SYM-SUM - 1
22-AUG-94

RCC PROJECT 311545

SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)

MALES

GROUP 1 (0 MG/KG)

SIGN (MAX.GRADE) PRETEST TREATMENT

(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41. .45, .49. .
SKIN / FUR

SWELLING (3) e e U 133333........ e
(PAW HIND LEFT) % .. iiiiiieeenn. ceeeans e 000000. ...... ceeeann
ALOPECIA (3) GBI i teenrennteiarenntesieninaeeas 1111111112212111111
(GENITAL REGION) %I ot eeennenarennevnnnsesneennannnnns 0000000000011111111
ALOPECIA (3) B ev eireerreeeriieeeaiiae ey 121111111111111121111
(L T 7 S 000000011311000001111
ALOPECIA (3) : tvee...222.32223323322333333333333333333333333333322
(FORELEG LEFT) Dee eeee. . .000.00000000000000000000000000000000000000000

ALOPECIA (3)
(FORELEG RIGHT)

CRUSTS (3)
(GENITAL REGION)

CRUSTS (3)
(ABDOMEN)

SCARS (3)
(TAIL)

SCABBED WOUND (1)
(EYE RIGHT)

SCABBED WOUND (1)
(TAIL)

WOUND (3)
(TAIL)

OPEN MASS (1)
(GENITAL REGION)

OPEN MASS (1)
(ABDOMEN)

CRUSTED MASS (1)
CRUSTED MASS (1)
(GENITAL REGION)

CRUSTED MASS (1)
(ABDOMEN)

CRUSTED MASS (1)
(PAW HIND LEFT)

BLEEDINGS (1)
(GENITAL REGION)

SECRETION / EXCRETION

SEROUS RHINORRHEA (3)
LACRIMATION (3)
(EYE LEFT)

LACRIMATION (3)
(EYE RIGHT)

e

e oo

e oo

.o se

N RO RO RO RO RO RO RO RO RO RO RO RO RO RO RO RO RO

PEATS

N N RO

‘ees...222.22223323322333333333333333322222333322211
+4+.+..000.00000000000000000000000000000000000000000

Ceertesseeteereasteneans P .11

RO OURERI OIS eeeiiiili00.
. e eereneeene. e reieieas ceeee...1111111111221111,
R Cetrrentetrtencataraseees...0000000000000000.
.. v einrena 333333333333333333333333333333333333333
.. D, 000000000000000000000000060000000000000
R R S DU et terenireenteennan cees

......... e D0 e e e e ——————

e e R TS DU . e eernneas Cereeren.
e e  eee 0000 unnnnn. s et
....... T S

e el 00..cuunnn. caenns v Ceenenn e
R, RS D AR § T
.......................... B.viivererennnecena..00...
et e eneeneans RS § D

R cerrareness 00...
llllllllllllll . L) » . .!lF.I.Ol.l.ll.'l.l.lll'll.l
.. e et i, cereen00. e
.. TS § SR 110....e.... JAll.... .11,
.. Y T FRR 0000..........000.....00..
.. et n ettt aranaaan All.e.... 11,
.. e erenane. e, 000.......00.00..... e
e anea, e AU DU
e, et e R DO
e e 1eeernennen. et eenee et tenreeaenas
.......... D0, et tereeeenenroanenncsnsrononnsansnsnns
cseasasesne leieeennnnenns ceesass tesesssernenes PR
Ceeenann Ouevnnnnt B
] Ceeeaeas TS § 5 SIS © DU
B ceeeeereeeness000,.00. ... 0.nn...
.. veveelleiinan.., 1l....... U § § PO

) IO T PO 000....ueeienuncneeesei000ceennnnes

G: Median value of the highest individual weeklz grades
%: Percent of affected animals (0 = less than 5%,

1 = between 35X and 15%,...,

A = more than 95%X)
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SAMe SD4 22-AUG~-94

CLINICAL SIGNS, WEEKLY (SUMMARY)

MALES
GROUP 1 (O MG/KG)

SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49.,

SECRETION / EXCRETION

CHROMODACRYORRHEA (3) B tr eeereeeeeeeeieiiiieae e M.,

(EYE LEFT) 2 S 0000...........

VARIOUS

EYE RIGHT, INJURED (1) B vr eeeeeieeeieennn S
2 TN 0000. ..., ittt ettt

EYE RIGHT, WHITE (3) G: e 111122222222222222222. e vnnnnn.,.
2 O 000000000000000000000 . . .. ..........

G: Median value of the highest individual weekly grades
X: Percent of affected animals (0 = less than 5%, 1 = between 5X and 15%,..., A = more than 95%)
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RCC PROJECT 311545 SYM-SUM - 3
SAMe SD4 22~-AUG-94
CLINICAL SIGNS, WEEKLY (SUMMARY)
SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..25. .33. .37. .41..45. .49 . .
POSTURE
HUNCHED POSTURE (1) B e s e, 1.

K s it it rsceer s et encaanna . vestedsararas 0..
GAIT / MOTILITY
HEAD TILT (3) B e e e veea111

K it it iiemtercus it et e et nene . ..000.
BREATHING
LABORED RESPIRATION (3) B: v i TR SRR

X ih i i iraeene seeasenreraanene verena TR
SKIN / FUR
SWELLING (3)  Bi er e e s, eeeerenen..122..
(HEAD) XU i. i iiieesriecerscnonnn tsetssrcscnarrersassasss 000...,
RUFFLED FUR (3)  B: vv  vveerernnnn s PR

........................ DR RRER-

ALOPECIA (3) B v e ier s ee e veeaene 221111 .. i
(HEADY ke L 000000 .....uun. L
ALOPECIA (3)  6: - ... 22,0, 222211111111222222222222222222222222
(CERVICAL REGION) %t .. .uiil 0o, il 000000000600000000000000000000000000
ALOPECIA (3) B oo e e, 111111111111112
(THORACO-DORSAL REGION)  X: ..  woviiii, DO i pO0D00000000000
ALOPECIA (3) B er e, R T T
(GENITAL REGION) i .. Lol RO LUl 00
ALOPECIA (3) B e e, eevee. 11111111111311111112111111
(ABDOMEN) % oLl -00000000000000001111111111
ALOPECIA (3) G .. el 22212222222. . ... et e,
(CHEST WALL) %+ .. 00000000000 . ........ RO PERER
ALOPECIA (3)  G: .. ... 222222222222222111 . ¢ 1 v uentnernreerrenananeeaas
(SHOULDER LEFTYy  %: .. ... 000000000000000000 « « + -+ s v v vvseronnsrrnnrennns

ALOPECIA (3)

RO RO RO RO RO RO RO RO RO RO RO RO RO RC’ I(G.) no

++..1222222222222222222111111111......22222222211111

(FORELEG LEFT) ....0000000000000000000000000000...... 00000000000000
ALOPECIA (3) B .. it iiiiereeneas 222........1111)...... 11,0000
(FORELEG RIGHT) %Ki .. o iiiiiiinnnnss 000........ 00000...... 000...........
ALOPECIA (3) G: .. ... 3322.......... .. v eresnesretecsaneneasanan
(PAW FRONT LEFT) %: ..  ...... 0000............0.u esrsatereancaetenrennen .
ALOPECIA (3) oo 111111.... .., .22222111111111........ cieresetnanns
(PAW FRONT RIGHT) ....000000........ 00000000000000.......c.cn0veneunnse
ALOPECIA ,GENERAL (3) 3322. ... e treesaanes teseseenenaasnne
(CERVICAL REGION) S0000. .. i it i e bt e e es e
CRUSTS (3>  G: .. ... D 1...
(HEAD) % .. L. 000.......... Pt ieaseianaeteeererrannnnen 0
CRUSTS (3) .- BRI B D RPN S ST 31§ P 11.
(CERVICAL REGION) . ...000.......... [ I .00.0..00000000.......00.

G: Median value of the highest individual weekly grades

%: Percent of affected an mals (0 = less than 5%, 1 « between 5% and 15%,...,

A = more than 93%X)
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RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)

QITITIUrN = 4

22-AUG-94 ..

SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..533..37..41..45..49..
SKIN / FUR
CRUSTS (3) G: et erearenttanaens eerereeeeaas Ceererteeneaen 111111
(THORACO-DORSAL REGION) KD v riresseesansesenees e eereeeere s ena s, .000000
CRUSTS (3) B vr  heeieieeneeresrsasaresranras Cheeees 11111221 .........
(ABDOMEN) 2 S ...00000000.........
CRUSTS (3) G: vv ereenrienns 5
(CHEST WALL) X2 .. eeeieirenes 00...... enereeeeraas e etenerareeen,
SCARS (3) G: -.  aeaees 1122111111133333333333333333333333333333111111
(TAIL) 2 0000000000000000000000000000000000000000000000
SCABBED WOUND (1) G: ) W Cevreereenaaeens herenaees Cevreereaeeeeas
(CERVICAL REGION) x: ¢ vttt
SCABBED WOUND (1) G: Ceereaees N ) et ereeenteueeeaa e,
(TAIL) x: Ceneeeaes SR | T Chtvrensaes rereraeeene
WOUND (3) B: .. ceeenasens vee..222, e eeeeeeeeneeaens evens .
(TAIL) X: eenerreareraes 000.ccvvercananns e eretaeeraeseaenes
CRUSTED MASS (1) G: Ceheeeneas Ceteveneenes rereaensetenraenas 111111, ...
(THORACO-DORSAL REGION) X: feeereieereanerans vereareenns eveasesaen 000000.....
CRUSTED MASS (1) B vt i erierereceeenaeervaeas I 111.1
(CENITAL REGION) % vee00. it ..000.0
CRUSTED MASS (1) B vv veerescersensanenes NS § SO J1111..11100 ... ...
(ABDOMEN) i cr veesesseeaes Ceveaeen ee 00, ..., .00000..00100.......
SECRETION / EXCRETION
CHROMODACRYORRHEA (3) B! v. reneiceisesisecressarenes 22 i s
(EYE RIGHT) 2 T 00...vveuencaranrans Cheeens -
VARIOUS )
EMACIATED (3) B: v eeeaesannes Ceressrecnns erieneeeans e vena2
K cv eenamaes . crerestensaras PP | JIN
EYE RIGHT, INJURED (1) G: vv  aeineenn 1111113111311121313133123122221211133212121111 -
S T 00000000000000000000000000000000000000000000
EYE RIGHT, SHRUNK (1) B: vv eeeeneens L11111111313131123113123332121222322222111121
e K. ci eeseses . .000000000000000000000000000000000000000000
EYE RIGHT, ENLARGED (1) GBI vr  teirerresseseresseasens SUD & 1§ S 11111
K. . heeieicavecisencaane . 000......... Cerrerenes 00000
EYE LEFT, WHITE (3) B: v+ eetieerieisrsrrereaaeaarr e ..11112222221111122
2 S Ceeterrerenaana 00000000000000000
EYE RIGHT, WHITE (3) B: v+ seesaccseassenens ceeeesea122111122222222222222222222
XD ch heereseaneas hereanenes . .000000000000000000000000000
POOR CONDITION (3) 3 U Chernen TS DR A
K. .. i iieeeieeesrteaveeracservere s nrnoe e 0....0..

G: Median value of the hi
X: Percent of affected an.

hest individual weekly grades
wals (0 = less than 5%, 1 = between 5X and 15%,..., A = more than 95%)
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RCC PRUJELI
SAMe SD4

311045

CLINICAL SIGNS, WEEKLY (SUMMARY)

TREATMENT
1...5...9...13..17..21..25..29..33

SYM-SUM - 5
22-AUG-94

«37..41..45,.49..

MALES
GROUP 3 (1000 MG/KG)
SIGN (MAX.GRADE) PRETEST
(LOCATION) WEEKS: 1.
POSTURE
EGEE;EB POSTURE (1) G:

%:
GAIT / MOTILITY
PARESIS (1) G:
(THIGH KIND LEFT) %x:
PARESIS (1) G:
(THIGH HIND RIGHT) X
BREATHING
I;EEREE-RESPIRATION 3 G:

X:

SKIN / FUR

RUFFLED FUR (3)
ALOPECIA (3)
(HEAD)

ALOPECIA (3)
(GENITAL REGION)

ALOPECIA (3)
(ABDOMEN)

............................................... 11..
G e v iesensrsecerer st tesressonusrerrenrents 00..
..... S S S B 3 ]
............................................ 00000..
............................................ 11111
......................... crersreresssnaes...00000...
....................... e
..................... T 1 P
TS T NS D . 111111111111
....... 0.cievvivereneenssa0oe.....0.....000000000000
...................... S & 3 T TR R T T
......................... 000......ccvvivemenransreen
........................................ 111112221111
........ tietacasssisaanassensnenssssess.000000000000
................... 1111111.......1111111111111111111
................... 0000000.......0011111131111111111

ALOPECIA (3)
(FORELEG LEFT)

ALOPECIA (3)
(FORELEG RIGHT)

ALOPECIA (3)

..... 22222..

..22222222222222222222222222222211222122222222111
. .00000000000000000000000000000000000111111100111

..1111111311111,.313111111111122222222221
..000000000000. .000000000000000000000000

.111111...

..00000..
111,

(PAW FRONT RIGHT)

CRUSTS (3)
(GENITAL REGION)

CRUSTS (3)
(ABDOMEN)

SCARS (3)
(HINDLEG LEFT)

SCABBED WOUND (1)
{CHEST WALL)

OPEN MASS (1)
(LUMBAR REGION)

CRUSTED MASS (1)
CRUSTED MASS (1)
(GENITAL REGION)

CRUSTED MASS (1)
(ABDOMEN)

RO RO RO RO MO RO RO RO MO RO RO RO RO RO RO

000, 000000, s
ettt 3 S DT
............ 0000, e
e, ul..... V... 1111..111...11..11...
DR IR .000..... ~...0000..000...00..00...

3333333333333333333333333333333333

0000000000000000000000000000000000
....... P T
....... P
I 111...
e teeserenetree e 000...
.................. )
.................. [

333333333333333333
000000000000000000

------------------

..................

sesees11111111

ORI 00000000
v lleennnns 1.....
0., 00.....

1111..11111111....
0000..00000000....

G: Median value of the highest individual

X: Percent of affected nnig-la (0 = less than 5%, 1 = between 535X and 15%,...,

weekly grades

A = more than 95X)
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RUL PRUJELI 31154
SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)

MALES

GROUP 3 (1000 MG/KG)

SIGN (MAX.GRADE)
(LOCATION)

PRETEST TREATMENT
WEEKS: 1. 1...5..

SYM-SUM - ¢
22-AUG-94

.9...13..17..21..25..29..33..37..41..45..49..

SECRETION / EXCRETION

DIARRHEA (1)
SALIVATION (3)
LACRIMATION (3)

(EYE RIGHT)
CHROMODACRYORRHEA (3)
(EYE RIGHT)

VARIOUS

EMACIATED (3)

EYE RIGHT, INJURED (1)

EYE RIGHT, SHRUNK (1)

EYE RIGHT, ENLARGED (1)

EYE RIGHT, WHITE (3)

POOR CONDITION (3)

DARK (3)
(EYE LEFT)

G: cerereane S111111111111113113113131133111112121111113111)
X ot eiiies ++ . 0113455799AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA
G: . creseses teerearas Wereassearanane 2. i
X e i iieciereenanes Geseseacrnnerans Lererens 0..ciiennns
111113122220202001212321121.....
%: .. ceesssaea Cesersaeas 00060000000000000000000000.......
B: v i vesiaeaas [P 1 cresesaae Ceereran .

