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Appendix 7 Organ Weight B140965
Sex: Female Day(s) Relative to Start Date
1 mgkg Organ Weight (Rat)
Heart Liver Liver Spleen Spleen Kidneys Kidneys | Adrenals | Adrenals Ovaries Ovaries
Ratio Ratio Ratio Ratio Ratio Ratio
(%) @ (%) @ (%) C)] (%) (mg) (x10"-3%) {mg) (x10"-3%)
29 29 29 29 29 29 29 29 29 29 29
50301 0.40 6.01 2.68 0.50 0.22 1.78 0.80 593 265 98.0 437
50302 | 0.33 5.52 264 0.45 0.22 1.62 0.78 66.2 M7 70.1 336
50303 | 042 5.48 2.85 0.43 0.22 1.68 0.87 544 283 743 386
50304 | 0.40 6.42 2.96 0.52 0.24 147 0.68 64.0 295 105.4 486
50305 | 0.37 6.29 2,91 0.48 0.22 1.40 0.65 773 357 712 329
50306 | 0.37 6.75 2.98 0.54 0.24 1.75 0.77 68.4 302 86.4 425
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Appendix 7 Organ Weight B140965
Sex: Female Day(s) Relative to Start Date
10 mglkg Organ Weight (Rat)
Final Brain Brain Pituitary Pituitary Thyroids | Thyroids Thymus Thymus | Submand | Submand. Lungs Lungs Heart
Body Weight Ratio Ratio Ratio Ratio GLs GLs Ratio
@ © (%) (mg) {(x10"3%) | (mg) (x100-3%) {mg) (x10%-3%) Ratio @ (%) @
@ (%)
29 29 29 29 29 29 29 29 29 29 29 29 29 29
50401 | 1997 1.90 0.95 15.0 75 231 116 543 2719 0.36 0.18 0.99 0.50 0.74
50402 | 2182 1.87 0.86 141 6.5 25.0 115 516 236.5 0.40 0.18 1.09 0.50 0.83
50403 | 215.2 1.87 0.87 128 59 283 13.2 535 2486 0.48 022 111 0.52 0.88
50404 § 2379 1.82 0.77 185 78 318 134 547 229.9 0.42 0.18 1.08 0.45 0.89
50405 | 2108 1.83 0.87 122 58 245 116 422 200.2 0.41 0.19 1.09 052 0.70
50406 | 213.9 1.90 0.89 142 6.6 221 10.3 407 190.3 0.34 0.16 1.08 0.50 0.89
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Appendix 7 Organ Weight B140965
Sex: Female Day(s) Relative to Starf Date
10 mg/kg Organ Weight (Rat)
Heart Liver Liver Spleen Spleen Kidneys Kidneys | Adrenals | Adrenals Ovaries Ovaries
Ratio Ratio Ratio Ratio Ratio Ratio
(%) @ (%) @ (%) @ (%) (mg) | (x1003%) (mg) (x10°-3%)
29 29 29 29 29 29 29 29 29 29 29
50401 0.37 5.54 277 0.55 0.28 1.44 0.72 579 29.0 86.8 435
50402 1 0.38 6.47 297 0.58 0.27 1.50 0.69 62.1 285 85.0 39.0
50403 | 0.41 6.22 2.89 0.45 0.21 1.74 0.81 745 346 105.6 49.1
50404 | 037 6.85 2.88 0.58 0.24 1.74 0.73 65.0 27.3 107.5 452
50405 | 0.33 5.82 2.76 0.41 0.19 1.58 0.74 738 350 745 353
50406 | 0.42 6.08 2.84 0.37 0.17 1.84 0.86 720 337 945 442
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Group
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Code
F

Tissue Result
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X
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Code

Appendix 8

Description
0 mg/kg

0.5 mg/kg

1 mg/kg

10 mg/kg

Description
Scheduled sacrifice

Description

N.V.L

Not Recorded

Tissue Observation Present
Not Examined

Description
not recorded
duplicate

present - no grade or classification

Necropsy

Key Page

B140965
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Appendix 8 Necropsy B140965

