: 12:57:56

FISCHER 344 RATS MALR

FPM

280 830
PPM Ird

2500
PP

MUSCULOSKELETAL SYSTEM

Rone
Ogteosarcoma
Skelel 11 Muscle
Schwannoma Malignant, Metastatic, Skin

{50)
(1)

(509 (50)
1 (2%)

(50)
1 (2%)

1 (50%)

NERVOUS SYSTEM

Brain
Astrocytoma Malignant
Oligodendroglioma Malignant
Pineal Gland, Meningioma Malignant
Spinal Cord

(50}

2 (4%)

{50} (50
L

(5) (8)

{50}

(3)

RESPIRATORY SYsSTEM

Lung
Alveolar/Bronchiolar Carcinoma
Histiocytic Sarcoma
Ogtevsarcomec, Metastatic, Bone
Bchwannoma ¥ lignant, Metastatic, Skin

Noge
Squamous Cell rarcinoma

(50)

(50)

(50) (50
1 (2%)

1 (2%) 1 (2%)

{50) (50)

SPECIAL SENSES SYSTRM

Zymbal’s Gland
Carxcinoma

(1)
1 (109%)

(1)
1 (100%)

URINARY SYSTEM

Kidaey
Renal Tubule, Stromal Nephroma
Urinary Bladdex

(50)
(50)

(50)
{30)

Page 10
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NTP Experiment JTest: 05211-05
Study Pype: CHRONIC
Route: DOSED FEED

INCIDENCE RATES OF NEOPLASMS BY AMATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (a) Report: PEIRPTOS

EMODIN

Date: 01/25/01
Time: 12:57:56

FPISGCHER 344 RATS MALE 4] 280 830 2400
PPM PPM PPM PPy
SYSTEMIC LESIONS
Multiple Organs *(50) . * (50} *{50} *{50)
Histiocytic Sarcomz . 1 (2%) 1 (2%)
Leukemia Mononuclear 28 (56%) 31 (62%) 29 (58%) 18 (36%)
Mesothelioma Malignant 2 (4%) 1 (2%) 3 (6%) 1 (2%)

*| Number of animals with any tissue examined microscopically

Page 11
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NTP Experiment-Test: 05211-0%

TNCIDENCE RATES OF NEOPLASMS BY ANATOMIC SITE (SYSTEMIC LESIONS ABRIDGED) (~)

Report: PEIRPTOS

Study Type: CHRONIC EMODIN Date: 01/25/01
Route: DOSED FEED Time: 172:57:56
FISCHER 344 RATS MALE 0 280 830 2500
PPM PPM PPM PPM
TIMCR SUMMARY
Total Animals with Primary Neoplasms (b) 49 50 50 50
Total Primary Neoplasms 131 141 124 133
Total Animals with Benign Neoplasms . 45 46 47 49
Total Benign Neoplasms 87 91 79 98
Total Animals with Malignant Neoplasms 36 38 36 28
Total Malignant Neoplasms 44 50 45 35
Total Animals with Metastatic Neoplasms 1 2
Total Metastatic Neoplasm 2 7

Total Animals with Malignan
Uncertain Primary Site

Total Animals with Neoplasm
Benign or Malignant
Total Uncertain Neoplasms

t Neoplasms

s Uncertain-

a Number of animals examined microscopically at site and number of animals wi-h lesion

b Primary tumors: all tumors

except metastatic tumors

Page 12
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C 04

NTP

LAB: Southern Research lnst
E° "TIMENT: 05211 TEST: 05
TEST TYPE: CHRONIC

CONT: NO1l-ES-85216
PATHOT.OGIST: HEXTH, JAMES

REASONS FOR REMOVAL:

REMOVAL DATE RANGE:
TREATMENT GROUPS:

STATISTICAL ANALYSIS OF PRIMARY TUMORS
EMODIN

CAGES FROM 000¢ TO LAST CAGE
ROUTE: DOSED FEED

FINAL#3;REVISION#1

25022 Accidently Killed
25019 Moribund Bacrifice
25020 Natural Death

25021 Terminal Sacrifice

ALL

INCLUDE ALL

REPORT: PEIRPT0S
DATE: 01/25/01
TIME: 12:58:05
PAGE: 1
NTP CH#: 62408
CAS: 518-82-1



NTP STATISTLCAL ANALYSIS OF PRIMARY TUMORS
LAB: Southern Research Inst . EMODIN
EXPERIMENT: 05211 TEST: 05

'PEST TYPE: CHRONIC CAGES FROM 0000 TG LAST CAGE
CONT: NO1-ES-85216 ROUTE: DOSED FEED

PATHOLOGIST: HEATH, JAMES

Rats (FISCHER 344)

POR ALL DOSES THE TUMOR RATES IN THE FOLLOWING TISSUES/ORGANS ARE

BASED ON NUMBER OF TISSUES EXAMINED. IN OTHER eHmmcmm\oxm>!m RATES

ARE BASED ON THE NUMBER OF ANIMALS NECROPSTED.

Adrenal Cortex
Adrenal Medulla
Brain .
Clitoral/Preputial Gland
Islets, Pancreatic
Kidney

Liver

Lung

Nose

Ovary

Pancreas
Parathyroid Gland
Pituitary Gland
Prostate

Salivary Glands
Spleen

Testes

Thymug

Thyroid Gland

REPORT: PEIRPTORB
DATE: 01/25/01
TIME: 12:58:05

NIP C#: C62408
Cag: 518-82-1



NTP STATISTICAL ANALYSIS OF PRIMARY TUMORS

LAB: Southern Research Inst . EMODIN
EXPERIMENT: 05211 'TEST: 05

TEST TYPE: CHRONIC CAGES FROM 0000 TO LAST CAGE
CONT: NO1-ES-85216 ROUTE: DOSED FEED

PATHOLOGIST: HEATH, JAMES

SUMMARY OF STATISTICALLY SIGNIFICANT (P<=.05) RESULTS

IN THE ANALYSIS OF EMODIN

Male Rats

Organ Morphology

Adrenal Medulla Pheochromocytoma Benign

Islets, Pancreatic Carcinoma or Adenoma

Mesentery Sarxcoma

Nosa Squamous Cell Carcinoma

Testes Adenoma

All organs Leukemia: Lymphceytic, Monocytic, Mononuclear, or Undifferentiated

Benign Tumors
Malignant Tumors

Female Rats

Orxgan Morphology
Mammary Gland Carcinoma
Pituitary Gland: Pars Distalis or Unspecified Site
Adenoma
Zymbal’s Gland Carcinoma
All Organs Leukemia: Lymphocytie, Monocytic, Mononuclear, or Undifferentiated

Malignant Tumors

REPORT: PEIRPP(8
DATE: 01/25/01
TIME: 12:58:05

NTP C#: C62408
CAS: 518-82~1



Date: 01/25/01 EXPERIMENT: 05211 TEST: 05 Page 1
Statigtical Analysis of Primary Tumors in Rats (FISCHER 344) EMODIN
Terminal Sacrifice at 105 weeks
Males Females

Dose 0 280 830 2500 0 280 830 2500

PPM PPM PPM PPM PPM PPM PPM PPM
=== SmmmEmew
Adrenal Medulla

Pheochromocytoma Benign
| R
TUMOR RATES
OVERALL (a) 7/50 (14%) 13/49 (27%) 6/50 (12%) 9/50 (18%) 1/47 (2%) 0/50 {0%) 4/50 (8%) 1/50 (2%)
POLY-3 RATE (b) 7/41.06 13/40.68 6/40,39 9/43.31 1/42.9¢ 0/45.74 4/45.55 1/44.02
POLY-3 PERCENT (g) 17.1% 32.0% 14.9% 20.8% 2.3% 0.0% 8.8% 2.3%
TERMINAL (d4) 6/30 (20%) 2/20 (10%) 2/21 (10%) 7/30 (23%) 0/33 (0%) 0/39 (0%) 3/35 (9%) 1/34 (3%)
FIRST INCIDENCE 686 511 638 539 704 - mm,m 730 (1)
STATISTICAL TESTS
LIFE TABLE P=0.407N P=0.036 * P=0,519 P=0.397 P=0,556 P=0.479N8 p=0.205 P=0,760N
POLY 3 P=0, 465N P=0.091 P=0,513N P=0,437 P=0,564 P=0.487N P=0.197 P=0,755N
POLY 1.5 =0.479N P=0.,100 P=0.495N P=0,430 P=0,571 P=0.488N P=0,196 P=0.752N
POLY 6 P=0D.453N P=0.077 P=0.547N P=0.437 P=0.,551 P=0.486N P=0.200 P=0.759N
LOGISTIC REGRESSION P=0.465N P=0.075 P=0.563N P=0.419 P=0.572 P=0.488N P=0.197 P=0, 759N
COCH-ARM / PISHERS mno.mmoz P=0.096 P=0.500N P=0.393 P=0,587 P=0,485N P=0.201 P=0.737N
Males Females

Dose 0 280 830 2500 [ 280 B30 2500

PPM PPM PPM PPM PPM PPM PPU PPM
Adrenal Medulla

. Pheochromocytoma: Benign, Complex, Malignant, NOS ,

TUMOR RATES '
OVERALL (a) | 8/50 (16%) 13742 (27%) 7/50 (14%) 10/50 (20%) {2/47 (4M) 0/50 (0%) 4/50 (8%)  2/50 (4%)
POLY-3 RATE (b} 8/41.37 13/40.68 7/40.39 10/43.31 2/43.53 0/45.74 4/45.55 2/44.02
POLY~3 PERCENT (g) 19.3% 32.0% 17.2% - 23.1% 4,6% 0.0% 8.8% 4.5%
TERMINAL (Q) 6/30 (20%) 2/20 (10%) 3/21 (14%) 8/30 (27%) {0/33 (Ok) 0/39 (0%) 3/35 (9%) 2/34 (6%)
FIRST INCIDENCE 646 511 6§38 539 527 ——— 665 730 (T)
STATISTICAL TESTS
LIFE TABLE P=0.440N =0.062 P=0,489 =0.403 P=0.444 P=0,226N P=0.369 P=0.688N
POLY 3 : P=0,514N P=0.142 P=0.520N P=0.438 P=0,450 P=0.226N =0,358 P=0.690N
POLY 1.5 , P=0,527% P=0.156 =0.497N P=0.434 P=0.461 P=0.226N P=0.359 P=0.683N
POLY -6 ﬂ P=0.506N P=0.120 P=0.563N =0,433 P=0,435 P=0,225N P=0,360 P=0.690
LOGISTIC REGRESSION P=0.506N P=0.127 =0 .558N =0.427 P=0.484 P=0.165N P=0.383 P=0.644N
COCH~ARM / FISHERS =0,559 220,150 P=0.500N P=0,398 P=0.477 P=0.232N P=0,369 P=0.568N
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Pate: 01/25/01 EXPERIMENT: 05211 TEST: 05 Page 2
Statistical Analysis of Primary Tumors in Rats (FISCHER 344) - LMODIN
Terminal Sacrifice at 105 weeks
TemmEssmmsnSnEsED R HHHHnnnHHHHHHUHHHHNHHHHHHHHHHNRH!I:lll(l)llllllllillllillllll(HHnHHHHz:JHHHHHHHWHH*
, Males Females
Dose 0 280 830 2500 0 280 830 2500 i
PPM PPM PPM PPM PPM PPM PPM PEM