%: verena veesan vea T + [+ Cerirresaranss
ceeseeisteenas cevsseraes L.1...11111111
X: terereseseneees st eanananan veers..0...000000000
G: [ B 5 § PO 11111111121111111111112111111
1 44 setsserensseesss0000..... 0000000000000000000000000000
G: ceresasas cececssesesessss111111121212111121222121121121212
X: cetsasas crresenassssass,000000000000000000000000000
G: Ctrensaaan [APIOF 1 S D 3 tessanses f

X: sesana sirasaneae 00...... 00...ivervnenrrnnnasns vera e
G: eeease.12111,.222221111112112211211111112222222222222
X: vv ceenean 00000..00000000000111211111111111000000000000
G: ... ciiaes cereseveranea . S . .12.11
%x: . .. Ceerestesanaea e ,00.00
G: .. i iieriierereaae T, 1222
X: i tiiieaeaa Preseresearnenane Creerrararasan .o ...0000

G: Median value of the hi
X: Percent of affected an

!

hest individual weekly grades
pnls (0 = less than 5%, 1 « between 53X and 15%,...,

A = more than 95%)
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RCC PRUJELIL 311545

SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)

MALES

GROUP 4 (2 X 1000 MG/KG)

SIGN (MAX.GRADE)
(LOCATION)

WEEKS: 1

PRETEST TREATMENT
. 5...9...13..17..21..25..29..33..37..41,.45..49. .

SYM-SUM - 7
22-AUG-94

SKIN / FUR

ALOPECIA (3)
(LUMBAR REGION)

ALOPECIA (3)
(GENITAL REGION)

ALOPECIA (3)
(ABDOMEN)

ALOPECIA (3)
(FORELEG LEFT)

ALOPECIA (3)
(FORELEG RIGHT)

CRUSTS (3)
(ABDOMEN)

SCARS (3)
(TAIL)

SCABBED WOUND (1)
(TAIL)

WOUND (3)
(TAIL)

CRUSTED MASS (1)
CRUSTED MASS (1)
(HEAD)

CRUSTED MASS (1)
(ABDOMEN)

SECRETION / EXCRETION

DIARRHEA (1)
LACRIMATION (3)
(EYE LEFT)

LACRIMATION (3)
(EAR LEFT)

CHROMODACRYORRHEA (3)
(EYE LEFT)

CHROMODACRYORRHEA (3)
(EYE RIGHT)

VARIOUS

EYE LEFT, INJURED (1)

EYE RIGHT, INJURED (1)

EYE LEFT, SHRUNK (1)

.....................

.....................

..............

.............
-------------------
----------------------------
.......................................
..............................

..............................

..................
..........................
------------

st vesvs e e e s N T sr et a0

---------------------

.........................
........................
................................
........................

...........

....................................

NO NO RO RO RO RO RD _AD RO RO RO RO

................

-----------

.................................

................................

WEH N RO N RO

.......................

....................................

.................. 00000000

.........................

....................................

N RO RO

......................................

................

Ceeaea. 111111

............................... 000011

211111111111111133311122122211111
000000000000000000011100000000111

1111111118 ....... L.t
00000000000...... Cenen

1111.....
....0000.....
........ 1111
eeee00..0000

3333333333333333333333
... .0000000000000000000000

.............

..... 11111111.1
..... 00000000.0

+¢.11111111111123113111123212131113311113111111111111
« + «01116AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAA

.............

....... 11111...
....... 00000...

...........................

eee..11111111

.................... 111
...... ....000

G: Median value of the highest individual weekly grades
X: Percent of affected animals (0 = less than 5%, 1 = between 5% and 135%,...

A = more than 95X
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RCL PRUJELIL 311242 STM-SUM - B
SAMe SD4 22-AUG-94

CLINICAL SIGNS, WEEKLY (SUMMARY) )
MALES B
GROUP 4 (2 X 1000 MG/KG)

SIGN (MAX.GRADE) PRETEST TREATMENT

(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45. .49,

VARIOUS

EYE LEFT, WHITE (3) B vt e 122222222333333
2 000000000000000

EYE RIGHT, WHITE (3) B cr i, 11111111111111132121111111112 B
2 T 0000000000000000000000000000

-

G: Median value of the highest individual weekly grades
%: Percent of effected uni_nls (O = less than 3%, 1 = between 5% and 15%,..., A = more than 95%)
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RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)

FEMALES
GROUP 1 (O MG/KG)

SIGN (MAX.GRADE) PRETEST TREATMENT

SYM-5UM - 9
22-AUG-94

(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45. .49..
POSTURE
LATERAL RECUMBENCY (1) B ve e, s .1,

K. e i isistsiressscsararsensassannannenas veeenane P«
HUNCHED POSTURE (1) B o ettt e m

K. ih it eiinseasececeieresen st et e nenans s 000.
GAIT / MOTILITY
UNCOORDINATED MOVEMENTS (3) G5 oo eeeeeemnneieenennessnnneeennnsrenen e 1..

K. th ettt ieesessreierareseresenssanss e e ssace e 0..
HEAD TILT (3) B v erereereeeeeieaeas e, 2.,

K. . e esensresasseeransarensasanenonacnnn vssaseasns 0..
SKIN / FUR
RUFFLED FUR (3) 6: oo e e e e 1122

Ky L., il ip000. ..
ALOPECIA (3) B v et 2222222233332222222
(CERVICAL REGION) Ki L. I, 0000000000000000000
ALOPECIA (3) B vr e U..... 11222210 eeeennnnnns 2220
(LUMBAR REGION) X: .. i 00.. ... 0000000 .. ........ ...000. ...,
ALOPECIA (3) B e S TES S DUURUU
(SACRAL REGION) Ki oL 000000+ .. nvenervnns.
ALOPECIA (3) B: vr eeeeeeraaes 1100 i ldeeeeeeeaeennnns 1111111...2
(ABDOMEN) X: .. i 0000, .00 +.omnrvmnnnnnns ~0000000. . .0
ALOPECIA (3) B: vr e e 1111110....... 1111111222222222222
(CHEST WALL) Xi oL i 00000000 . ..... 0000000000000000000
ALOPECIA (3) G v o eennn. 11..11111001102133211323220 .+ ..en.. 111......
(SHOULDER LEFT) X .. i .00, .000000000000000000000000. . .. .. .. 0000......
ALOPECIA (3) G: oo . S U 22222222. ..
(SHOULDER RIGHT) X .. . 00 omn o 00000000 . .
ALOPECIA (3) G: ettt e eraaa, s S ST
(THIGH HIND RIGHT) X: .. DRSO DR DRI DRI 0000.
ALOPECIA (3) 6 ve eennn. 11...11112222222111111211121111111111111122222
(FORELEG LEFT) X: .. .l 00. ..00000000000000011111111000011111111111011
ALOPECIA (3) 6: vr e 111222222211111112222222211122222222222222
(FORELEG RIGHT) X: .. 000000000000000000000000011111111111111111
ALOPECIA (3) B ve et et aeeaan 11111111111
(HINDLEG LEFT) KD oL I, 00000000000
ALOPECIA (3) B e e, 11111111111111111111111211
(RINDLEG RIGHT) X: L. i 00000000000000000000000000
CRUSTS (3) G: S DTS | PO
(NECK) x: 00 .00, en oo
OPEN MASS (1) B o e 111
(FLANK LEFT) K 000
CRUSTED MASS (1) B oe e s ceeens eralde.
(FLANK LEFT) K o..

G: Medien value of the highest individual weekly grades

%: Percent of affected ln;-lls (0 = less than 5%, 1 = between 5% and

13%, ..

A = more than 95%)
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KLL FRUJELT O14D4D STM-5UM - 10
SAMe SD4 22-AUG-94

CLINICAL SIGNS, WEEKLY (SUMMARY)
FEMALES
GROUP 1 (O MG/KG)

SIGN (MAX.GRADE) ’ PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49..

SECRETION / EXCRETION

LACRIMATION (3) G: tv e e et D R O 111

(EYE LEFT) 2 0..0000000..............00000 000
VARIOUS
EMACIATED (3) T T L T TR 1112

K ih Liieiereseerrsesrenessasetnsas st e e oanons 0000
POOR CONDITION (3) T 1122

. 2 S L T o0oco

G: Median value of the highest individual weekly grades
X: Percent of affected an pcls (0 = less than 5%, )} = between 5% and 15%,..., A = more than 93X)
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RCC PROJECT 311545

SYM-SUM - 11

SAMe SD4 22-AUG-94

CLINICAL SIGNS, WEEKLY (SUMMARY)

FEMALES

GROUP 2 (440 MG/KG)

SIGN (MAX.GRADE) PRETEST TREATMENT

(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37. .81, .45. .49. .