SEX: MALE GROUP 11 11112222223333 3 4 4 4 4
REMOVAL REASON F F F F FFFFFFFFFFFFFFFFTFFTFTF

ANIMAL1 111111111111 1T1111111T111

NUMBER 0 DO 0000O0O000O0OO0O0OODODOOCOODOOOODO

1111112222223 33333444646464

00oQ00O0OO0O0O0O0COOOOOODOOOOOOOO

123456123456123456123456

Necropsy Findings; ..... emmmseeaaaa e menmanea e ++ 4+ +++F A+ EE R+
Present ..cucennnnesacans Camnmarearas T S T S T
Absent .......... M aemam RN NEFEC R AR AN s m e w PPP.P.PPPPPPPPPPPP.P.PPP
Kidney; esevesvenannveunennan [ . P T
Depressed patch; unilateral .uuicuiceenevennannnn T
Dilatation; pelvis; unilateral .......... e T
Brain; coneaeeeccaen ememmareaes e Chmmeeaneeaaann e
Defect; cerebrum; partial cvveeennnaveancans e
Tail, cimiineiiiencncacenaannannanunannnnnn fammneee e
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Appendix

SEX: FEMALE GROUP
REMOVAL REASON

ANIMAL

NUMBER

Necropsy Findings; ...cecivneacnnaan. Crkensrresuean
Present ..... cmssammn cesmmamsassans Cermesnsusune .
Absent ciiiuieiiannnannae e Cemmaamescaunn
SKiN, veenanuccavnsnancnnan S asAsEERsesveunnman.n
CrUSt vavwaseus e EEEescasuNEmmssumesesnaannn
Tail} vecacmnnacnnas P Chenanan e anmssenn
Crust siuvnnenrunennaannnacnnns Cndaemremameu e

Necropsy

B140965



- 68L -

Removal Reason
Code
F

Tissue Result
Code

Appendix 9

Description
0 ma/kg

0.5 mg/kg

1 mg/kg

10 mg/kg

Description
Scheduled sacrifice

Description

N.V.L

Not Recorded

Tissue Observation Present
Not Examined

Description

not recorded

minimal

mild

moderate

duplicate

present - no grade or classification

Histopathology

Key Page

B140965
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Appendix 9

Histopathology

SEX: MALE GROUP 1 1
REMOVAL REASON F F

ANIMAL 1 1

NUMBER 0 O

11

00

12

Tongue; ce.cevean [ Amemeaasmannzsn eramsascean N N
Esophagus; .ceueven. e aanaseasann Caamaseana weane NN
Stomach; wevevoenanacannns Cemasemseanuo heaaaemeunn . NN
DUOHENUM, wuuveeerucuannsnsnassnonnucunscuncnncmnunna N N
Jejunum; ...aiciineens hea s MsEN e Ceansans sy ..« NN
Ileum; svaeeeen. e
COCUM, vowmursusonsnuonnrancasnennasnonaasnmmnumsnnnass N N
Colon; teomeccrnanncannnnnnanannns LR . NN
Rectum; ........ Cesarmennnn Ceenmnaanm e Ceeaen s N N
LIVEr; caveeennsnnmnennnenenn M meemeamecamaanenn N +
Cell infiltration; inflammatory; focal ......... v e 1
Vacuolation; bile ductal epithelium ..... PR - .
Pancreas; .cuovense A MEMEEsREEsAReasEsEeus Ny N N
Submandibular Gland; .(...ceviurunrnon menr e waae NN

B140965
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Appendix 9 Histopathology B140965

FFFFF FFFFF
11111111111
o00000O0O0CO0OO0OO0O
11112222223
0o0o000O0OO0O0D0O0D
345612343561

SEX: MALE GROUP 1
REMOVAL REASON F

ANIMAL 1

NUMBER O

1

0

1

Sublingual Gland; ..erinnniiiuiumacanncancoanmennnn N
Parotid Gland; ......ucven. enereessEnua femsaansern. . N
Trachea; ..v-uv.s amnameme e e arermemEmaaan N
Lungs (And Bronchus); .cceececenunn Cesmmmacm e a . N
Osseous Metaplasia@ cceeevcncnnccnerasrnnnnnnsnnn P
Thymus; <..eenun.. nkmmesemnen . Wememasseeneanann N
Spleen; ...c..v.a. e erecssenmeanansenaaaannan N
Vacuolation; macrophage; marginal zone ....cuuee.c. .
Bone Marrow (Femur); cuesseccesccsnsonnnnnnnanennns N
Bone Marrow (Sternum); cuoeccavsnavnscseucnanunnnunsnns N
Mandibular Lymph Node; ...veawaene T
Mesenteric Lymph Node; ..... A asesmassrenanneany N
Inguinal Lymph Node; ..... wemassasaan Camema e weo N
Heart; ..cviveevcvcannunecen RsEmecssasasanasansnunnn .. N
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Appendix 9 Histopathology B140965