Brain

Astrocytoma Malignant
e.czox RATES
OVERALL (a) 2/50 (4%) 1750 (2%) 0/50 (0%) 0/50 (0%) 0/4% (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 2/40,89 1/40.19 0/39.45 0/42.44 Q/41.01 0/45.74 0/45.30 0/44.02
POLY-3 PERCENT (g) 4.9% 2.5% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 2/30 (7%) 0/21 {0%) 0/21 (0%) 0/30 (0%) 0/33 (0%) 0/39 (0%) 0/35 (0%) 0/34 (0%)
FIRST INCIDENCE 729 (1) 464 - ——- -~ -=- - -
STATIS ICAL TESTS
LIFE TABLE P=0.162N P=0.575N P=0.319N P=0.238N (e) (e} (e} (e)
POLY 3 P=0.164N P=0 506N P=0.245N P=0.229N (e) le) (e) (e)
POLY 1.5 P=0.167N P=0, 496N P=0.238N P=0.229N (e) {a) (e) (@)
POLY 6 P=0.158N P=0,526N P=0.259N P=0.230N (e) (e) (e) (e)
LCGISTIC REGRESSION P=0.176N P=0,508N (e) (e) (e) (e) (e) (e)
COCH-A'M / FISHERS P=0.170N P=0, 500N P=0.247N P=0.247N (e) (e} (e) (e)

Males Females
Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPM PPM PPM bpp

Brain

Oligodendroglioma, Glioma, or Astrocytoma
TUMOR RATES
OVERALL (a) 2/50 (4%) 2/50 (4%) 0/50 (0%) 0/50 (0%) 0/4% (0%) 0/50 (0%) 1/50 (2%) 0/50 (0%)
POLY~3 RATE (b) 2/40.89 2/40.60 0/39.45 0/42.44 0/44.01 0/45,74 1/45.30 0/44.02
POLY~3 PERCENT (g) 4.9% 4.9% 0.0% 0.0% 0.0% 0.0% 2.2% 0.0%
TERMINAL (d) 2/30 (7%) 0/21 (0%) 0/21 (0%) 0/30 {0%) 0/33 (0%) 0/39 (0%) 1735 (3%) 0/34 (0%)
FIRST INCIDENCE 729 (T) 464 - ——— ——— --- 730 (T) ==
STATISTICAL TESTS
LIFE TABLF P=0.119N P=0.637 P=0.319N P=0,238N P=0,792N (e) P=0,512 (e)
POLY 3 P=0.119N P=0,692 P=0.245N P=0,229N P=0,747N (e) P=0,506 (e)
POLY 1.5 P=0,121N P=0.688N P=0.238N P=0.,229N P=0, 745N (e) P=0.504 (e)
POLY 6 P=0.116N P=0,675 P=0.259N P=0.230N P=0.790N {e) P=0.509 (e)
LOGISTIC REGRESSION P=0.132N P=0 (e) (e) {e) P=0,512 (e)
COCH-ARM / FISHERS P=0, 124N P P=0.247N P=0.783N {e) B=0,505 (e}




Data: 01/25/01 EXPERIMENT: 05211 TEST: 05 Page 3
r Statistical Analysis of Primary Tumors in Rate(PISCHER 344) - EMODIN
Terminal Sacrifice at 105 weeks
Males ! Females
Dose 0 280 830 2300 0 280 830 2500
PPN ppM PPY PEM ey PEM PPM PEM
Clitoral/Preputial Gland .
Adenoma
TUMOR RATES
OVERALL (a) 5/50 (10%) 1/50 (2%) 2/50 (4%) 3/50 (6%) Ho\:m (20%) 12/50 (24%) 8/49 (16%) 10/49 (20%)
POLY~-3 RATE (b) 5/42.26 1/39.45 2/490.26 N 3/42.44 i0/48.28 12/46.07 8/44.55 10/44.11
POLY-3 PERCENT (g) 11.8% 2.5% 5.0% 7.1% 22.1% 26.1% 18.0% 22.7%
TERMINAL (4) 2/30 (7%) 1/21 (5%) 0/21 (0%) 3/30 (10%) 8/33 (24%) 10/39 (26%) 7,34 (21%) 8/33 (24%)
FIFRST INCIDENCE 472 729 (1) 483 729 (M) 497 mmm_ 665 529
e ——————————— i ; ,
STATISTICAL TESTS '
LIFE TABLE P=0.482N P=0.167N P=0.296N P=0,355N P=0, 548N P=0,559 P=0.369N P=0,593N
POLY 3 P=0,51M P=0.117N P=0.235N P=0.353N P=0.517N P=0.422 P=0.411N P=0.574
POLY 1.5 P=0.530N P=0,105N P=0.220N P=0,348N P=0.506N P=0.420 P=0.411N P=0,582
POLY 6 P=0.498N P=0Q,138N P=0.262N P=0.365N P=0.531N P=0.432 P=0.406N P=0.566
LOGISTIC REGRESSION P=0,549N P=0.104N P=0.229N P=0.354N P=0.510N P=0,432 P=0.399N P=0.592N
COCH~ARM / FISHERS P=0.544N P=0,102N P=0.218N P=0.357N P=0.490N P=0.426 P=0.397N P=0.599N
. Males Females
Doge 0 280 830 2500 0 280 830 2500
, PPM PPM PPM PPN PEM PPM PPM PPM
Clitoral/Preputial Gland
Carcinoma
TUMOR RATES i -
&E’H.E AD; 3/50 (6%) 2/50 (4%) 1/50 (2%) 3/50 (6%} 2/49 (4%3) 3/50 (6%} 2/49 (4%) 0/49 (0%)
'POLY-3 RATE (b) 3/41.36 2/39.60 1/39.45 3/743,22 2/744.11 3/46.09 2/44.55 0/43.02
POLY-3 PERCENT (g) 7.3% 5.1% 2.5% 6.9% 4.5% 6.5% 4.5% 0.0%
'TERMINAL (4} 2/30 (7%) 0/21 (0%) 1/21 (5%) 1/30 (3%) 1/33 (3%) 2/39 (5%) 1/3¢ (3%) 0/33 (0%)
N.Hg Han,Oﬂan 590 704 729 (T} 617 704 634 665 ———
| STATISTICAT, TESTS \
LIPE TABLE P=0.564 P=0.617N  P=0.407N  P=0.649N  [P=0.131N  P=0.55¢ P=0.674N  P=0.246N
POLY 3 ; P=0.541 P=0,520N =0.322N P=0,642N P=0. 127N P=0,520 P=0.690N P=0.243N
POLY 1.5 ! =0,528 P=0.502N P=0.308N P=0.644N P=0. 124N P=0,.514 P=0,6%4N P=0,241N
POLY 6 P=0.558 P=0.551N P=0.347N P=0.643N P=0, 131N P=0.529 P=0.685N P=0.245K
JOGISTIC REGRESSION P=0.525 P=0.515N P=0.315N P=0.663 (P=0.121N P=0,511 P=0.69SN P=0, 244N
,ﬂOOI...E \W PISHERS P=0.509 P=0.500N P=0.309N P=0.661N P=0.120N P=0,510 P=0.691N P=0.247N
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01/25/01

EXPERIMENT: 05211 TEST: 05

Statistical Analysis of Primary Tumors in Rats{FTSCKER 344) -

Terminal Sacrifice at 105 weeks

Clitoral/Preputial Gland
' Carciroma or Adenoma

TUMOR RATES |
OVERALL (a) 8/50 (16%) 3/50 (6%) 3/50 (6%) 5/8C (10%) 11/49 (24%) 15/50 (30%) 9/49 (18%) 10/49 (20%)
POLY-3 RATE (b) 8/42.73 3/29.60 3/40.26 4/43.22 12/45.38 15/46.42 9/44.55 10/44.11
POLY-3 PERCENT (g) 18.7% 7.6% 7.5% 11.6% 26.4% 32.3% 20.2% 22.7%
TERMINAL (4) 4/30 (13%; 1721 (5%) 1/21 {5%) 3730 (10%) 9/33 (27%) 12/39 (31%) 8/34 (24%) 8/33 (24%)
FIRST INCIDENCE 472 704 483 617 497 634 665 529
STATISTICAL TESTS
LIFE TABLE F=d.,379N P=0,204N P=0.187N P=0.274N P=10.305N P=0.494 P=0,285N P=0.404N
POLY 3 P=(0.411N P=0,121N P=0.115N P=0.266N P=0,275N P=(.349 P=0.326N P=0.433N
POLY 1.5 P=0.429N P=0.105N P=0.102N P=0,262N P=0.265N P=0,345 P=0.326N P=0.,423N
POLY 6 P=0.385N P=0,152N P=0,141N P=0.274N P=0,289N P=0.363 P=0.323N P=(0.445
LOGISTIC REGRESSION P=0.449N P=0,100N P=0.102N P=0,279N Pz(),268N P=0,355 P=0,311N P=0.401N
COCH-ARM / FISHERS P=0.452N P=0,100N P20, 100N P=0.277N P=0,251N P=0.349 P=0,312N P=0,4054
Males Females

Dose 0 280 830 2500 0 280 830 2500

PPM PPM PPM PPM PEM PPM PPM PPM
Islets, Pancreatic

Adenoma

TUMOR RATES )
OVERALL (&) 2/50 (4%) 5/50 (10%) 1749 (2%) 1/50 (2%) 1/49 (2%) 1/50 (2%) 1/49 (2%) 0/50 (0%)
POLY-3 RATE (b) 2/40.89 5/39.80 1/38.45 1/42.44 1/44.01 1/45.74 1/44.58 0/44.02
POLY-3 PERCENT (gq) 4.9% 12.6% 2.6% 2.4% 2.3% 2.2% 2.2% 0.0%
TERMINAL (d) 2/30 (7%) 4/21 (19%) 1720 (5%) 1/30 (3%) 1/33 (3%) 1/39 (3%) 0/35 (0%) 0/34 (0%)
FIRST INCIDENCE 729 (T) 630 729 (T) 729 (1) 730 (T) 730 (1) 711 ——-
STATISTICAL TESTS
LIFE TABL| P=0.152N P=0.110 P=0.641N P=0.500N Pz, 334N P=0,724N P=0.745N P=0.494N
POLY 3 P=0,170N P=0,203 P=0.522N P=0.487N P=0.328N P=0.752N P=0.758N P=0.500N
POLY 1.5 P=0.172N p=0,217 P=0.509N P=0.,488N P=), 326N P=0, 754N P=0,760N P=0,499N
POLY 6 P=0.169N P=0,180 P=0.545N P=0.490N P=3,332N P=0.748N P=0, 754N P=0.502N
LOGISTIC REGRESSION, P=0,160N P=0,158 P=0. 641N P=0.500N P={,333N P=0,724N P=0.756N {e)
COCH-ARM / FISHERS P=0.184N P=0,218 P=0.508N P=0.500N P=0),321N P=0.747N P=0.753N8

P=0.495N




P=0.500

Date: 01/25/01 EXPERIMENT: 05211 TEST: 0% Page 5
Statigtical Analysis of Primary Tumors in Rats (FISCHER 344) EMODIN
Terminal Sacrifice at 105 weeks
: =
Males Femaleg