SPASMS

MUSCLE TWITCHING (1) € .. e, e, e loven.. et )
X: L. Ll 0.1, SRS ENeN

POSTURE

HUNCHED POSTURE (1) 6: .. ... e, S S VU s Loeunn.
X: .. i T ittt saber e 00.......... PP » B

GAIT / MOTILITY

UNCOORDINATED MOVEMENTS (3)  G: ..  ..... U eeeaian, U
X: Ceresseraets et eaensuenans [+ I Feressrenenes

HEAD TILT (3) € .. i e, e teeeeeaa 11100
x: OSSR L 00000

SKIN / FUR

SWELLING (3)
(EAR LEFT)

SWELLING (3)
(EAR RIGHT)

RUFFLED FUR (3)

ALOPECIA (3)
(HEAD)

ALOPECIA (3)

(CERVICAL REGION)

ALOPECIA (3)

(LUMBAR REGION)

ALOPECIA (3)
(ABOOMEN)

ALOPECIA (3)
(CHEST WALL)

ALOPECIA (3)

(SHOULDER LEFT)

ALOPECIA (3)

(SHOULDER RIGHT)

ALOPECIA (3)

(THIGH HIND LEFT)

ALOPECIA (3)

(THIGH KHIND RIGHT)

ALOPECIA

(3)
(FORELEG LEFT)

ALOPECIA (3)

(FORELEG RIGHT)

ALOPECIA

(3)
(HINDLEG RIGHT)

G: setesectaausestsaesrannes +0.1111111111311112222122222
%: .. ... Vieessavessessenanann 0000000000000000000000000
G: .. L. sesrssseenansesaes.1111111112111112222122222
X: .. e Crisesasarensasatenens 0000000000000000000000000
G: .. Lieeeees O seesisrnerenns
X: L« Y
G: e cresen 33...... setsresensenas cessssencanen
X: tetiensan PSP 1 [+ I v ‘e sesressnencsess
G: .. ettt cecacssesana resaes reeeses 2222222222222
%: reesennan seesesessesisnsnns veees...0000000000000
G . i iiiiiereeee MO 55 5 5 5 5 DRI 11...1131...... e
b 3 veesss..0011110...... 00...00000.........
G: cereenenss.2211112111......11....2222222222211232222
%: ceserecaasns 0000000000...... 00....0000000000000000000
G: .. ... L O ceessrevesassenavsenee
X: .. ... P sreserersnssrene

G: .. ..., teeeees.222222222222222111111122222222222222222
b vee.0 0. .000000000000000000000000000000000000011
G: .. i i crtrererenane [T ceresaa .. 333333222
. 2 ressseraas eseere..000000000
G: rereessareanennan vere004.22111222222222222222232223
X .. e Cesrtsasenaan PN 00000000000000000000000000
G: Cetsescennearaenn cesnee «e2211111222222222222222232222
X: .. ... Ceresasraanserens . ..00000000000000000000000000
G: .. ... 33333333332222222222222222222222222233222222222
X: -++.,0000000000113111233333321111121231212221111111111)
G: ..  ..... 33333333322223322222222211223222222335333332233
X: .. L. 000000000111111111111;111111111111111111;111111
G L. i i it ie et et 171111200, incnenenenans
X .. ... Ceeeesseesensansa «e+..000000000.....c0000c000s-

G: Median value of the highest individual weekly grades

X: Percent of

affected animals (D0 = less than 5%, 1 = between 3% and 15%,

A = more than 95%)
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KLL FRUJCLI D1l1042

SAMe SD4

STM-duM - |7
22-AUG-94

CLINICAL SIGNS, WEEKLY (SUMMARY)

FEMALES

GROUP 2 (440 MG/KG)

SIGN (MAX.GRADE)

PRETEST TREATMENT
1.

(LOCATION) WEEKS: 1. 5...9...13..17..21..25..29..33..37..41..45..49..
SKIN / FUR
SCARS (3) D O 3333333
(TAIL) K. t. ieieesesasesenensererarrnraneses 00........... 0000000
SCARS (3) G: .. iiiiareeees 15 I . e
(ABDOMEN) . 3 00. . cvteriarnennanenenanns Cereaeesiaeuns
SORE SPOT HEMORRHAGIC (1) B th iiiieesettsrseraarrrreatnaraans D
(TAIL) . 2 00. ..t iiiieneneans
SCABBED WOUND (1) G: .. iiiiraiieseas D e
(NECK) b 27 P 1 Cesereserensaneas
SCABBED WOUND (1) G: erbsensessusruseserannne cresenenen 11111111111111......
(TAIL) X: serevessasananes cerereerseeas..00000000000000......
SCABBED WOUND (1) G: vv teeanes D
“{CHEST WALL) X cr caseee 00.. ccivenceccnnensssnsasanssnonen AN veee
WOUND (3) G: .. eeeeen Ceeeerieeenan R
(HEAD) X: . cerane Pereesaen 00.......... Cessiererereananas
CRUSTED MASS (1) G: Veseasnen seseeesaresenttsasnans [ [P L.
(GENITAL REGION) X .. ieiiirtnssenrens veesesennasareans veressannes [N«
SECRETION / EXCRETION
DIARRHEA (1) B vv iheieeeseeen Ceeusesasaararsstses e nas )
X o0 ceeerenersen sresesesarsrnenane esmseesesvivnne 0......
LACRIMATION (3) Bl ch Lt rrasrseseseaa et B 5
(EYE RIGHT) Kl ch tireaesesessesseanesertarerensasasranes 00....0c0vnnnn
ADHESION (1) 32 L. e eeoncronssannnsnssmananonsos
(EYE RIGHT) X .. e sesersesenens O.cieenrnnenee e tesrreseenan
VARIOQUS
EMACIATED (3) D S 1 Y 2,000
) X! vh tesresensesens 00..... 00....cciieencnanns U
EYE RIGHT, INJURED (1) G: .. I 1111111113111111111111111111111111111
X oh ceeiaene «+s....0000000000000000000000000000000000000
EYE RIGHT, SHRUNK (1) B: +. eiieiessanse vese».111111112311111111212231111111212112111
o X! tr tieesensesens .+ ..00000000000000000000000000000000000
.EYE RIGHT, WHITE (3) G: v, cieeieasenaes teessesscecacenanennn 3333333333333333333
K. ih ieseisescessmseseseasesereannnnon 0000000000000000000
POOR CONDITION (3) G: ov iiiiiiereenanes [ 12, it iisncncannse PR S
b 2 2 ressensersaenen 00.......... veveresuruen [+ J

G: Median value of the highest individual weekly grades
%: Percent of affected animals (0 = less than 5%, 1 = between 5X and 15%,..., A = more than 93%X)

13%



RCC PROJECT 311545

SAMe SD4

SYM-SUM - 13
22-AUG-94

CLINICAL SIGNS, WEEKLY (SUMMARY)

FEMALES

GROUP 3 (1000 MG/KG)

SIGN (MAX.GRADE)
(LOCATION)

WEEKS:

PRETEST TREATMENT
1. 1...5...9...13..17..21..25..29..33..37..41.,.45..49..

GAIT / MOTILITY

UNCOORDINATED MOVEMENTS (3)

SKIN / FUR

SWELLING (3)
(GENITAL REGION)
RUFFLED FUR (3)
ALOPECIA (3)
(CERVICAL REGION)

ALOPECIA (3)
(LUMBAR REGION)

ALOPECIA (3)
(SACRAL REGION)

ALOPECIA (3)
(TAIL BASE)

ALOPECIA (3)
(GENITAL REGION)

ALOPECIA (3)
(ABDOMEN)

ALOPECIA (3)
(FLANK LEFT)

ALOPECIA (3)
(CHEST WALL)

ALOPECIA (3)
(SHOULDER LEFT)

ALOPECIA (3)
(SHOULDER RIGHT)

ALOPECIA (3)
(THIGH HIND LEFT)

ALOPECIA (3)
(THIGH HIND RIGHT)

ALDOPECIA (3)
(FORELEG LEFT)

ALOPECIA (3)
(FORELEG RIGHT)

ALOPECIA (3)
(HINDLEG LEFT)

ALOPECIA (3)
(HINDLEG RIGHT)

ALOPECIA,GENERAL (3)

Y

NO RO RO RO RO

g oo

.

xR wO O RNo

N NO RN RO RO RO RO *.‘? .D'QP 'ﬂﬁ"! i.!f-?