SEX: MALE GROUP 11111122222233333344 4
REMOVAL REASON F F F F FFFFFFFFFFFFFFFFFFFTF
ANIMAL1 1111111711111 111T111T11111
NUMBER 0 00O OO0O0CO0OO00OO0OOOCOOOO0O0O0OQODOCO
1111112222223 3333346464046044
0o00000000OO0OO0O0OOO0OOOOOCOOOOO
1234656123456123456123456
Kidney; ceoceemcccervnnnnnaanan chdamseanen PR NNN+N+. ... ... . ... .N*+*NNNN
SCAT wunmsanncessana meeameaa naamer e . e
Basophilic tubule .......... Chnsaerureanvanaannan T
Dilatation; pelvis ..ocanunn feanaen Cuskeseneanaas e s T e e e et e e e e e e e e e e e e e e
Urinary Bladder; ...cciecncnnnasnncon mamneeana evesae NNNNNN. . .o« o o o v o v o . NNNNNN
Testis; civvnnuneccncuans femmna weaanwnmne “sammoan NNNNNN.... .o owoooea o  NNNNNN
Epididymis; «vivnunnceneans SasaRaune anenamr e NNNNNN.....«.......+tTNNNNN
Cell infiltration; Lymphocyte; focal ...cucoou.. e
Prostate; ..avrcscenes cesanamane sreannenenaeranansee FNN+FN+ o 00 000000 0 o NFNF
Cell infiltration; Lymphocyte; focal .....viunnn. T e e e |
Seminal Vesicle; tivieerncnmsensonnenanassnunnancens NNNNNN... .. .+....«««.NNNNNN
Mammary Gland; ...covvecvonncnnans fweseamraa PR NNNNNN. ... . ...+« .- NNNNNN
PItUTEAIYS vreenonnncennsanaesaueannsansssanennrnnns N+ N+NN.uo+voevewwweeesoNNNNNN
CYSt wnvvenvrnsnnnonnuanens Reeasevumsmsesernsanan TR T
Thyroid; vevenenns. [T Gassasmsmecamsannaanan NNNNNN............+NNNNN
Ectopic thymic tisslUe ..c.iveienvenemrnans e

Parathyroid; +.cvevnccceccaonnn faasean fameanas veasns NNNNNN. .. . ¢ o2 o oo« NNNRNNN
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Histopathology

Appendix

SEX: MALE GROUP 1 1 1 1
REMOVAL REASON F F F F

ANIMAL 1 1 11

NUMBER 0 0 0 O

1111

0o0O0G0

1234

Adrenal; .eoceeccanes erermanranaa Cesemasreaanns wuea NN NN
Bradn, seeeseennanemscsuouananncannsonannnasnnnnnas NNNN
Porencephaly ...ciirerennnnncsncnas Neeasesasenn e w e e
Spinal Cord; sereeneriinnecnennmnnnns Mmesmmmses e N N NN
Optic Nerve; ...ciiienvanacsconncnnnn Cemususeseanan N NNN
Sciatic Nerve; .ueenenn Cesusaascsusevessannncavouun N N NN
Eyeball; cocununomcereancmcannnanansansnunnnnnnsonnnn NNNN
Harderian Gland; ...cconscannuscus feammamsaan cenneea NN NN
Femoral Muscle; ..... femanana fedseannenannns [ N NNN
FeMUP, wucmmncenvennsnacansnansovnnannnecanncnnnnnns NNNN
StErNUM; vanmaenvansos e AmeamsraEms A ena NNNN
Sking eeennnann hhmmsaamaes hemaanannnn e nmanaeanna . NNNN
CPUSE iiniiiiuuveunmasssscasanasaasnmunsnnansnnun P
Administered Site (Taill); ..iinveconranceannnnccnnn NNNN

Cell infiltration; inflammatory; perivascular ... .
Proliferation; dintima; vascular wall ............ .

B140965
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Appendix 9 Histopathology B140965