Dose 0 280 830 2500 o 280 830 2500

PPM PPM PPM PPM PPM PPM PPy PPM
Islets, Pancreatic

Carcinoma
TUMOR RATES
OVERALL (a) 3/50 (6%) 1/50 (2%) 1749 (2%) 0/50 (0%) 0/49 (0%) 1/50 (2%) /49 (2%) 0/50 (0%)
POLY~3 RATE (b) 3/40.89 1/39.50 1/38.86 0/42,44 0/44.01 1/45.74 1/44.53 0/44.02
POLY~3 PERCENT (g) 7.3% 2.5% 2.6% 0.0% 0.0% 2.2%° 2.3% 0.0%
TERMINAL (d) 3/30 (10%) 0/21 (0%) 0/20 (0%) 0/30 (0%) 0/33 (0%) 1/39 (3%) 0/35 (0%) 0/31 (0%)
FIRST INCIDENCE 729 (1) 716 609 ——— -— 730 (T) 725 e
STATTSTICAL TESTS .
vH,m.m TABLE P=0.107N P=0.434N P=0.416N P=0.120N P=0,555N P=0.533 P=(,511 (e)
POLY 3 P=0.105N P=0.317N P=0.323N P=0.112N P=0.543N P=0.508 P=0.502 (e)
POLY 1.5 P=0.110N P=0.305N P=0,312N8 20, 112N P=0.541N P=0.506 P=0.500 ie)
POLY 6 P=0.099N P=0,341N P=0,344N P=0.112N P=0, 545N P=0.511 =0.506 (e)
LOCISTIC REGRESSION P=0.108N P=0,400N P=0.332N {e) P=0.555N P=0.533 P=0,509 (e)
COCH-ARM / FISHERS P=0,116N P=0.309N P=0.316N P=0,121N P=0.538N P=0.505 P=0.500 (e)
Males Femalesg

Dose 0 280 830 ) 2500 ] 280 830 2500

PPM PPM PPM PFM PPM PPM PPM PPM
Islets, Pancreatic

.| Careinoma or Adenoma

TUMOR RATES | -
B : s . [} ’
OVERALL (a) : 5/50 (10%) 6/50 (12%) 2/49 (4%) 1/50 (2%) 1749 (2%) 2/50 (4%) 2/49 (4%) 0/50 (0%)
POLY-3 RATE ; (b) 5/40.89 6/39.86 2/38.86 1/42.44 1/44.01 2/45.74 2/44.60 0/44.02
POLY-3 PERCENT (g) 12.2% 15.1% 5.2% 2.4% 2.3% 4.4% 4.5% 0.0%
TERMINAL (@) 5/30 (17%) 4/21 (19%) 1/20 (5%) 1/30 (3%) 1/33 (3%) 2/39 (5%) 0/35 (0%) 0/34 (0%)
FIRST Hznnunznm 729 (T} 630 609 729 (1) 730 (T) 730 (T) 711 intaded
STATISTICAL TESTS
LIFE TABLE | P=0,034N* P=0,285 P=0.372N P=0.100N P=0.261N P=0.558 p=0,523 P=0.494N
POLY 3 | o P=0.036N* P=0.482 P=0.235N P=0.092N P=0.253N P=0,513 P=0.505 P=0.500N
POLY 1.5 ! P=0.038N* P=0.503 P=0.223N P=0.093N P=0.250N P=0,510 P=0.501 P=0,499N
POLY ' 6 W P=0.034N* P=0.441 P=0.259N P=0,093N P=0.25BN P=0,.519 P=0.511 P=0.502N
LOGISTIC REGRESSION P=0,036N* P=0.375 P=0.276N P=0.100N P=0.259N p=0,558 P=0,512 (e)
COCH-ARN / m,.Hmzmxm‘ P=0.044N" P=0.226N P=0.102N P=0.245N P=0.508 P=0.500 P=0.495N
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Date: 01/25/01 05211 TEST: 05 Page 6
Statistical Analysis of Primary Tumors in Rats(FISCHER 344) EMODIN
Terminal Sacrifice at 105 weeks
Females
Dose 0 280 2500 0 280 830 2500
PPM PPM PPM PPM PPM PPM PPM

Liver

Hepatocellular Adenoma
TUMOR RATES
| OVERALL (a) 1750 (2%) 1/50 (2%) 2/50 (4%) /44 0/50 (0%) 0/50 (0%) 1/50 (2%)
| POLY-3 RATE (b} 1/40.89 1/39.45 2/42.44 0/44.01 0/45.74 0/45.30 1/44.02
‘POLY-3 PERCENT (g) 2.5% 2.5% 4.7% 0.0% 0.0% 0.0% 2.3%
'TERMINAL (d) 1730 (3%) 1721 (5%) 2/30 (7%) 0/33 0/39 (0%) 0/35 (0%) 1/34 (3%)
FIRST INCIDENCE 729 (1) 729 (T) 729 (T} - -—= ——- 730 (1)
STATISTICAL TESTS
LIFE TABLE P=0.420 P=0.681 P=0.500 P=0.208 (e) (e) P=0.506
| POLY 3 P=0,381 P=0.753 P=0,513 P=0,213 (e) (e) P=0.500
POLY 1.5 P=0.375 P=0,761 P=0.512 P=0.215 (e) (e) P=0.501
POLY 6 P=0.389 P=0.738 P=0.510 P=0.210 {e) (e) P=0.498
LOGISTIC REGRESSION p=0.420 P=(), 681 p=0.500 {e) (e) (e) P=0.506
COCH-ARM / FISHERS P=0.361 P=(.753N P=0.500 P=0.,217 (a) (e) P=0.50%

Females
Dose 0 280 2500 [¢] 280 830 2500
PPM PPM PPM PPM PPM PPM FPM

Liver

Hepatocellular Carcinoma
TUMOR RATES )
OVERALL (a) 0/50 (0%) 3/50 (6%) 0/50 (0%) 0/49 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 0/40.89 3/39.70 0/742.44 0/44.01 0/45.74 0/45.30 0/44.02
POLY~-3 PERCENT (g) 0.0% 7.6% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 0/30 (0%) 1/21 (5%) 0/30 (0%) 0/33 (0%) 0/39 (0%) 0/35 (0%) 0/34 (0%)
FIRST INCIDENCE ——— 690 - ——— ——- -——- ———
STATISTICAL TESTS
LIFE TABLE P=0.266N P=0,080 (e} (&) (e) (e} (@)
POLY 3 P=0.27IN P=0.113 (e} {e) (e) (e} {a)
POLY 1.5 P=0.278N P=0,119 (e} (e} {e) (e) (e)
POLY 6 P=0.279N P=0,102 (e} (e) (e} (e) (e)
LOGISTIC REGRESSION P=0,281IN P=0.101 (e) {e) {e) (e) {e)
COCH-ARM / FISHERS P=0,297N P=0.121 {e) {e) {e) (e} {e)
e oERIESsnRERSREs maeratimmay R R R T T L D e 1 2 1 A S Rl 2 0 0 e e e e s SEZnummms




Date: J31/25/01 EXPERIMENT: 05211 TEST: 05 Page 7
Statistical Analysis of Primary Tumors in Rate (PISCHER 344) FMODIN
Terminal Sacrifice at 105 weeks
. Males Females
Dose 0 280 830 2500 7} 280 830 2500
PPM PPM PPM PPM PPM PPM PPM PPM
Liver
Hepatocellular Carcinoma or Hepatocellular Adencma
TUMOR RATES ,
OVERALL (a) 1/50 (2%) 4/50 (8%) 4/50 (8%) 2/50 (4%) 0/49 (0%) 0/50 (0%) 0/50 (0%) 1/50 (2%)
POLY-3 RATE (b) 1/40.89 4/3v 9 4/39.91 2/42.44 0/44.01 0/45.74 0/45.30 1/44.02
POLY-3 PERCENT (g) 2.5% 10.1% 10.0% 4.7% 0.0% q.0% 0.0% 2.3%
TERMINAL (d) 1/30 (3%) 2/21 (10%) 2721 (10%) 2/30 (71%) 0733 (0%) 0/39 (0%) 0/35 (0%) 1/34 (3%)
FIRST INCIDENCE 729 (T) 690 605 729 (T) - - —— 730 (T)
STATISTICAL TESTS
LIFE TABLE P=0.468N P=0,103 P=0,112 p=0.500 P=0.208 {e) (e) P=0.506
POLY 3 P=0.517N P=0.168 P=0.170 P=0.513 P=0,213 (@} (e) P=0.500
POLY 1.5 P=0.522N P=0.179 P=0.179 P=0.512 P=0,215 (e) (e) P=0.501
POLY & . P=0,515N P=(.151 P=0,154 P=0.510 P=0,210 {e}) {e) P=0.498
LOGISTIC REGRESSION P=0.500N P=0,132 =0,158 P=0,500 {e) {e) (@) =(.506
COCH-ARM / FISHERS P=0,544N P=0,181 P=0,181 P=0.500 P=0.217 {e) (e) P=0.505
, Males : Females
Dose i 0 280 830 2500 0 280 830 2500
PPM PPM pPPM PPM PPM PPM PPM PPM
iver
Hepatocellular Carcinoma, Hepatocellular Adenoma,
or Hepatoblastoma ,
TUMOR RATES ‘ . |
ocﬂnrbr (a) 1/50 (2%) 4/50 (8%) 4/50 (8%) 2/50 (4%) [0/49 (0%) 0/50 (0%} 0/50 (0%) 1/50 (2%)
POLY-3 RATE (b) 1/40.89 4/38.70 4/39.91 2/42.44 0/44.01 0/45.74 0/45.30 1,44.02
POLY-3 PERCENT (g) 2.5% 10.1% 10.0% 4.7% 0.0% 0.0% 0.0% 2.3%
TERMINAL (d) 1730 (3%) 2/21 (10%) 2/21 (10%) 2/30 (7%) 0/33 (0%) 0/39 (0%) 0/35 (0%) 1/34 (3%)
[FIRST INCIDENCE 729 (T} 690 605 728 (T) ——— —— —— 730 (T}
STATISTICAL TESTS
,ﬁwn TABLE P=0.468N P=0.103 P=0.112 P=0.500 P=0.7208 (a) (e) P=0.506
POLY 3 ; P=0,517N P=0.168 P=0.170 =0.513 P=0.213 (e} (e) p=0.500
POLY 1.5 | P=0.522N P=0.179 P=0.179 P=0.512 P=0.215 {e) (e) P=0.501
'POLY 6 | , P=0.515N P=0.151 P=0.154 P=0,510 P=0.210 (e} {e) P=0.498
LOGISTIC REGRESSION =0 .500N P=0.132 P=0.158 P=0.500 {a) (e) (e) P=0.506
P=0.544N P=0.181 P=0.181 P=0,500 P=0.217 {e) (e) P=0.505

'|COCH-ARM /| FISHERS




Data: 01/2%/01 EXPERIMENT: 05211 TEST: 0%
Statistizal Analysis of Primary Tunors in Rats (FISCHER 344) -
Perminal Sacrifice at 105 weeks

C14

Males
Dose 0 280 810 2500
PrM PPM PPM PPM

Mammary Gland

Carcinoma
TUMOR RATES # # # # # # # #
OVERALL (a) 0/50 %) 0/50 (0%) 0/50 (0%) 0/50 (0%) /50 (0%) 04/50 (0%) 0/50 (0%) 2/50 (4%)
POLY-~3 RATE (b} 0/40.89 0/3%8.45 0/39.45 0/42.24 0/44.24 0/45.74 0/45.30 2/44.02
POLY-3 PERCENT (g) 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 4.5%
TERMINAL (d) 0/30 (0%) 0/21 (0%) 0/21 (0%) 0/30 (0% 0/33 (0%) 0/39 (0%) 0/35 (0%) 2/34 (6%)
FIRST INCIDENCE ——— .- ——— ——— —— ——- - 730 (T)
STATISTICAL TESTS
LIFE TABLE {e) {e) (e) (e P=0,038 * (e) (e} P=0.245%
POLY 3 (e) (e) (e) (e) P=0,040 » (e) (e) P=0.236
POLY 1.5 (e) (&) (e} (e) P=:0.040 * (e) (e) P=0.236
POLY 6 (e) (e) {e) (e) P=0.039 * (e) (e} P=0.235
LOGISTIC REGKESSION (e) (e} (e) (e) {a) (e) (e) P=0.245%
COCH-ARM / FISHERS , (e) (e) (e) (e) P=0.042 * (e) (e) P=0.247