....................................... sesavssesend.

e PP Cessriseneaas ceeea I 8
.......................................... 1.......
......... PR+ 11 ]+
.................. S S R 5 8 1
........... Gersetsersstessuasersersoreton 00000

vo  ssans 2222222.222222222222222222222222223333333333333
es  seens 0000000.000000000000000000000000000000000000000
.. ceemsseveraneanaraee DB BB B b N 11....11...
et eeses Cesereensserean 0000100..... crsesanns 00....00...
ee teeeeressssessesss Ceeennen 3 B teerseannen
. cerarens tssererrsensessss000....0s srsreaserressenes
.. v 223333........ cetsersaenennes 1l......, Srrticeeenas
. +..000000.....00c000inceninenss 00..... .. sersssenes
ce eeene 333333332333333222332222222222222222222) ...11]1
.. «++..0000000000000000000000000000000000000000. . .0000
ceeneees.s233233222222222222222222222222222333322222

..... .....000000000000000000000000000000000000000000

....... 12222, . ciiernrittsientistersntcsnrssnnatense

crnna ..00000.. Ceriessesveeriearenranana cesesenes
.......... 233222222222222222222222222222222333322222
.......... 000000000000000000000000000000000000000000

. eenee222.....222222222222222222222222222233333333332
.o +e+..000...,..000000000000000000000000000000000000000
.. ceeea222..... 222222222222222222222222223333333333333
ce seesa 000.....000000000000000000000000000000000000000

.e...22222222222222111111112222222211113322221111133
.....00000000000000000000000000000000000000000000000

....... +.».112111111111111.1111111111113321111...111
cesareees..000000000000000.0000000000000000000. . .000

..23333332222222222222222222222222222222222333312221
..000000001131112121122211122211222212111112121111111

..23333332222222222222222222222222222222222222222222
..0000000011111111121211111121111211111211111111111)

e ...11333...111112221111111..... ....... ceevrerenenanas
.. ...00000...000000000000000..........c00cvascccnrvncn
b P
00000.......vv vt iiernnsccsnnnsonconossanocnnons
Cresenen 2ttt Ceeestserestraenaeasanens
Creesnee L P Ceeenens

G: Median value of the highest individual weekly grades

X: Percent of affected an@lnls (0 = less than 5%, 1 = between 5% and 15%,...,

A = more than 95%)

133



RCC PROJECT 311545 J1M-duUM - j4
SAMe SD4 22-AUG-94

CLINICAL SIGNS, WEEKLY (SUMMARY)

FEMALES
GROUP 3 (1000 MG/KG)

SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49.,

SECRETION / EXCRETION

DIARRHEA (1) G: .. et vesessesearaneseesenreennessas11111111111111121111
K. c. iesesssssvsssesususensensrrasennn 0000000113333333222

VARIOUS

POOR CONDITION (3) 32 11
K. it iierieeeeresasearaseerenaactes et ansa 00

G: Median value of the highest individual weekly grades
X: Percent of affected nnigcls (0 = less than 5%, 1 = between 5% and 15%,..., A = more than 95%)

134



RCC PROJECT 311545

SYM-SUM - 15

SAMe SD4 22-AUG-94
CLINICAL SIGNS, WEEKLY (SUMMARY)
SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49. .
GAIT / MOTILITY
PARESIS (1) B hh e rieeeierecansereereataere e e 55 5 B
(FORELEG RIGHT) 2 S 000.........
HEAD TILT (3) B ch e eteenreeaerenitaeee et e a e ., 1
Kl ch e reneasmuseseseriss e et ettt 0
SKIN / FUR
RUFFLED FUR 3) GBI v+ teeeenenescersecceeranaesenasan loveiinenenn. 11......
2 2 [ D 00......
ALOPECIA (3) Bf th  ertreneeerensenereaaenerearenereannneann ces 111
(HEAD) Kl t. ieeearereneerraeaneerre et et e, 000.
ALOPECIA (3) G: vv eeiereeaens Ceeteeeaennens Ce e ereeaeeeenea ...222
(NECK) 2 T ...000.
ALOPECIA (3) G: et atetereesaa et 221111.1131111111111111
(LUMBAR REGION) K . eeeenenrresecsescencnaarennnen 000000.000000010000000
ALOPECIA (3) G: fereenaarenne 1111131111000300800003 ..o evnennnnnnnss
(ABDOMEN) XD t. eieeiereneene 0000000000000060000000............... .
ALOPECIA (3) 3 R 111
(CHEST WALL) 2 00, eerrennnnnn. oco
ALOPECIA (3) G: et areneeneeearaee et na e nanrereeers RS §
(FORELEG LEFT) 2 T 00.
CRUSTS (3) B: .. ceiine. Lt e ennerrenanararennaeaeranaaesarenenaeanns
(THORACO-DORSAL REGION) % S D iverrienraet et e e aa e
CRUSTS (3) N et 1
(GENITAL REGION) Tt 0
CRUSTS (3) Bt vh i erreiereceaeens 5 5 1
(ABDOMEN) 3 S 0000, ...cuuererenoanseerronnanerons
CRUSTS (3) G: . 5 111
(CHEST WALL) %X ch eieneen 000. cvvtnverinernaseeaesneaneneranesonanns 000
SCABBED WOUND (1) B! tv eeeenennenes 1 5 5 T
(ABDOMEN) XD t. aieiiieeeees 000000, .. .vvrereennnrenmnnanereernsanans
SCABBED WOUND (1) G: vv eerenan 1l ittt aeeanaeananeaerarsnnnassaeeannennns
(CHEST WALL) XKD .. eeeaes 1 I Cheeanaas Ceerreereeneas
SECRETION / EXCRETIDN
DIARRHEA (1) 6: ..  l.iiiie... 111113111311123122113223112322223111312211111
%: .. 1ovevnnnn. 46655565889998898888899999AAAAAAAAAAAAAAAA
SEROUS RHINORRHEA (3) G: v eees . Chectenennanns . Ceeeeneiernaeren 1....
b e serenrsesereserenansnssasenann PR B
LACRIMATION (3) G: v e T2 23 R
(EYE RIGHT) X: .. e 0000000, . ..0ovr s venerenrnnnerennnnenssennss
VARIOUS
EMACIATED (3) Bl . et iaeeeerereneete et e e a e eeaeanan | D
K. st it ieacsarsresacuraesaasaraeans seevsesssavacsas O...0c0

G: Median value of the hi
X: Percent of affected an

hest individual weekly grades
mals (0 « less than 3%, 1 = between 5X and 15%,..., A = more than 95%)
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RCC PROJECT 311545 . , ' SYM-SUM - 16
SAMe SD4 22-AUG-94 .,

CLINICAL SIGNS, WEEKLY (SUMMARY)
FEMALES %
GROUP 4 (2 X 1000 MG/KG) :

SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49.,

VARIOUS

EYE RIGHT, INJURED (1)

POOR CONDITION (3)

N RO
.
o

-

G: Median value of the highut individual weekly grades
X: Percent of affected animals (0 =« less than 5%, 1 = between 3% and 15%,..., A = more than 95%)
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RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS,
CLINICAL LABORATORY/RECOVERY / MALES

GROUP 1 (0 MG/KG)

SIGN (MAX.GRADE)
(LOCATION)

WEEKS:

PRETEST TREATMENT
1. .

WEEKLY (SUMMARY)

SYM-SUM - 1
01-SEP-94

1...5...9..,13..17..21..25..29..33..37..41..45..49..