SEX: FEMALE GROUP 1 1
REMOVAL REASON F F F F F FFFFFFFFFFFFFFFFFTFTF

ANIMAL 555555555555555555555555

NUMBER 0O 0OOO0ODOO0OO0O0OO0000O00OOO0OGOOOOOOGO
17111112222223333334404440%4

o0oo0o00D00000O0OOCOOOBOCOOOODOGOOCO

1234561234561236456123456

Tongue; ...... Wawmssemseeas e eesmmammasammE e NNNNNN. ... ... ..o.NNNRNNN
Esophagus; ..veecimvunncnnans e haaRssesassacmamennns NNNNNN... ... .«....NNNNNN
SEOMACK, nreuieacrerennnmumnnnecucnnanans raaenenan NNNNNNS.. ..+ « + « = »« » NNNNNN
DUOENUM, w ittt i ammnnncnascncaannnannnnnnnneea NNNNNN.. .. ..« ... ...NNNNNN
Jejunum; ...... i e s esereeen s anean e, NNNNNN...... ... ...NNNNNN
ILeUum; .vvevnnenenannncnanns hmmmamemee.aaan waeanes NNNNNN.. . . « o+« . .o o NNNNNN
CECUM, wreuenwsesonnoaasouununuonunnnnncannnnn weawae NNNNNN.. . . o+ v oo o NNNNNN
COLON] tiiiienueenanennecasnonununcannnaanasnannnan NNNNNNS.. .. +«+s o« o« NNNNNN
Rectum; ...... WRmerEEmameRevETmenasnaveRsmmmnERmE " NNNNNN... ... ««. ... .NNNNNN
LIVer; seeeavcuasnnn cemmemmEme s nvenan Cheenmmawee NNNNNNNNNNNNNNRNNNNGF-++ + + +
Vacuolation; bile ductal epithelium .v.veicnnoune. P e e e e e a e e e e e e s TTTT
PANCreas,; cuvessnesnncneassesonnnnancsonnensnenansas NNNNNN.. ..+« ...+ . NNNRNNN
Submandibular Gland; ..uc.inencnnccnrnevercnnnnnnns NNNNNN...«+. ...+ ««-.NNNNNN

Sublingual Gland; ..... e eemmmanecamnensnennannann NNNNNN... ..« 24« ««2..NNNNNN
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Appendix 9 Histopathology B140965

SEX: FEMALE GROUP 111 111222222333333444G-ALLA
REMOVAL REASON F F F F F FFFFFFFFFFFFFFFTFFTFTF

ANIMAL 555 555555555555555555555

NUMBER 0 0000000 O00000CO0O0CO0O000DOOQO0O0DO0O
11111122222233333344404040%4

00000000000O0CO0OO0OO00OODOOOCO0GOGU

1234561234561 2345612345¢6

Parotid Gland; ..ccceiicnmecernnssnannnennnns wssses NNNNNN. .. . ... ... ..NNN+NN
Cell infiltration; lymphocyte; focal ............ e
Trachea; .eevuveanna ks maeun PO wunesesvwnnurens NNNNNN. .. .. ... oo o NNNNNN
Lungs (And Bronchus); cucevenucrcccanonnananeanes .« NNNNNN.. ...« .+« «ao..NNNNH+T~+
Osseous metaplasia .ucevevenenccnucnnnuranananans T 4

Cell infiltration; inflammatory; focal c.ociiienns @ 4 4 « 2 & ¢ o 2 o o« » & = « « » =« « « « « 1o

ThymuS; wovevvvencncannnne easweanes cnsansennoe ewnae NNNNNN. .. .. ... . .o NNNNNN
Spleen; seeeceeinnnnnnnans Memmemeesessma s am e NNNNNNNNNNNNRNNNNNNGFLF++ + +

Vacuolation; macrophage; marginal zone .......... D e
Bone Marrow (FeMUP); cucceciueeunonnencasunnanaennn NNNNNN... ..« .. .« ««..NNNNNN
Bone Marrow (SternuUm); .c...cvcensnccarsanes ernenaen NNNNNN...««+«« o« «..NNNNNN
Mandibular Lymph Node; ........ PR R NNNNNN. .. ... «.....NNNNNN
Mesenteric Lymph Node; ...ceuineeeeuunnncrnnnannnna NNNNNN... ...« ... .  NNNNNN
Inguinal Lymph Node; ..... e amsaNm e PRV NNNNNN... .. .. .«. ... .NNNNRNN

Heart; ..ueeninnvnnnaananan Passserrscaeanannn eenes NNNNNN. .. oo 0 0w o s o o NNNNNN
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Appendix 9 Histopathology

SEX: FEMALE GROUP 1111112222223 33334440404
REMOVAL REASON F F F F FFFFFFFFFFFFFFFFFFTFTF
ANIMAL 555555555555555555555555
NUMBER 0 00000000000000000000C0CO00DO0
1111112222223 333336446406414%4
oooco0000C0O0000O0OO0QOOOOOOOGDBOGO
1234561234561234656123456
Aorta; ..ceeana femeasEsNmsnannannnn Wnmmsacesaneun NNNNNN... .. .. ... ..NNNRNNN