Males Females
Docte 0 280 830 2500 0 280 830 2500
PPM PPM PPM POM PEM PEM PPM PPM

RN ERRELEEEESE EEnESRREEsmnEe Exrooosrne s EonmsooNocomoos mmmme e Bt
Yommary Gland

Fibroadenoma
TIIMOR RATES # 4 # # # # # #
OVERALL (a) 1/50 (2%) 2/50 (4%) 2/50 (4%) 3/50 (6%) 23/50 (46%) 18/50 (36%) 20/50 (40%) 17/50 (34%)
POLY-3 RATE (b) 1/40.89 2/39.45 2/39.74 3/42.55 23/46.87 18/46.52 20/46.73 17/46.07
POLY~3 PERCENT (g) 2,5% 5.1% 5.0% 7.1% 49.1% 38.7% 42.8% 36.9%
TERMINAL (d) 1/30 (3%) 2/21 (10%) 1721 (5%) 2/30 (7%) 14/33 (42%) 15/39 (39%) 15/35 (43%) 11/34 (32%)
FIRST INCIDENCE 729 (T) 729 (T) 648 100 596 634 592 529
STATISTICAL TESTS
LIFE TABLE P=0.336 P=0,376 P=0.401 P=0.309 P=0.,281N P=0,109N P=0.279N P=0.174R
POLY 3 P=0,291 P=0.487 P=0.490 P=0.,319 P=).220N P=0,210N P=0,343N P=0.162N
POLY 1.5 P=0.,285 P=0,500 P=0,500 P=0.318 P=), 214N P=0,208N P=0."47N P=0,157N
BOLY 6 P=0.297 P=0.464 P=0.471 P=0.317 =0D.236N P=0,217N P=0.346N P=0.177N
LOGISTIC REGRESSION 20,308 P=0,376 P=0.478 P=0.310 =), 219N P=0.187N P=0.333N P=0.154N
COCH~ARM / FISHERS P=(),268 P=0.500 P=0,500 P=0.309 P=0), 209N P=0.208N P=0,343N P=0,154N
BTER WS mntve 00 XY D 0 e e L0 o 1 0 e e R e P R S N T T ) 11 iEZITzonaas Zzz




) Data: 01/25/01 EXPERIMENT: 05211 TEST: (5 Page 9
' Statistical Analysis of Primary Tumors in Rats (FISCHER 344) - EMODIN
Terminal Sacrifice at 105 weeks
Males . Females
Doge 0 280 830 2500 Q 280 830 2500
PrM PPM PFM PEM PPH PrM PEM PP
[Mammary Gland
, Fibroma, Fibroadenoma, Carcinoma, or Adenoma
TUMOR RATES # # # ¥ # ¥ # #
OVERALL (a) 1/50 (2%) 2/50 (4%) 2/50 (4%) 3/50 (6%) 23/50 (45%) 18/50 (36%) 20/50 (40%) 18/50 (36%)
POLY~3 RATE (bj 1/40.89% 2/39.45 2/39.74 3/42.55 23/44,87 18/46.52 20/46.73 18/46.07
POLY~3 PERCENT (g) 2.5% 5.1% 5.0% 7.1% 49.1% 38.7% 42.8% 39.1%
TERMINAL (d) 1/30 (3%) 2/21 (10%) 1/21 (5%) 2/30 (71%) 14/33 (42%) 15/39 (39%) 15/35 (43%) 12/34 (35%)
PIRST INCIDENCE 729 (T) 729 (1) 648 700. 596 634 592 529
STATISTICAL TESTS _ ‘
LIFE TABLE P=0,336 p=0.376 $=0.401 P=0,309 P=0.361N P=0.109N P=0, 2798 P=0, 224N
POLY 3 P=0.291 p=0,487 P=0.490 P=0.319 P=0.300N P=0,210N P=0,343N P=0. 221N
POLY 1.5 P=0.285 P=0,500 P=0,500 P=0.318 P=0.292N P=0.208N P=0,347N P=0.214N
POLY 6 P=0.297 P=0.464 P=0,471 p=0,317 « {P=0,320N P=(0.217N P=0.346N P=0.240N
ZOGISTIC REGRESSION P=0.308 P=0.376 p=0.478 P=0.310 P=0,2978 P=0,187N P=0.3338 P=0. 2094
COCH~ARM / FISHERS P=0.268 P=0,500 p=0.500 P=0.309 m.uo.wmaz P=0,208N P=0.3438 P=0), 208N
= S nMEEmMERE N RSN
s
i Males Females
Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PFM PPM PPM PPM
Mesentery
Sarcoma '
TUMOR RATES | ' # # # # # # # .
OVERALI, (a) 0/50 (0%) 0/50 (0%) 0/50 (0%) 2/50 (4%) 0/50 (0% m\mo {0%) 0/50 (0%} 0/50 {0%)
POLY~3 RATE (k) 0/40.89 0/39.45 0/39.45 2/42.44 0/44.24 0/45.74 0/45.30 0/44.02
POLY-3 PERCENT (g) 0.0% 0.0% 0.0% 4.7% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 0/30 {0%) 0/21 (0%) 0/21 (0%) 2730 (7%) 033 (0%) 0/39 (0%) 0/35 (0%) 0/34 (0%)
wam_—. INCIDENCE ——- —— -_— 729 (T) - -—— ——— ——
STATISTICAL TES?S
P=0.062 (e} (e} P=0.238 {e) ‘e) (e) {e)
: P=0.044 * {e) {e) P=0.245 (e) (e) (@) (e)
P=0.043 * le) {e) P=0.245 le} {e) (e) {e)
i i P=0.045 * {e) (e) P=0.243 {e) (e) {a) (e)
LOGISTIC REGRESSION (e) (e) {e) P=(0,238 (e) (e) (e) (e)
COCH-ARM / FISHERS P=0.042 * (e} (e) P=0.247 (e} (e) (e} (e)




Date: 01/25/01 EXPERIMENT: 05211 TEST: 05 Page 10
Statistical Analysis of Primary Tumors in Rats (FISCHER 344) EMODIN
Terminal Sacrifice at 105 weeks
i Males Females
Dose Q 280 830 2500 4] 280 830 2500
PPM PEPM PPM PeM PPM PPN PPM PPM

Nose

Squamous Cell Carcinoma
TUMOR RATES
(OVERALL (a) 0/50 (0%) 0/50 (0%) 0/50 (0%) 2/50 (4%) 0749 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY~3 RATE (b} 0/40.89 0/39.45 0/39.45 2/43.13 0/44.01 0/45.74 0/45.30 0/44.02
POLY~3 PERCENT ({(g) 0.0% 0.0% C.0% 4.6% 0.0% 0.0% 0.0% 0.0%
[ TSRIINAL (d) 0/30 (0%) 0721 (0%) 0/21 (0%) 1/30 (3%) 0/33 (0%) 0/39 (0%) 0/35 (0%) 0/34 (0%)
'FIRS'® INCIDENCE - -—— ——— 492 --= - ~-- -—-
STATISTICAL TRSTS '
LIFE TABLE P=0. 054 {e) (e) P=0.247 (e) (e) (=) (e}
POLY 3 P=0.045 * (e) (e) P=0.249 (e} (e) {e) (e)
POLY 1.5 P=0.043 * (e) (@) P=0.247 {e) (e) (e) (e)
POLY 6 P=0.047 * (e) (e) P=0.249 (e) (e) (e) (e)
LOGISTIC REGRESSION P=0.033 * (e} (@) P=0.207 (e) {e) {e) (e)
'COCH-ARM / FISHERS P=0(.042 * (e} (e) P=0.247 (e) (e) (e) (e)

Males Females
Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPM PPM PPM PPM

Pancreas

Mixed Tumor Benign
TUMOR RATES
OVERALL (a) 2/50 (4%) 0/50 Adwv 0/50 (0%) 0/50 (0%) 0/49 (0%) 0/50 (0%j 0/49 (0%) 0/50 (0%)
POLY~3 RATE (b) 2/41.51 0/39.45 0/39.45 0/42.44 0/44.01 0/45.74 0/44.51 0/44.02
POLY-3 PERCENT (g) 4.8% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0% 0.0%
TERMINAL (4) 1/30 (33) 0/21 (0%) 0/21 (0%) 0/30 (0%) 0/33 (0%) 0/39 (0%) 0/35 (0%) 0/34 (0%)
FIRST INCIDENCE ’8 . -—— ——— - - e ——-
STATISTICAI, TESTS
LIFE TABLE P=0,230N P=0,279N P=0,276N P=0.235N (e) {e) (@) {e)
POLY 3 P:=0.226N P=0.248N P=0,248N P=0,232N (&) (e) (e) (e}
POLY 1.5 P=0.234N P=0.239N P=0.2408 P=0.231N (e) {e) (e) (@)
POLY & P=0,243N P=0.265N P=0, 264N P=0,235N (e) (e) (e) (e)
LOGISTIC REGRESSION P=0. 248N P~0.245N pP=0,243N P=0.251IN (e) (a) (e) (e)
COCH~ARM / FISufRS P=0.239N P=0.247N P=0.2470 P=0.247N (e) (e) (e) (e)
mmmmmae coxeen MAREMRECESEL S om i e ot ot e am e A e g R ESfm M E e e e et e Smsm s




; Date: 01/25/01 EXPERIMENT: 05211 TEST: 05 Page 11
Statistical wbm:upm of Primary Tumors in Rats(PISCHER 344) - EMODIN
Terminal Sacrifice at 105 weeks
Males Femnles
Dose 0 280 830 2500 0 280 8390 2500
PPM PPM PeM rPM PEM PEM PPM PPM
Pituitary Gland: Pars Distalis or Unspecified Site
Adenoma
TUMOR RATES T T ) .
OVERALL (a) 15/49 Gp_: 9/50 (18%) 10/48 (21%) 13/50 (26%) |15/49 (31%) 21/50 (42%) 25/49 (51%) 25/49 {51%)
POLY-3 RATE (b) 15/41.14 9/41.29 10/39.69 13/42.98 15/46.31 21/47.49 25745.54 25/46.10
POLY~3 PERCENT (g) 36.5% 21.8% 25.2% 30.3% 32.4% 44.2% 54.9% 54.2%
TERMINAL (4Q) 10/29 (35%) 4/21 (19%) 5/20 (25%) 11/30 (37%) [8/33 (24%) 16/39 (41%) 20/35 (57%) 15/33 (46%)
FIRST INCIDENCE 604 511 483 645 497 600 648 590
e e b | p
STATISTICAL ‘TESPS
LIFE TABLE P=0.439N P=0,315N P=0.443N P=0.378N P=0.044 * P=0.302 P=0.072 P=0,054
POLY 3 P=0.556 P=0,107N P=0.193N P=0.353N P=0.042 * P=0,166 =0.022 * P=0.026 *
poLY 1.5 P=0,541 P=0.096N P=0.177N P=0.350N P=0.044 * P=0.164 P=0.023 * P=0.026 *
POLY 6 P=0.550N P=0.134N P=0,234N P=0.373N P=0.041 « P=0,174 P=0.021 * P=0.025 *
LOGISTIC REGRESSION P=0.533N P=0.1178 P=0,206N =0,337N P=0.047 * P=0,162 P=0.032 * P=0,034 *
COCH-ARM / FISHERS $=0,.512 P=0.109N P=0.1938 P=0.387N P=0.052 P=0,166 P=0,032 » P=0.032 *
Males , - Females
Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPM PPM PPM PPM
Prostate
. Adenoma
TUMOR RATES ' ; T
ng {a) 1/50 (2%) 0/50 (0%) 1/50 (2%) 3/50 (6%}
, POLY~3 RATE !(b) 1/40.89 0/39.45 1/39.45 3/42.44
i wo-...ﬂ..u PERCENT (g) 2.5% 0.0% 2.5% 7.1%
. TERMINAL (d) 1/30 (3%) 0/21 (0%) 1/21 (5%) 3/30 (10%)
; FIRST Hznnuwznm 729 (T} -—- 728 (1) 728 (T)
”, m._iﬁmennrv TESTS
| rnmﬁ TABLE | P=0.119 P=0.571N P=0,681 P=0.304
i POLY 3 W P=0.090 P=0,507N =0.753 P=0,318
¥ POLY 1.5 i P=0.087 P=0,500N P=0.760 P=0,318
' POLY 6 P=0.095 P=0.520N P=0.739 p=0.315
, LOGISTIC REGRESSION P=0.119 {e) P=0.681 P=0,304
COCH-ARM / PISHERS P=0,082 P=0.500N P=0.753N P=0,309