SKIN / FUR

SWELLING (3)
(PAW HIND LEFT)

ALOPECIA (3)
(GENITAL REGION)

ALOPECIA (3)
(ABOOMEN)

ALOPECIA (3)
(FORELEG LEFT)

ALOPECIA (3)
(FORELEG RIGHT)

CRUSTS (3)
(GENITAL REGION)

CRUSTS (3)
(ABDOMEN)

SCABBED WOUND (1)
(EYE RIGHT)

OPEN MASS (1)
(THORACO-DORSAL REGION)

OPEN MASS (1)
(GENITAL REGION)

CRUSTED MASS (1)

CRUSTED MASS (1)
(THORACO-DORSAL REGION)

CRUSTED MASS (1)
(GENITAL REGION)

CRUSTED MASS (1)
(CHEST WALL)

CRUSTED MASS (1)
(PAW HIND LEFT)

SECRETION / EXCRETION

LACRIMATION (3)
(EYE LEFT)

LACRIMATION (3)
(EYE RIGHT)

CHROMODACRYORRHEA (3)
(EYE LEFT)

VARIOUS

EYE LEFT, WHITE (3)

RO RO RO

no RO

RO RO RO RO RO RO RO RO RO D RO RO RO RO RD

................................ 133333........000000
................................ 11111, ... ..l
............ terereaaenaassreereasn.ee.111,22111..111
...................................... 111.11111..111
............. PR S 5 5 5 |
........................................ eesea...1111
....... 222.22223323322333333333333333333333333333322
....... 111.1111111211121331232121221313231113211121211
eeees..222,22223323322335333333333333322222333322211
....... 111.111111311111113111112111311113111111111111
........... S § |
............ B N § I
................. D P B B
........ Creeeenes D T D 3 S
..... L O .
..... DT R S O S
................ D Y § i
..... veree F P §
.................... T
........................ R I
................... D S § |
................... D U 8 |
................ B R LY
................................... D
.................................. B
.................................. D 5
................ B R T
................ D LT
........... erserenrecnscesvasereanassdllliiiiiiinen
........... L IS § B 3 e L
............... D
............... D 0

....................................................

....................................................

G: Median value of the highest individual weekly grades

X: Percent of affected animals (0 =« less than 5%, 1 = between 5% and 15%,..

A = more than 93X)
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RCC PKUJtLI J-L.LD“D ST T ¢
SAMe SD4 01-SEP-94

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / MALES -
GROUP 1 (O MG/KG) |

SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37. .81..45. .49. .
VARIOUS .
EYE RIGHT, WHITE (3) B v e eeiiaeeaans 111122222222222222222. e svvnn. ...,

Xi .. i 1111111110131100211%) ... ..o. o oot

B

ok

.

G: Median value of the highest individual weekly grades
%: Percent of affected animals (0 = less than 5%, 1 = between 5X and 15%,..., A = more than 95%)

“
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RCC PROJECT 311545 e e
SAMe SD4 01-SEP-94

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY [/ MALES
GROUP 2 (440 MG/KG)

SIGN (MAX.GRADE) PRETEST TREATMENT

(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49,,

POSTURE

HUNCHED POSTURE (1) 35 ...
K. v eeeesaescessresseercestesvesturenestet0s s 1

GAIT / MOTILITY

HEAD TILT (3) 3 L L R R R R I 111...
2 I R R R R R R 111
SKIN / FUR
SWELLING (3) [ LR T vesrarens eesesane 122.
(HEAD) 2 R R R TR ceeeanan. 111,
RUFFLED FUR (3) [ T E R R R TR Creercaecentaraseuas 2..
2 S R R R R LR R 1..
ALOPECIA (3) G: -4 iisesieserseccnrrersannnane 221111 ... .ciiniiiniians -
(HEAD) L 2 R R R R sersnne 5 B B S B B R TR
ALOPECIA (3) B: «+.  eesiaeececencsicerrasenseriastsesenonenetsrenans 111
(GENITAL REGION) 2 R T T E R TR R R B 111
ALOPECIA (3) 3 R TR R 11111111111111111111113111
(ABDOMEN) S T R R LR R R 11111111111111111111111111
ALOPECIA (3) G: .. iieeeiiiievennne 222222211111111) .. ihi i e
(FORELEG LEFT) . 2 R LR 111111313110100 . e e et en e r e
ALOPECIA (3) G: .. iieeenaaen cerean 222........ D B R
(FORELEG RIGHT) L 2 R R L R l......ne B8 B 8 B R
ALOPECIA (3) [ T 2222211110101 .. cveniiieninan
(PAW FRONT RIGHT) 2 Y SR DB S ST BT B 8 R R
CRUSTS (3) - R R L L R E R TR 1..
(HEAD) 2 2 R LR R TR R TR R 1..
CRUSTS (3) 3 R E R R RS 111
(THORACO-DORSAL REGION) 2 R R R LR 111
CRUSTS (3) [ R LR L R 111..22....000hte
(ABDOMEN) %: T veserednananse 111..1..000ehn s
SCARS (3) G: .. e 33333333333333333333333333333......
(TAIL) L2 I L LR R 11111111111111111111111111111......
SCABBED WOUND (1) G: «v  ieeeiieisiaees R R
(TAIL) L R R LR D S R
WOURD (3) [ I T 222. ..ttt
(TAIL) X: h ieiieiseriieen B 3 e R R R R R
CRUSTED MASS (1) L ) S R R 11
(GENITAL REGION) . 2 L B B 11
CRUSTED MASS (1) G: .. ittt 1lo...... 111..... il.......
(ABDOMEN) L. 2 11....... 111..... 1.,

SECRETION / EXCRETION

LACRIMATION (3)
(EYE RIGHT)

....................................................

RO

....................................................

G: Median value of the highest individual weekly grades
%: Percent of affected animals (0 = less than 5%, 1 = between 5X and 15X,..., A = more than 95%)
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RCC PROJECT 311545

DUICLITOUM - 4

SAMe SD4 01-SEP-94

CLINICAL SIGNS, WEEKLY (SUMMARY)

CLINICAL LABORATORY/RECOVERY / MALES

GROUP 2 (440 MG/KG)

SIGN (MAX.GRADE) PRETEST TREATMENT

(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49..

SECRETION / EXCRETION

CHROMODACRYORRHEA (3) G5t e iiieeeeeiiieeeeaaas 220

(EYE RIGHT) K c. iiesesevseesrrarrrentanan 0

VARIOUS

EMACIATED (3) B e e e 2....
2 l....

EYE RIGHT, INJURED (1) G: .. i 111i1111111111111111111111111111111111111111
X .. ieeeenas 11111111122121321311221123333122132111111111111

EYE RIGHT, SHRUNK (1) G: .. ieiieceans 111111111121312112223221132133111111131111111
X c. iieesiaane 1111111111212111312331132312321322231211111111

EYE RIGHT, ENLARGED (1) D 10 11111
K i. it eeisisesstreasarenesan D 0 O N 11111

EYE RIGHT, WHITE (3) N 122111122222222222222222222
K. “ie temseeresaverassesersaene 111111111111111111111111111

POOR CONDITION (3) - 2....
K. c. it iecnesesesesersetstserrrurraase s nanenonenoas 1....

G: Median value of the highest individual weekly grades
%X: Percent of affected animals (0 =« less than 35X, 1 = between 35X and 15%,...,

A = more than 95%X)
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RCC PROJECT 311545 SYM-SUM - 5
SAMe SD4 01-SEP-94
CLINICAL SIGNS, WEEKLY (SUMMARY)
SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33. .37, .41..45..49..
SKIN / FUR
SWELLING (3) B e e .
(EAR LEFT) X :
SWELLING (3) B ot e e
(EAR RIGHT) K
RUFFLED FUR (3) G: vr e, O Loivnn. 1o.... 111111111111
% .. L YLl 1. 1. 111111111111
ALOPECIA (3) BE o et 111112221111
(GENITAL REGION) Xi oL 111111111111
ALOPECIA (3) G5 ot e e 11111111111111
(ABDOMEN) X oLl 1111111111111
ALOPECIA (3) 8 oo aeenn 22222222222222222222222222222211222222222221111
(FORELEG LEFT) % .. s 111111211111111212321111211111231121111111312311
ALOPECIA (3) 6: ve e 22222 .. 111110000100 e eeeeeeeeennnnnnnns e
(FORELEG RIGHT) X e T CE ORI T LTSS S T SO
CRUSTS (3) G5 e e 1. ieaens.
(GENITAL REGION) X LI 111 o
CRUSTS (3) B2 o e e 'S PR
(ABDOMEN) X L TORRRIRIRONRON
CRUSTED MASS (1) G5 o e Meeen... 1.
(GENITAL REGION) Xo oL . 1.,
CRUSTED MASS (1) B v et T30 SUUDURUURI
(ABDOMEN) Xo LD FEECORDRRRORRReRON
SECRETION / EXCRETION
DIARRHEA (1) 61 er e, 111111111112111111112121111111111111121
Xi L. Ll 233359999999999959999AAAAAAAAAAAAADIAAA
VARIOUS
EMACIATED (3) B vt e, B 111111111
X e 111111111
EYE RIGHT, INJURED (1) i ve e e L S DU
X: L. L M0,
EYE RIGHT, ENLARGED (1) B ve e Y PO
. .. iseriercvenaeens T
EYE RIGHT, WHITE (3) G: vr e 12111..... 11111111222222222222222222222222222
X: .. - L 1111100, 11111111111113111111111121111222111
POOR CONDITION (3) G5 o e ettt 11
K. vi eerseeseessisenvenetesaneuan D 11