Kidney; .cuceennnccancaanaa e sassusumanmman e NNN+NN. ... .. ... ... .NNNHN
Cell infiltration; Lymphocyte; focal ..... e .1
Basophilic tubule .......... . Cemennan T
Urinary Bladder; .ciieuncnneinncnnnanncannnns PR NNNNNN.............NNNNNN
OVary; ecaeeassnsas chumesrevancamnanasenans enunmmmnann NNNNNN... ...« .....NNNNNN
Uterus; ...... demnemssassenenman mmasswseanmmmswnman NNNNNN.....«..e.c.a-.NNNNNN
Vagina, seemmconconurnamnassceuonnnannnnsnuss funnass NN NNNN. .« « o « v 2 o« =« « -« NNNNNN
Mammary Gland; ........... M siesasesenamsaennnesuan NNNNNN. ..+« « « o a<. NNNNNN
PItUTLarY, ceccuvanmansrennunnnnnnnnmsnsnnnnnannssns NNNNNN..«««. o oo NNNNNN
Thyroid; cueeviienananmcnannnnnnnnnnns Ckemxameresann NNNNNN.. ... .« .« «.-NNNNNH
Ectopic thymic £isSUe ... irmuerenciunnnnnnnnnnns T
Parathyroid; sieeeeccnnnnnenenes . wesae NNNNNN. .. .. ..« ... .NNNNNN
Adrenal; .cevvencan B BEmmRRRTavesENNREEEEsson A AN eH NNNNNN.....«« v+« ... .NNNRNNN
Brain; .eesuanaa-- e merrasssEmenmsetse ey NNNNNN. .. ...« «+2..NNNNRNN

B140965
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Appendix

Histopathology

SEX: FEMALE GROUP
REMOVAL REASON

ANIMAL

NUMBER

Spinal Cord; .....v.un. B eeedastscasssseassenanay wmaa
Optic Nerve; ...ceveenannnnns CesNmsmaEssssusmmanEnn
Sciatic Nerve; .suo.vunsnn e e arsarsscsanmmaaaaeann
Eyeball; suouenenmnrionnnincnnnunnreccnanmnnnoananns
Retinal dysplasia .seoceneennn Cumhmassas s s A
Harderian Gland; .ccoveenncccncevanannnanns [P
Femoral Muscle; ..cav.. e emanssessEssev .
Femur; ....... fmenarsesessuamNmnsanen s e ewea
Sternum; ...... Pamaavenmanon cnaszaseus csmnemnmmune
Skin; conuunnn e areaesanann aeesasen s e meeu.
Crust cavvnnane semasnsnue csammusnn Ceeuan Cemnunmea
Acanthosis; focal ...cnn.oaas. shesereraann [
Administered Site (Tail); ..cnnecoo... s ssennn
Cell infiltration; inflammatory; perivascular ...
Proliferation; dintima; vascular wall ............
Thrombus ...... ek feennanas e e
Tail; veeacwnaann T, fenesacanennen
Ulcer ..iiimnnenrvansnrananusaannnnnnnonn cemmnone

Crust coumcauean weeaeasman B I I T e

N = EENY
N W -+

NN 4

B140965
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Clinical Sign (TK satellite group)

Appendix 10

Description
Before dosing

Code
After dosing

T10
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roup Sex Animal
m 20101
20102

20103

Appendix 10

Clinical Sign

No Abnormalities Detected
No Abnormalities Detected
No Abnormalities Detected

Clinical Sign (TK satellite group)

1 1 2 3 [
BD T10 Day Day Day
X X X X X
X X X X X
X X X X X

B140965

verity Codes: X = Present

oup 5 - 0.5 mg/kg

Group 6 -~ 1 mg/kg

Group 7 - 10 mg/kg

11 12
Day Day
X X
X X
X X

13 14
Day Day
X X
X X
X X
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Appendix 10 Clinical sign (TK satellite group) B140965

Day numbers relative to Start Date

15 15 16 17 18 19 20 21 22 22 23
roup Sex Animal Clinical Sign Site BD T10 Day Day bay Day Day Day BD T10 Day Day Day Day Day Day
m 20101 No Abnormalities Detected X X X X X X X X X X X X X X X X
20102 No Abnormalities Detected X X X X X X X X X X X X X X X X
X X X X X X X X X X X X X X X X

20103 No Abnormalities Detected

verity Codes: X = Present

oup 5 - 0.5 mg/kg Group 6 - 1 mg/kg Group 7 - 10 mg/kg
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Appendix 10

Clinical Sign (TK satellite group)

B140965

verity Codes: X =

oup 5 - 0.5 mg/kg

Present

Group 6 - 1 mg/kg

Group Sex Animal

5 m 20101
20102
20103

Group 7 - 10 mg/kg

Day numbers relative to Start Date

clinical Sign

No Abnormalities Detected
No Abnormalities Detected
No Abnormalities Detected