D 03
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bate: 01/25/01 EXPERIMENT: 05211 TEST: 05 Page 12
Statistical Analysis of Primary Tumors in Rats (FISCHER 344) EMODIN
Terminal Sacrifice at 105 weeks ;
M Males Females M
Dose 0 280 830 2500 a 280 830 2500
PPM PPM PPM PPM PPM PPM PPM PPM
Skin
Basal Cell Carcinoma, Basal Cell Adenoma, Basosquamous
Tumor (benign, malignant or NOS), or Trichoepithelioma
TUMOR RATES # 4 # [ # # 4 ¥
OVERALL (&) 1/50 (2%} 2/50 (4%) 0/50 (0%) 2/50 (4%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 1/50 (2%)
POLY~3 RATE (b) 1/40.89 2/39.45 0/39.45% 2/42.91 0/44.24 0/45.74 0/45.30 1/744.02
POLY-3 PERCENT (g) 2.5% 5.1% 0.0% 4.7% 0.0% 0.0% 0.0% 2.3%
TERMINAL (d) 1/30 (3%) 2/21 (10%) 0/21 (0%) 1/30 (3%} 0/31 (0%) 0/39 (0%) 0/35 (0%) 1/34 (3%)
FIRST INCIDENCE 729 (T) 728 (T) -—— 590 - -—- —— 730 (T)
STATISTICAL TESTS
LIFE TABLE P=0,511 P=0.376 P=0,571N P=0.505 P=0.208 (e) (e) P=0.506
‘POLY 3 P=0,480 P=0.487 P=0.507N P=0.517 P=0.213 (e) (e) P=0.499
POLY 1.5 P=0.474 P=0.500 P=¢. 501N P=0.514 P=0.214 {e) (e) P=0.499
POLY 6 P=0,485 P=0.464 P=0.520N P=0.517 P=0.210 (e) (e) P=0.498
LOGISTIC REGRESSION P=0,483 P=0.376 (e) P=0.506 (e) (e) (e) P=0.506
COCH~-ARM / FISHERS P=0.460 P=0,500 P=0.500N P=0.500 P=0,215% {e) (e) P=0.500
Males Females
Dose ¢ 280 830 2500 0 280 830 2500
PPM 3%, PPM PPM PEM PPM PPM PPM
Skin
Basal or Sq. Cell Carcinoma, Caxcinoma, Basosg. Tumor
(M or B), Basal Cell Adenoma, Adenoma, Papilloma, Sq Papilloma, Keratoacarithoma, Trichoepitheliom
TUMOR FATES # # # # L # # 4
OVERALL (a) 4/50 (8%) 6/50 (12%) 3/50 (6%) 8/50 (16%) 1/50 (2%) 0/50 (0%) 0/50 (0%) 1/50 (2%)
POLY~3 RATE (b) 4/40.99 6/39.97 3/39.45 8/43.01 1/44.24 0/45.74 0/45.30 1/44.02
POLY-3 PERCENT (g) 9.8% 15.0% 7.6% 18.6% 2.3% 0.0% 0.0% 2.3%
TERMINAL {(d) 3/30 (10%) 4/21 (19%) 3721 (14%) 6/30 (20%) 1/33 (3%) 0/39 (0%) 0/35 (0%} 1/34 (3%)
FIRST INCIDENCE 704 638 729 (T) 590 730 (T) - ——— 730 (T)
STATISTICAL TESTS
LIFE TABLE P=0.233 P=0.201 P=0.626 P=0,183 P=0.%32 P=0.467N P=0.488N P=0.755N
POLY 3 P=0,172 P=0.352 P=0.521N P=0.198 P=0.5%33 P=0.493N P=0.495N P=0.760
POLY 1.5 P=0.164 P=0,372 P=(.502N P=0.196 P=0,496N P=0.498N P=0.760
POLY 6 P=0.180 P=0.316 P=0.557N P=0.196 P=0.489N P=0,492N P=0.759
IOGISTIC REGRESSION P=0,193 P=0,289 P=0.639N P=0.190 P=0,%32 {e) {e) P=0,755N
COCH~ARM / FISHERS P=0.,149 P=0.370 P=0. 500N £=0,178 =0, 541 P=0.500N P=0, 500N P=0.753N




Date: 01/25/01 EXPERIMENT: 05211 TEST: 05 Page 13
Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - EMODIN
Terminal Sacrifice at 105 weeks

Males ’ Females

Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPM PPM PPM pen
skin
Fibroma

TUMOR RATES # # ' # . # # 4 # #

OVERALL (a) 1/50 (2%) 3/50 (6%) 2/50 (4%) ‘5/50 (10%) 2750 (4%) 0/50 (0%) 1/50 (2%) 0/50 (0%)

POLY-3 RATE (b) 1/40.99 3/40.48 2/39.91 5/43.17 2/44.26 0/45.74 1/45.38 0/44.02

POLY~3 PERCENT (g) 2.4% 7.4% 5.0% 11.6% 4.5% - 0,0% 2,2% 0.0%

TERMINAL (4) 0/30 (0%) 0/21 (0%) 0/21 (0%) 3/30 (10%) 1/33 (3%) 0/39 (0%) 0/3% (0%) 0/34 (0%)

FIRST INCIDENCE 704 584 i 631 60S 729 . ——— 711 - '

STATISTICAL TESTS ,

LIFE TABLE P=0.128 P=0.266 P=0.439 P=0.113 P=(0, 277N P=0.210N P=0.477N P=0,240N

POLY 3 . P=0,100 P=0,300 P=0.491 P=0.113 P={, 274N P=0.230N P=0.491N P=0.238N
‘ POLY 1.5 P=0.096 P=0.309 P=0.501 P=0.111 =0 .2708 P=0.233N P=0.496N P=0,238N
; POLY 6 P=0.104 P=0.283 P=0.472 P=0,113 P=(,279N P=0.225N P=0.,485N P=0.239N

LOGISTIC REGRESSION P=0.088 P=0.301 $=0.498 P=0.109 P=0,272N P=0,217N P=0.483N P=0,241N
' * JCOCH-ARM / FTSHERS =0.088 P=0.309 P=0.500 P=0.102 P=(,266N P=0.24MN P=0.500N =0.247N

Males Females
Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPN PPM PPM PPM

8kin
Fibroma, Fibrosarcoma, Sarcoma, :535? Myxosarcoma,
or Fibrous Histiocytoma

_ TUMOR RATES ' £ * ' ¢ # * 4
|ovERALL (a) 2/S0 {4%)  4/50 (B%)  2/50 (4%)  5/50 (108) |2/50 (4%)  1/50 (28)  2/50 (4%)  0/50 (0%)
POLY-3 RATE (b) 2/41.99 4/40.67 2/39.91 5/43.17 2/44.26 1/45.74 2/46.35 0/44.02
POLY-3 PERCENT (g) 4.8% 9.8% 5.0% 11.6% 4.5% 2.2% 4.3% 0.08%
TERMINAL (d) 0/30 (0%)  0/21 (0%)  0/21 (0%)  3/30 (10%) [1/33 (3%)  1/39 (3%)  0/35 (0%)  0/34 (0%)

: FIRST INCIDENCE 122 584 631 605 725 730 (T) 232
; STATISTICAL TESTS _

LIFE .—.’uvm $=0.267 P=0.292 P=0.644 P=0.230 P=0.219N P=0.449N P=0.674N P=Q.240N
POLY 3 . P=0.227 P=0.322 P=0.676 P=0.226 P=0.216N P=0.489N P=0.6778 P=0.238N
, POLY 1.5 =0.222 P=0.334 =0.687 P=0.225 P=0.213N P=0.494N P=0, 684N P=0.238N
| POLY 6 . ) P=0.233 P=0.301 P=0.656 P=0.226 P=0.220N Px=0.482N P=0.670N P=0.239N
! LOGISTIC REGRESSION P=0.175 P=0.243 P=0.619 P=0.166 P=0.191N P=0.465N P=0.664N P=0.241N

COCH~ARM '/ FISHERS P=0.211 P=0,339 P=0.691N P=0.218 P=0.208N P=0.500N P=0.691N P=0.247H
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statistical Analysis of Primary Tumors in Rats{FISCHER 344) EMODIN
Terminal Sacrifice at 105 weeks
Males Females
Dose [ 280 830 2500 0 280 830 2500
PPM PPM PeM PPM PPM PPM PPM PPM
Skin :
Keratoacanthoma
TUMOR RATES # # # # # # # #
OVERALL (a) 3/50 (6%) 3/50 (6%) 3/50 (6%) 3/50 (6%) 1/50 (2%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) 3/40.99 3739.97 3/39.45 3/42.44 1/44.24 0/45.74 0/45.30 0/44.02
POLY-3 PERCENT (g) 7.3% 7.5% 7.6% 7.1% 2.3% 0.0% 0.0% 0.0%
TERMINAL (d) 2/30 (7%) 1/21 (5%) 3/21 (14%) 3730 (10%) 1/33 (3%) 0/39 (0%) 0/35 {0%) 0/34 (0%)
FIRST INCIDENCE 704 638 729 (T) 728 (T) 730 (T) il - -
STATISTICAL TESTS
LIFE TABLE P=0.522N P=0,534 P=0,497 P=0.663 P=0.479N P=0.467N P=0,488N P=0,494N
POLY 3 P=0,575N P=0,652 P=0.645 P=0,647N Pr0.477N P=0.493N P=0,495N P=0.501N
POLY 1.5 P=0.583N P=0.660N P=0,661 P=0,647N P=0.475N P=0.496N P=0.498N P=0.501N
POLY 6 P=0.567N P=0.626 P=0.615 P=0.652N P=0.480N P=0.489N P=0.492N P=0.502N
LOGISTIC REGRESSION P=0.550N P=0.636 P=0.548 P=0.660N P=0.479N (e) (e) (e)
COCH-ARM / FISHERS P=0.601N P=0.661N P=0.661N =0, 661N P=0.472N P=(. 500N P=0.500N P=0.500N
Males Femzles 1
Dose 0 280 830 2500 0 280 %30 2500
PPM PPM PPM PPM PPM PPM PPM PPM i
Skin -
Squamous Cell Carcinoma, Basal Cell Carcinoma, Basosgquamous |
Tumor {maligrant or NOS), or Carcinoma |
TUMOR RATES # # T ¥ 4 # # #
OVERALL (a) 0/50 (0%) 1/50 (2%) 0/50 (0%) 2/50 (4%) 0/50 (0%} 0/50 (0%) 0/50 {0%) 0/50 (0%)
POLY-3 RATE (b) 0/40.89 1/39.45 0/39.45 2/42.44 0/44.24 0/45.74 0/45.30 0/44.02
POLY~3 PERCENT (g) 0.0% 2.5% 0.0% 4.7% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 0/30 (0%) 1/21 (5%) 0/21 (0%) 2/30 (7%) 0/33 (0%) 0/39 (0%) 0/35 (0%) 0/34 (0%)
FIRST INCIDENCE —— 729 (T) ——— 729 (T) — ——— -—— ———
STATISTICAL TESTS
LIFE TABLE P=0.190 P=0.429 (e) P=0.238 (1:3] (e) {e) (e}
POLY 3 P=0,156 P=0.493 (a) P=(.245 (2) (e) (e) (e)
POLY 1.5 P=0.154 P=0,500 (@) P=0.245 (e) (e) {e) (e)
POLY € P=0.156 P=0.480 (e} P=0.243 (=) (e) (e) (e)
LOGISTIC REGRESSION (@) P=0,429 (e) P=0.238 (2} (e) (@) (e)
COCH-ARM / FISHERS P=0.149 P=0.500 (e) p=0.247 () (e) (e} (e}
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Statistical Analysis of : -‘mary Tumors in Rats(FISCHER 344) - EMODIN
Terminal Sacrifice at 105 weeks