G: Median value of the highest individual weekly grades
%: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,..., A = more than 95%)
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RCC PROJECT 311545

STM-SUM - 6
SAMe SD4 01-SEP-94
CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / MALES
GROUP 4 (2 X 1000 MG/KG)
SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..53..37. .41..45..49..
SKIN / FUR
ALOPECIA (3) B oo e PR L Lt P
(LUMBAR REGION) X. L. L YIALY .o
ALOPECIA (3) B o 111111
(GENITAL REGION) K 111111
ALOPECIA (3) B v e 1133322222122211111
(ABDOMEN) X oL 1111111111111111111
CRUSTS (3) B o
(ABDOMEN) K
SCARS (3) B o e 3333333333333333333333
(TAIL) Ko L 1111111111111111111111
SCABBED WOUND (1) B vr e, YL VDU
(TAIL) Xe L. W,
SCABBED WOUND (1) B L. eeeeeeeneeeeeeneeeee e
(ABDOMEN) K i . L iesessewsessasesetssnesvarsener st oaee e
WOUND (3) GB: v. seevesesensessesensessase 22) .. i it et c e e e
(TAIL) K. .. i iiecsssencssserreresenns 5 1
WOUND (3) B o e
(ABDOMEN) K
CRUSTED MASS (1) B vt e, 111, .. 200 eennn.. .....
(ABDOMEN) %o L. L 11, 000t u.
SECRETION / EXCRETION
DIARRHEA (1) T B: e e 1111112111111122112213131111112121211111111111
X: .. L15AAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAAARAAAAAAA

G: Median value of the hi
X: Percent of affected an

!

hest individual weekly grades
wals (0 = less than 5%, 1 = between 35X and 13%,...,

A = more than 95%)
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RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / MALES
GROUP 1 (O MG/KG)

SIGN (MAX.GRADE)
(LOCATION)

RECOVERY

WEEKS: 1...5...9

SKIN / FUR

SWELLING (3)
(PAW HIND LEFT)

ALOPECIA (3)
(GENITAL REGION)

ALOPECIA (3)
(ABDOMEN)

ALOPECIA (3)
(FORELEG LEFT)

ALOPECIA (3)
(FORELEG RIGHT)

CRUSTS (3)
(GENITAL REGION)

CRUSTS (3)
(ABDOMEN)

SCABBED WOUND (1)
(EYE RIGHT)

OPEN MASS (1)
(THORACO-DORSAL REGION)

OPEN MASS (1)
(GENITAL REGION)

CRUSTED MASS (1)

CRUSTED MASS (1)
(THORACO-DORSAL REGION)

CRUSTED MASS (1)
(GENITAL REGION)

CRUSTED MASS (1)
(CHEST WALL)

CRUSTED MASS (1)
(PAW HIND LEFT)

SECRETION / EXCRETION

LACRIMATION (3)
(EYE LEFT)

LACRIMATION (3)
(EYE RIGHT)

CHROMODACRYORRHEA (3)
(EYE LEFT)

VARIOUS

EYE RIGHT, INJURED (1)

EYE LEFT, WHITE (3)

no

233333333
111111111

111111111
111111111

N RO RO RO

G: ...111111
%: ...111111

SYM-SUM - 7
01-SEP-94

G: Median value of the highest individual weekly grades

X: Percent of affected animals (0 = less than 5X, 1 = between 5X and 15%,...,

A = more than 95%)

14%



RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / MALES
GROUP 1 (O MG/KG)

SIGN (MAX.GRADE) RECOVERY

{LOCATION) WEEKS: 1...5...9
VARIOUS
E;E-E;GHT. WHITE (3) G: .11111122

%: .11111111

diMm~dum - o

01-SEP-94

G: Median value of the highest individual weekly grades

X: Percent of affected aniynls (0 = less than 5%, 1 = between 5% and 15%,...,

A = more than 95%X)

444



RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / MALES

GROUP 2 (440 MG/KG)

SIGN (MAX.GRADE)
(LOCATION)

RECOVERY

WEEKS: 1...5...9

* POSTURE

HUNCHED POSTURE (1)

GAIT / MOTILITY

HEAD TILT (3)

SKIN / FUR

SWELLING (3)
(HEAD)

RUFFLED FUR (3)

ALOPECIA (3)
(HEAD)

ALOPECIA (3)
(GENITAL REGION)

ALOPECIA (3)
(ABDOMEN)

ALOPECIA (3)
(FORELEG LEFT)

ALOPECIA (3)
(FORELEG RIGHT)

ALOPECIA (3)
(PAW FRONT RIGHT)

CRUSTS (3)
(HEAD)

CRUSTS (3)
(THORACO-DORSAL REGION)

CRUSTS (3)
(ABDOMEN)

SCARS (3)
(TAIL)

SCABBED WOUND (1)
(TAIL)

WOUND (3)
(TAIL)

CRUSTED MASS (1)
{GENITAL REGION)

CRUSTED MASS (1)
(ABDOMEN)

SECRETION / EXCRETION

LACRIMATION (3)
(EYE RIGHT)

G: 111111111
%: 111111122

G: 111111111
%: 111111111

SYM-SUM - 9
01-SEP-94

G: Median value of the highest individual weekly grades

%: Percent of affected anipuls (0 = less than 5%, 1 = between 5% and 15%,...,

A = more than 95%X)
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RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / MALES
GROUP 2 (440 MG/KG)

SIGN (MAX.GRADE) RECOVERY
(LOCATION) WEEKS: 1...5...9
SECRETION / EXCRETION
CHROMODACRYORRHEA (3) [
(EYE RIGHT) X e
VARIOUS
EMACIATED (3) G: .........
| 3 .
EYE RIGHT, INJURED (1) G: 11111111,
%: 11111111,
EYE RIGHT, SHRUNK (1) G: 111111111
%£: 111111111
EYE RIGHT, ENLARGED (1) G: 111......
%: 111......
EYE RIGHT, WHITE (3) G:,222222333
%: 111111111
POOR CONDITION (3) G: ...vvnnns
X e

SYM-SUM - 10
01-SEP-94

G: Medien value of the highest individual weekly grades

%: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,...

A = more than 95X)
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RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS,
"CLINICAL LABORATORY/RECOVERY / MALES

WEEKLY (SUMMARY)

GROUP 3 (1000 MG/KG)

SIGN (MAX.GRADE)
(LOCATION)

RECOVERY
WEEKS: 1...5...9

SKIN / FUR

SWELLING (3)
(EAR LEFT)

SWELLING (3)
(EAR RIGHT)

RUFFLED FUR (3)
ALOPECIA (3)
(GENITAL REGION)

ALOPECIA (3)
(ABDOMEN)

ALOPECIA (3)
(FORELEG LEFT)

ALOPECIA (3)
(FORELEG RIGHT)

CRUSTS (3)
(GENITAL REGION)

CRUSTS (3)
(ABDOMEN)

CRUSTED MASS (1)
(GENITAL REGIDN)

CRUSTED MASS (1)
(ABOOMEN)

SECRETION / EXCRETION

DIARRHEA (1)

VARIOUS

EMACIATED (3)

EYE RIGHT, INJURED (1)
EYE RIGHT, ENLARGED (1)
EYE RIGHT, WHITE (3)

PGOR CONDITION (3)

G: ...... 111
X ... 111

...... 111
...... 111

»o

111111111
111111111

111111111
111111111

111111111
111111111

111111...
111111...