Males Pemales
Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPM PPM PPM PPM
e b Y P T Y P -4
Skin
Squamous Cell Papillioma
TUMOR RATES # # # # # # # #
OVERALL (a) 0/50 (0%) 1/50 (2%) 0/50 (0%) 2/50 (4%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY~3 RATE (b) 0/40.89 1/39.45 0/39.45 2/42.54 0/44.24 0/45.74 0/45.30 0/44.02
POLY-3 PERCENT (g) 0.0% 2.5% 0.0% 4.7% 0.0% 0.0% 0.0% 0.0%
TERMINAL (d) 0/30 (0%) 1/21 (5%) 0/21 (0%) 1/30 (3%) 0/33 (0%) 0/39 (0%) 0/35. (0%) 0/34 (0%}
FIRST INCIDENCR —— 729 (T) - 702 - - - -
[ . , ,
STATISTICAL TESTS
LIFE TABLE ’ P=0.190 P=0.429 (e} P=0.243 {e) {e) (e) (e)
POLY 3 P=0.156 P=0.493 (e) P=0.246 (@) (@) (e) (e)
POLY 1.5 P=0.155 P=0.500 {e) P=0.245 (e) (e) (e) (e)
POLY 6 P=0.157 P=(0,480 (e) P=0.244 (e) (e} {e) {e)
LOGISTIC REGRESSION P=0.174 P=0.429 (e) P=0.243 (e) (e} {a) (e}
COCH-ARM / FISHERS P=0.149 P=0.500 (e} P=0.247 (e) {a) (e) (e)
. : Males Females
Dose [V 280 830 2500 0 280 830 ! 2500
PPM PPM PPM PPM PPM PPM PPM PPM
Skin |
 Squamous Cell Papilloma, Papilloma, Squamous Cell
. Careinoma or Keratoacanthoma
TUMOR RATES ' # # o ' # # ¢
, ch?vr (a) 3/50 (6%) 4/50 (8%} 3/50 (6%) 6/50 (12%) (1/50 (21) 0/50 (0%) 0/50 (0%) 0/50 (0%)
POLY-3 RATE (b) . 3/40.99 4/39.97 3/39.45 6/42.54 1/44.24 0/45.74 0/45.30 0/44.02
{POLY-3 PERCENT (g} 7.3% 10.0% 7.6% 14.1% 2.3% 0.0% 0.0% 0.0%
; TERMINAL (d) | 2/30 (7%) 2/21 (10%) 3721 (24%) 5/30 {17%) |1/33 (3%) 0/39 {0%) 0/35 (0%) 0/34 (0%)
| FIRST HZnuunz,nn 704 638 728 (T) 702 730 (T) - - -—
| STATISTICAL TESTS
L LIFE TABLE - 1 =0.267 P=0.353 P=0.497 P=0.245 P=0.4791 P=0.46TN P=0, 488K P=0.494N
POLY 3 i P=0.206 P=0.486 P=0.645 P=0.259 P=0.47M P=0.493N P=0.495N P=0.501N
o mo—.&,».m : P=0.200 P=0.503 P=0.661 P=0.259 P=0.47511 P=0.496N P=0.498N P=0.501N
, POLY| 6 i P=0,211 P=0.,455 P=0.615 P=0.254 P=0.48010 P=0.489N P=0.492N P=0.502N
LOGISTIC REGRESSION P=0.234 P=0.455 P=0,548 P=0.246 P=0.4790 (e) (e) (e)
noQ._,..rwx / Nummwam P=0.185 P=0,500 P=0.661N P=0.243 =0 . 4720 P=0,500N P=0.5008 P=0.500N
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) EMODIN
Terminai Sacrifice at 105 weeks
Males Femaleg
Dose 0 280 830 2500 0 280 830 2500
PPM PPM rpM PERM PPM 3%\ PPM PEM

skin

Sqguamous Cell Papilloma, Papilloma, or Keratoacanthoma
TUMOR RATES # # # # # ¥ # #
OVERALL (a) 3/50 (6%) 4/50 (8%) 3/50 (6%) 5/50 (10%) 1/50 (2%) 0/50 {0%) 0/50 (0%) 0/50 (0%)
| POLY~3 RATE (b} 3/40.99 4/39.97 3/39.45 5/42.54 1/44.24 0/45.74 0/45.30 0/44.02
POLY~3 PERCENT (g) 7.3% 10.0% 7.6% 11.8% 2.3% 0.0% 0.0% 0.0%
TERMINAL (d) 2/30 (7%) 2/21 (10%) 3721 (14%) 4/30 (13%) 1/33 (3%) 0/39 (0%) 0/35 (0%) 0/34 (0%)
FIRST INCIDENCE 704 638 729 (M) 702 730 (7T) - - ==
STATISTICAL TESTS
LIFE TABLE P=0.40% P=0.353 P=0.497 P=0.359 P=0.479N P=0.467N P=0.488N P=0.494N
POLY 3 P=0,343 P=0.486 P=0.645 P=0.376 P=0.477N P=0.493N P=0, 495N P=0.501N
POLY 1.5 P=0.336 P=0,503 P=0.661 P=0.376 P=0,4'75N P=0.496N P=0.498N P=0.501N
POLY 6 P=0,351 P=0, 458 P=0.61%5 P=0.371 P=0.480N P=0,489N P=0.492N P=0.502N
LOGISTIC REGRESSION P=0.372 i P=0,45% P=0.548 P=0.363 P=0.4'19N (e) (e) (e)
COCH-ARM / FISHERS P=0.315 P=0.500 P=0.661N P=0,357 P=0.4'712N P=0.500N P=0.500N P=0.500N

Males Females
Dose 1] 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPM PPM PPM PPM

Tegtes

Adenoma
TUMOR RATES
OVERALL (a) 41/50 (82%) 43/50 (86%) 44/50 (88%) 48/S50 (96%)

POLY~-3 RATE (b}
POLY-3 PERCENT (g)
TERMINAL (d)

FIRST INCIDENCE

STATISTICAL TESTS
LIFE TABLE

POLY 3

POLY 1.5

POLY 6

LOGISTIC REGRESSION
COCH-ARM / FISHERS

- 41/44.33
92.5%
29/30 {97%)
528

0.488
0.099
0.049 *
0.221
0.028 *
=0.023 *

H

L

)3
P
P
P:
P
)4

43/45.66
94.2%

21/21 (100%)
555

P=0.020 *
P=0.553
P=0.563
P=0.472
P=0.309
P=0,393

44/47.50
92.6%
20/21 (95%)
510

48/4%.74
98.5%

30/30 (100%)
449

P=0.165
p=0,135
P=0.071
P=0,249
P=0.044 *
P=0.026 *

w
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: Statistical Analysis of Primary Tumorg in Rats(FISCHER 344) - EMODIN
Terminal Sacrifice at 105 weeks
' ) ! T
Males Femaleg

Dose 0 280 830 2500 0" 280 830 2500

\ PPM . PPM PPM PPM PPM PPM PEM PEM

Thyroid Gland: C-Cell
., Adenoma
; TUOR RATES
v OVERALL 'r) 3/50 (6%} §/50 (10%)  3/50 (6%) 3/50 (6%) 4/49 (8%) 6/50 (12%) 4/50 (8%) 3/50 (6%)
g POLY~3 RATE (b) 3/40.89 5/39.80 3/40.37 3/42.44 4/44.63 6/46.09 4/45.71 3/44.02
r POLY-3 PERCENT (g) 7.3% 12.6% 7.4% 7.1% 9.0% 13.0% 8.7% 6.8%
) TERMINAL (Q) 3720 110%)  4/21 (19%)  0/21 (0%) 3/30 (10%) |3/33 (9%) 5/39 (13%) 3/35 (9%) 3/34 (9%)
b FIRST INCIDENCE 728 .2 632 .. 575 729 (T) 527 634 592 730 {T)
b e cum—s e —— . ——— | , : ' . i
| STATISTICAL TESTS |
; et e B f
/ LIFE TABLE P=0.377N P=0.196 P=0.553 P=0.665 P=0,320N P=0.461 P=0.615N P=0.484N _
" POLY 3 P=0.426N P=0.340 P=0.657 P=0.646N P=0,315N 7=0.390 P=0.630N P=0.508N
; POLY 1.5 P=0.433N P=0.358 P=0,658N P=0, 646N P=0.307N P=0.385 P=0.633N P=0.501N
' POLY 6 P=0.420N P=0.308 P=0.637 P=0.650N P=0.3278 P=0.399 P=0.622N P=0.516N
i LOGISTIC RECRESSION =0. 414N P=0.268 pP=0,658 P=0. 665 P=0.298N P=0.381 P=0, 628N P=0.,493N
v COCH-ARM / FISHERS P=0.453N pP=0.357 P=0.661N P=0.661N P=0.293N 7=0.383 P=0.631N P=0.489N
V Males , Females
' Dose 0 28¢ 830 2500 0 280 830 2500
! ﬂ PPM opM PPM PPM PPM PPM PPY PPM
! . ===
b
; Thyroid Gland: C-Cell
J ! Carcinoma
4 .

TUMOR RATES : _

OVERALYL (a’ ; 1/50 (2%) 1/50 (2%) 1/50 (2%) 1/50 2/49 (4%) 2/50 (4%) 0/50 (0%) 3/50 {6%)

POLY-3 RATE (b) 1/40.97 1/39.45 1/39.45 1/42:6. 2/44.01 2/45.74 0/45.30 3/44.38
, POLY~3 PERCENT (y) 2.4% 2.5% 2.5% 2.3% 4.5% 4.4% 0.0% 6.8%
: TERMINAL (d} 0/30 (0%) 1/21 (S%) 1/21 (5%) 0/30 (0%) 2/33 (6%) 2/39 (5%) 0/35 (0%) 1/34 (3%)
; FIRST INCIDENCE 711 729 (T) 729 (1) 617 730 (1) 730 {T) - 646
; STATISTICAL TRSTS

LIFE TABLE | P=0.620N P=0.687 P=0.682 £=0.751N P=0,342 P=0.634N P=0.225N P=0.508

POLY 3 i P=0.650N P=0.753 P=0.753 P=0.751N P=0.358 P=0.680N P=0.231N P=0.504

POLY 1.5 P=0.656N P=0.761 P=0.760 P=0.752N P=0.360 P=0.683N P=0.233N P=0.505

POLY 6 | P=0.643N . P=0.737 P=0.738 P=0.752N P=0.354 P=0.674N P=0.2278 P=0.503
,, LOGIS™IC REGRESSION P=0.650N P=0.722 P=0.723 P=0.762 P=0.348 P=0. 634N {e) P=0.500
: COCH-ARM / #ummnxm P=0,668 =0. 753N P=0.753N . P=0.753N P=0.364 P=0.684N P=0,242N P=0.510
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) EMODIN
Terminal Sacrifice at 105 weeks
BRESSEmzmnED SounEEmmrEmssssSSIIOES ZzpzzopmzrIsonSSEmosIESe P e e e e SESSRNEISITSSSR
Males Females
Dose Q 280 830 2500 0 280 830 2500
PPM PPM PFM PPM PPM PPM PPM PPM

Thyroid Gland: C-Cell

Carzincima or Adenoma
TUMOR RATES '
OVERALL (a) 4/50 (8%) 6/50 (12%) 4/50 (8%) 4/50 (8%) 6/49 (12%) m\wo {16%) 4/50 (8%) 6/50 (12%)
POLY~-3 RATE (b) 4740.97 6/39.80 4/40.37 4/42.83 6/44.63 8/46.09% 4/45.177 6/44.38
POLY~3 PERCENT (g) 9.8% 15.1% 9.9% 9.3% 13.4% 17.4% 8.7% 13.5%
TERMINAL (4) 3/30 (10%) 5721 (24%) 1/21 (5%) 3730 (10%) 5/33 (15%) 7/39 (18%) 3/35 (9%) 4/34 (12%)
FIRST INCIDENCE 711 632 575 617 527 634 592 646
STATISTICAL TESTS
LIFE TABLE P=0.371N P=0.190 P=0.497 P=0.637N P=0.507N P=0,504 P=0.339N P=0.602N
POLY 3 P=0. 420N P=0.350 P=0.636 P=0.619N P=0.4I89N P=0.411 P=0.354N P=0.617
POLY 1.5 P=0.431N P=0,371 P=0.639N P=0.622N P=0, 480N P=0.406 P=0.359N P=0.618N
POLY 6 P=0.408N P=0,311 p=0,611 P=0.621N P=0, 499N P=0.423 P=0.345N P=0.612
LOGISTIC REGRESSION P=0.415N P=0.266 P=0,628 P=0.628N P=0.481N F=0.409 P=0.356N P=0.616N
COCH-ARM / FISHERS P=0.458N P=0.370 P=C., 643N P=0.643N P=0.467N $=0.4G3 P=0.357N P=0.6Q6N

Males Females
Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPM PPM PPM PPM

Thyroid Gland: Follicular Cell

Carcinoma '
TUMOR RATES
OVERALL (a) §/50 (0%) 2/50 (4%) 2/50 (4%) 0/50 (0%) 0/4% (0%) 1/50 (2%) 1/50 (2%) 0/50 (0%)
POLY~3 RATE (b) 0/40.89 2/39.46 2/39.46 0/42.44 0/44.01 1/45.74 1/45.30 0/44.02
POLY~3 PERCENT (g) 0.0% 5.1% 5,1% 0.0% 0.0% 2.2% 2.2% 0.0%
TERMINAL (d) 0/30 (0%) 1721 (5%) 1/21 (5%) 0/30 (0%) 0/33 (0%) 1/39 (3%) 1735 (3%) 0/34 (0%)
FIRST INCIDENCE -—— 725 725 ——— - 730 (T) 730 (T) -
STATISTICAL TESTS
LIFE TABLE P=0.354N P=0.167 P=0.167 (e) P=0.551N P=0.533 P=0.512 (e)
POLY 3 P=0.370N P=0.229 P=0,229 {e) P=0.%43N pP=0,508 P=0.506 (e)
POLY 1.5 pP=0,372N P=0.237 P=0.236 (e) P=0, 541N P=(,506 P=0.504 (e)
POLY 6 P=0,373N P=0.214 P=0.215% (e) P=0,%46N P=0,511 P=0.509 {e)
LOGISTIC REGRESSION P=0.353N P=0.17% P=0.175 {e) (e) P=0.533 P=0.512 (e)
COCH~ARM / FISHERS P=0.386N P=0.,247 P=0.247 (e) P=0.%538N P=0.505 P=0.505 {e)
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) - EMODIN
. Terminal Sacrifice at 105 weeks
Males ' Females |
Dose 0 280 830 2500 4] 280 830 2500
PPM PPM PPM PPM PEM PPM PPM PPH
Thyroid Gland: Follicular Cell
Carcinoma ox Adenoma
TUMOR RATES ‘ ,
OVERALL {(a) 1/50 {(2%) 3/50 (6%) 2/50 (4%) 0/50 (0%) 0/49 (0%) 2/50 (4%) 1/50 (2%) 1/50 ﬂ.uﬁ
POLY-~3 RATE (b) 1/40.89 3/39.46 2/39.46 0/42.44 0/44.01 2/45.74 1/45.30 1/44.02
POLY-3 PERCENT (g) 2.5% 7.6% 5.1% 0.0% 0.0% 4.4% 2.2% 2.3%
TERMINAL (d) 1/30 (3%) 2721 (10%) 1/21 (5%) 0/30 (0%) 0/33 (0%) 2/39 (5%) 1/35 (3%) 1/34 (3%)
FIRST INCIDENCE 729 (T) 725 725 - -—— 730 (T) 730 {T) 730 (T)
‘STATISTICAL TESTS
LIFE TABLE P=0.167N P=0.190 P=0.378 P=0.500N P=0.602 P=0.276 p=0,512 P=0.506
POLY 3 P=0.174N P=0.292 P=0.488 P=0.493N P=0.609 P=0,246 P=0.506 P=0.500
POLY 1.5 P=0.176N P=0.305 P=0.499 P=0,493IN P=0.612 P=0,244 P=0.504 P=0,501
POLY 6 P=0.173N P=0.268 P=0.466 P=0.494N P=0.605 P=0,249 P=0.509 P=0.498
LLOGISTIC REGRESSION P=0,163N P=0.198 P=0.395 (CY] (e) P=0.276 P=0.512 P=0.506
non::,;z / FISHERS P=0.187N P=0.309 P=0.500 P=0,500N P=0.617 P=0,253 P=0.505 P=0.505
' Males Pemales
Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPM PPM PPM PPM
Uterus
‘Polyp Stromal
TUMOR RATES | * # 4 ¥ # 4 # #
OVERALL (a) = - 10/50 (20%) 8/50 (16%) 7/50 (14%) 10/50 (20%)
POLY-3 RATE (b) 10/45.55 8/45.74 7/46.22 10/44.48
POLY-3 PERCENT (g) 22.0% 17.5% 15.2% 22.5%
TERMINAL (4) | 5/33 (15%) 8/39 (21%)  4/35 (11%) 9734 (27%)
Mﬂam.m. HZﬂHUNBmN 630 730 (T) 527 592
STATISTICAL TESTS
LIFE TABLE | P=0.411 P=0.291N P=9.268Y =0.583N
POLY(3 | P=0.425 P=0.393N P=0.2B5N P=0.576
mﬂ.ﬁ 1.5 , P=0,438 P=0.394N P=0.292N P=0.587
POLY 6 : =0,405 P=0.395N P=0,279N P=0.555
LOGISTIC REGRESSION : P=0.439 P=0,374N P=0.299N P=0.595
P=0.452 P=0.398N P=0.298N =0 .598N

COCH-ARM / FISHERS
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Statistical Analysis of Primary Tumors in Rats (FISCHER 344) - EMODIN
Terminal Sacrifice at 105 weeks
Males _ Females
Dose ¢} 280 830 2500 0 280 830 2500
PPM PPM PPM PPM rey PPM PEM PpPM
Uterus
Sarcoma Stromal or Polyp Stromal
TUMOR RATES # # # # # # # #
OVERALL {a) 11/50 (22%) 8/50 (16%) 7/50 (14%) 10/50 (20%)
POLY-3 RATE (b) 11/45.57 8/45.74 7/46.22 10/44.48
POLY-3 PERCENT (g) 24.1% 17.5% 15.2% 22.5%
TERMINAL (4) . 5/33 {15%) 8/39 (21%) 4/35 (11%) 9/34 (27%)
FIRST INCIDENCE 630 730 (T) 527 592
STATISTICAL TESTS
LIFPE TABLE P=0.477 P=0.214N P=0.197N P=0.489N
POLY 3 P=0.494 P=0.300N P=0.205N P=0.525N
POLY 1.5 pP=0.506 pP=0.302N P=0,212N P=0.513N
POLY 6 P=0,474 P=0,302N P=0.201N P=0.549N
LOGISTIC REGRESSION P=0.507 P=0.281N P=0.218N P=0.504N
COCH-~ARM / FISHERS pP=0.521 P=0.306N P=0.218N P=0.500N
Males Females
Dose 0 280 830 2500 Q 280 83, 2500
PPM PPM PPM PPM PPM PPM PPM EPM
Zymbal’'s Gland
Carcinoma

TUNOR RATES # # # # # # ¥ #
QVERALL (a) 0/50 (0%) 1/50 (2%) 0/50 (0%) 1/50 (2%) 0/50, (0%) 0/50 (0%) 0/50 (0%) 3750 (6%)
POLY~3 RATE (b) 0/40.89 1/40.19 0/39.45 1/742.44 0/44.24 0/45.74 0/45.30 3/45.82
POLY-3 PERCENT (g) 0.0% 2.5% 0.0% 2.4% 0.0% 0.0% 0.0% 6.6%
TERMINAL (Q) 0/30 (0%) 0/21 (0%) 0/21 (0%) 1/30 (3%) 0/33 (0%) 0/39 (0%) 0/35 (0%) 0/34 (0%)
FPIRST INCIDENCE - 462 - ‘129 {T) - ——— - 360
STATISTICAL TESTS
LIFE TABLE P=0.479 P=;,517 {e) P=0,500 P=0.010 * (e) {e) P=0.128
POLY 3 P=0.469 P=0.497 (e) P=0.507 P=0.008 ** (e (e) P=0.125
POLY 1.5 P=0,469 =0, 502 (e) P=0,507 P=0.008 ** (@) (e) P=0.123
POLY 6 P=0,468 P=0.48S (e) P=0.506 P=0.008 ** (e) (e) P=0.127
LOGISTIC REGRESSION P=0.424 P=0.363 (o) P=0.500 P=0,007 ** {e) (e) »=0.093
COCH~ARM / PISHERS P=0.458 P=0.500 (e) P=0.500 P=0.009 **  (e) (e) P=0.121

o
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - EMODIN
Terminal Sacrifice at 105 weeke

W _ Males ’ Penales ,
! Doge 0 280 830 2500 4] 280 830 2500
' P PPM PPM PEM ey PPM PPM PPM
H All Organs
! Leukemia: Lymphocytic, Monocytic, Mononuclear, or
’ Undifferentiated
TUMOR RATES # # # o # * ¥ "R
‘ OVERALL (a) 28/50 (56%) 31/50 (62%) 29/50 (58%) 18/50 (36%) [14/50 (28%) 17/50 (34%) 16/50 (32%) 3/50 '(6%)
' POLY- RATE (b) 28/45.54 31/47.64 29/45.54 18/46.53 14/46.55 17/47.71 16/47.73 3/44.70
| POLY-3 PERCENT (g) 61.5% 65.1% 63.7% 38.7% 30.1% 35, 6% 33.5% 6.7%
’ TERMINAL (d) 16/30 (53%) 7/21 (33%) 11/21 (52%) 6/30 (20%) Q\uu_gwaav 12/39 (31%) 9/35 (26%) 1/34 (3%)
B FIRST INCIDENCE 284 491 uqu 266 »sm L 575 527 603
et tat . : | i
STATISTICAL TEST8 ) '
LIFF TABLE P=0,012N* P=0.129 P=0.174 P=0,063N P=0.00215%* P=0,487 P=0,477 P=0.006N**
POLY 3 P=0.003N*« P=0.442 P=0.500 P=0,021N* P<0.00117%* P=0.361 P=0.445 P=0,003N**
POLY 1.5 P=0.003N** P=0.425 P=0.528 =0, 021N* P<0. 0O11i** P=0,347 P=0.426 P=0.003N**
POLY 6 P=0.003N**  p=0.460 P=0.455 P=0.021N* P<0. 001I** P=0.1385 pP=0.471 P=0., 004N**
LOGISTIC REGRESSION P=0.00TN** P=0.341 P=0,505 P=0,.037N* P<0.00107** P=0.304 P=0.401 P=0., 004N**
COCH-ARM / FISHERS P=0,006N** P=0.342 P=0.500 P=0. 035N P<0.00111** P=0.333 P=0.414 P=0.003N**
W Males ‘ Females
Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPM e PPM PPM
: All Organs
: Mesothelioma: Benign, Malignant, NOS
: TUMOR RATES ' " # " " * " #
- - - ! i .
2/50 (4%) 1/50 (2%) 3/50 (6%) 1/50 {2%) 0/50 (0%) 0/50 (0%) 0/50 (0%) 1/50 (2%)
(b) 2/41,52 1/39.78 3/40.35 1/42.83 0/44.24 0/45.74 0/45.30 1/44.17
POLY-3 PERCENT (g) 4.8% 2.5% 7.4% 2.3% 0.0% 0.0% 0.0% 2.3%
TERMINAL (Q) 0/30 (0%) 0/21 (0%) 0/21 (0%) 0/30 (0%) 0/33 (0%) 0/39 (0%} 0/35 (0%) 0/34 (0%)
mnwmﬂ«mznuUNZHN 604 636 603 617 ’ —— ——— - 6§90
STATISTICAL TESTS
P=0.436N P=0.531N P=0.466 P=0.489N $=0.203 {e) {e) P=0.495
P=0. 440N P=0.515N P=0.487 P=0.489N P=0.213 {e) {e) P=0.500
P=0.450N P=0.501N P=0.500 P=0.489N P=0.214 (e} (e) P=0.500
P=0.429N Pr0.539N P=0.462 - P=0.493N P=0.211 (e) (e) P=0.499
P=0.489N P=0.508N P=0.495 P=0.524N P=0.216 {e) (e) P=0,500
P=0.466N P=0,500N P=0.500 P=0.500N P=0.215 {e) (e) P=0.500
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344)

Terminal Sacrifice at 105 weeks
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EMODIN

830

All urgans

Mescthelioma: Malignant

TUYMOR PATES # # # # # # # #
OVERALY: (&) 2/50 (4%} 1/50 (2%) 3/57 (6%) 1/80 (2% G/50 (0%) 0/50 (0%) 0/50 (0%) 1750 (2%)
POLY -3 RATE (b) 2/41.52 1/39.73 3/406.35 1/42.82 0/44.24 0/45.74 0/45.30 1/44.17
POLY -3 PERCENT ‘g) 4.8% 2.5% 7.4% 2.3% 0.0% 0.0% 0.0% 2.3%
TERMINAL (&) 0/30 (0%) 0/21 (0%) 0/21 (0%) 0/30 (0%} 0/33 (0%) 0/39 (0%) 0/35 (0%) 0/34 (0%)
FIRST INCIDENCE 604 636 w03 617 - ——— -—— 690
STATISTICAL, TESTS
i2FE TABLE P=0.436N P=0, 531N P=0,466 P=0.499N P=0.203 (e} {e) ?=0.495
POLY 3 P=0. 440N P=0. 515N P=0.487 P=0.489N P=0.213 (e) {e) P=0.500
POLY 1.5 P=0,450N P=0.501N P=0.%00 P=0.489N P=0.214 (e) (e) P=0.500
POLY 6 P=0.429N P=0,539N P=0.462 P=0.493N P=0.211 (&) (e) P=0.499
LOGISTIC REGRESSION P=0,489N P=0.508N P=0.495 P=0.524R1 P=0.21% e) (e) P=0,500
COCH-ARM / FISHERS P=0.466N P=0.500N P=0.500 b0, 500N P=0.215 (e] {e) P=0.500
Males Females
Dose 0 280 830 2500 0 280 830 2500
PPM PPM PPM PPM PPM PEM PPM PPM

All Organs

Banign Tumors
TUMOR RATES # # # # # # # #
OVERALL (a) 45/50 (90%) 46/50 (92%) 47/50 (94%) 49/50 (98%) |41/50 (82%) 39/50 (78%) 41/50 (82%) 37/50 (74%)
POLY-3 RATE (b) 45/45.79 46/47.15 47/48.25 49/49.05 41/49,13 39/47.70 41/48.10 37/47.72
POLY-~2 PERCENT (g) 98,3% 97.6% 97.4% 99.9% 83.5% 81.8% 8§5.2% 77.5%
TERMINAL (&) 30/30 (100%) 21/21 (100%) 21/21 (100%) 30/30 (100%) |26/33 (79%) 32/39 (82%) 31/35 (B9%) 26/34 (77%)
FIRST INCIDENCE 472 5311 483 449 497 600 527 529
STATISTICAL TESTS
LIFE TABLE P=0.391N P=0,036 * P=0.031 * P=0,344 P=0, 405N P=0.134N P=0.411N P=0.280N
POLY 3 20,292 P=0.792N =0.698N P=0.656 P=0.260N P=0.520N P=0.515 P=0.313N
POLY 1.5 P=0,148 P=0, 648N P=0.7%2N P=0.313 P=0.240N P=0.470N P=0.538 P=0.278N
POLY 6 P=0,589 P=0.998N P=0.636N P=0,991 P=0,296N P=0.578N P=0.487 P=0.367N
LOGISTIC REGRESSION P=0,099 P=0. 634N P=0.629 ¥ n,281 P=0.242N P=0.355N P=0,597N P=0,237N
COCH-ARM / FISHERS P=0,078 P=0,500 P=0.357 F=y.102 P=0.240N P=0.402N P=0,602N P=0.235N
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Statistical Analysis of Primary Tumors in Rats(FISCHER 344) - EMODIN
Terminal Sacrifice at 105 weeks
mnEmRDED i Y EE R e Y S T £33 momzmz 2 - e, Samn
Males Females
Dose [¢] 280 830 2500 4] : 280 830 2500
PEM PPY PPM PPM PPM PEM PPM PPM
mmem sEmmmEoEEmmrmmssmeE EEEEREE e R cmpmm e == S HNREESSEEEEEnEE
All Organs
Malignant Tumors
TUNOR RATES i + Sy T ' " ' # # # ’
OVERALL (a) 36/50 (72%) 38/50 (76%) 36/50 (72%) 28/50 (56%) |22/50 (44%) 24/50 (48%) 22/50 (44%) 15/50 (30%)
POLY-3 RATE (b) 36/48.14 38/49.51 36/47.55 28/48.03 22/41.70 24/49.57 22/48.96 15/47.76
POLY~3 PERCENT (g) 74 .8% 76.8% 75.7% 58.3% 46.1% 48.4% 44.,9% 31.4%
TERMINAL (Q) 20/30 (67%) 10/21 (48%) 13/21 (62%) 12/30 (40%) |12/33 (36%) 15/39 (39%) 12/35 (34%) 5/34 (15%)
FIRST INCIDENCE 122 »mm, 368 266 nb_m, 396 232 360
STATISTICAL TESTS , ! ‘
LIFE TABLE P=0.034N* P=0,134 P=0,182 P=0,134N P=0.096N P=0.522N P=0, 496N P=0,142N8
POLY 3 P=0.018N* P=0.504 P=0.553 P=0.063N P=0, 047N P=0,491 P=0, 535N P=0.,101N
'POLY 1.5 P=0. 017N P=0.480 P=0,583 v=0.062N P=0.045N* P=0.461 P=0. 553N P=0.103N
POLY 6 P=0.020N* P=0.530 P=0.513 P=0.066N P=0.050N P=0.529 P=(.513N P=0,098N
LOGISTIC REGRESSION P=0.027N" P=0.443 P=0.588N P=0.086N P=0,025N* P=0.336 P=0.528 P=0, 0948
COCH~-ARM / FISHERS P=a0,019N* PF=0.410 P=0,58BN P=0.072N P=0, 043N P=0.421 P=0.580N P=0,107N
. Males ) , Females
Doge 0 280 830 2500 [ 280 830 2500
PPM PPM PPM PPM PPM PPM PPM PPM
All Organs
Malignant and Benign Tumors
TUMOR RATES ¥ y # # ¢ . # #
OVERALL An. : 49/50 (98%) 50/50 (100%) 50/50 (100%) 50/50 (100%)[45/50 (90%) 47/50 (94%) 48/50 (96%) 43/50 (B6K)
POLY-3 RATE (b) | 49/49.03 50/50.00 50/50.00 50/50,00 45/50.00 47/50.00 48/50.00 43/50.00
POLY-3 PERCENT (g). 100.0% 100.0% 100.0% 100.0% 90.0% $4,0% 96.0% 86.0%
TERMINAL  (4) ; 30/30 (100%) 21/21 (100%) 21/21 (100%) 30/30 (100%)]28/33 (BS%) 36/39 (92%) 33/35 (94%) 27/34 {(79%)
FIRST INCIDENCE 122 - 462 368 266 448 396 232 360
P=0.224N P=0.052 P=0.056 P=0,548 P=0.450N P=0. 308N P=0.533 P=0.494N
=1.000 P=1.000 =1 .000 P=1,000 P=0.159n P=0.357 P=0.217 P=0.380N
P=l.000 P=1.000 P=1,000 P=1,000 P=0.159N P=0.357 P=0.217 P=0.380N
P=1.000 P=1.000 P=1.000 P=1.000 P=0.159N P=0.357 P=0.217 P=0.3808
1 i P=0,754 P=0.987 ¥=0.949 p=0.860 (e) (e} (e) (e)
COCH~ARM \/ mHmmnme P=0.472 P=0.500 P=0.500 P=0.500 P=0.159N P=0.357 p=D.218 P=0.3B0N

a) Number Om;n=5br:v.nuw=n animals / number of animals examined at site.

(b} Number of tumor-bearing animals / Poly-3 number

{(d) Observed incidence at terminal kill.

(f) Beneath the control incidence are the P-values associated with the txend

th the & d group incidence are the P-values corresponding to
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pairwise comparisons between the controls and that dosed group. The life
table analysis regards tumcrs in animals dying prior to terminal kill as
being (directly or indirectly) the cause of death.
Logistic regression is an alternative
method for amalyzing the incidence of non-fatal tumors. The Cochran-Armitage
and Fishers exact tests compare directly the overall incidence rates
For all tests a negative trend is indicated by N
(e Value of Statistic cammot be computed.
£) Poly-3 adjusted lifetime tumor incidence.
J) Interim sacrifice
) Terminal sacrifice
Tumor rates based on number of animals necropsied.
To the right of any statistical result, indicates significance at (P<=0.05).
* To the right of any statistical result, indicates significance at (P<=0.01).
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