RO RO RO RO

.........

RO

G: 111112111
%¥: 111111111

» o

222222222
111111111

11111....
11111....

RO RO

SYM-SUM - 11
01-SEP-94

G: Median value of the hi
%: Percent of affected an

!

hest individual weekly grades

mals (0 = less than 5%, 1 = between 5X and 15%,...

A = more than 95X)

1477



RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / MALES
GROUP 4 (2 X 1000 MG/KG)

SIGN (MAX.GRADE) RECOVERY
(LOCATION) WEEKS: 1...5...
SKIN / FUR
ALOPECIA (3) G: ..evrennn
(LUMBAR REGION) 2
ALOPECIA (3) G: 1111.....
(GENITAL REGION) %: 1111.....
ALOPECIA (3) G: 111111122
(ABDOMEN) %: 111111111
CRUSTS (3) G: ..111....
(ABDOMEN) X: ..111....
SCARS (3) G: 333......
(TAIL) %: 1lll......
SCABBED WOUND (1) G: .irennnne
(TAIL) S
SCABBED WOUND (1) G: ..1......
(ABDOMEN) % L.l......
WOUND (3) G: ..ivevnvn
(TAIL) | 3 S
WOUND (3) G: ..1......
(ABOOMEN) % ..1l......
CRUSTED MASS (1) G: .. .vevenn
(ABDOMEN) X: cieieneen
SECRETION / EXCRETION
DIARRKEA (1) G: l........
X: A........

SYM-SUM - 12
01-SEP-94

G: Median value of the hi
X: Percent of affected an

ghest individual weekly grades
mals (0 = less than 5%, 1 = between 5% and 15%,...,

A = more than 95%)
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RCC PROJECT 311545 SYM-SUM - 13
SAMe SD4 01-SEP-94

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 1 (0 MG/KG)

SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45,.49..
POSTURE
E;TERAL RECUMBENCY (1) B2 v.  tesenesacssesesescarareserarnenes s esarneranas 1.
Kl t. tescisssessescesersrasessesesat s aanenenansnon 1.
HUNCHED POSTURE (1) B! cv teveecesecvsaseserereseresastrreas et annne 111
Kl . teesareeseevseesenerasesenrresinssestenesannn 111
GAIT / MOTILITY
UNCOORDINATED MOVEMENTS (3) B. .+ eseseerssesssmsversessesseranareresensuonerenens 1..
K. .. eiessereecsresnaaes Cessererenentsavensnsusuonens 1.
HEAD TILT (3) G: .. eeenenns Ctessessasuenrareresten et esss e snr s 2...
X: .. secerennen tertaeerssassee st e ravess s ess e 1..
SKIN / FUR
RUFFLED FUR (3) B: .. seseesetcessessseseasasarsesrarusresenanonans 1122.
X e sessasseresens beeieasarnonrrararassesavannan 21111
ALOPECIA (3) G: .. eeeeens tesssesreserensnesenasssase oo 12233332222...
(CERVICAL REGION) B .. tesssersesesesvesssssterereresassrrvees 11111111111...
ALOPECIA (3) PRI § 5 15 5 1 . eeeseenes e
(LUMBAR REGION) K: cr eeeens Weessesreanens 11111 ... cvev e e vesasssavueraen
ALOPECIA (3) B: +. tiicesvsvesessavererssesecsavesneneccrnruns 111.......
(ABDOMEN) 3 111.......
ALOPECIA (3) G: .. tietseserrsanvavens 1111111, . v eniiinenene 1111111111
(CHEST WALL) e ve eienseanmreseraene 1113312) ... ivnivnannns 1111111111
ALOPECIA (3) G: .. e 11..1111123132311130 120003030 .... .00 L2200l s
(SHOULDER LEFT) X o0 eeeiean 11..11111211113211121301113).....00 1111......
ALOPECIA (3) G: ..  ie.e.. 1l e eieeerereranaresnsnoasnnn 22222222...
(SHOULDER RIGHT) X: .. e 5 11111111...
ALOPECIA (3) - seseaeneunes 1111.
(THIGH HIND RIGHT) K. ch i eeucecvereseneserenanssarerenaresserrrens .1111..
ALOPECIA (3) G: .. eieeen 11..... 1122131111111111111111....12233333322...
(FORELEG LEFT) | 2T 11..... 111111311312121131111111....13111111111...
ALOPECIA (3) P 23333223322...
(FORELEG RIGHT) K. h. teeseasasisesnessrsessrsssevicararnnan 11111111111..
OPEN MASS (1) 3 S N 111
(FLANK LEFT) K. ch it receereasesiassesssesarastartseacecenrvesnnn 111
CRUSTED MASS (1) £ I T R Y 1..
(FLANK LEFT) K. L. i iiieecaatasaresesacscae sttt e 1.
VARIOUS
EMACIATED (3) 32 T T 1112
23 1111
POOR CONDITION (3) [ 1122
K. th Lt cetesrasesessseneseratasetartec e saans 1111.

G: Median value of the highest individual weekly grades
X: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,..., A = more than 95%)

14Q




RCC PROJECT 311545

SAMe SD4

SYM-SUM - 14
01-SEP-94

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 2 (440 MG/KG)

SIGN (MAX.GRADE)

PRETEST TREATMENT

(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49..
GAIT / MOTILITY
HEAD TILT (3) PP 11111
2 11111
SKIN / FUR
SWELLING (3) e 1111111111111111111111111
(EAR LEFT) 2 S P 111111111111112111111111)
SWELLING (3) P 1111111111111111111111111
(EAR RIGHT) KD th eeeeeeeerereraereaeaeaes 1111111111111111111113112
ALOPECIA (3) - . .
(HEAD) 2 DR 1ttt eee e eereeenearnrarneaaans .
ALOPECIA (3) - 2211....... P
(LUMBAR REGION) K vt eeeneraeneeniaenaes 11l....... 1oieeiennnnnnnans
ALOPECIA (3) G: vr eeeenieenens 222222222222222111111122222222222222221
(SHOULDER LEFT) X:t e eeieeeeeeans 111111111111111211111212111211112111111
ALOPECIA (3) B vr enenene 333333333322222222222222222222222222222222222
(FORELEG LEFT) X:oh aeeenn. 111111111111131111238123121221121011122131311
ALOPECIA (3) B vr emeeens 333333333323322222222222223333323333333322233
(FORELEG RIGHT) X e aeeeen. 11111131211111111131112213232321131111111111111
SECRETION / EXCRETION
LACRIMATION (3) Bi vt e, 1§ S
(EYE RIGHT) 2 eeeeunnnnnn.
ADHESION (1) - N
(EYE RIGHT) 2 S ettt e e e
VARIOUS
EYE RIGHT, INJURED (1) B vr ereeeeieaeeenas 1111111111111111111111111111131111111
N 1111111111111111111121231111112111111
EYE RIGHT, SHRUNK (1) - 11111111111111111113111111111111111
. XD vr eeeeneneaeneneens 11111111111111111111111111111111131
EYE RIGHT, WHITE (3) B: vr e, 3333333333333333333
2 S 1111111111111111111

G: Median value of the highest individual weekly grades

%: Percent of affected animals (0 = less than 5%, 1 = between 5X end 15%,...,

A = more than %5X)
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RCC PROJECT 311545 SYM-SUM - v
SAMe SD4 01-SEP-94

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 3 (1000 MG/KG)

SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13,.17..21..25..29..33..37..41. .45, .49. .
SKIN / FUR
SWELLING (3) X S 11.......
(GENITAL REGION) 2 11.......
ALOPECIA (3) B . e 2222222 it e
(CERVICAL REGION) % .. ... L T
ALOPECIA (3) B cr e, Mlooiiinenen.. 11....11
(LUMBAR REGION) 2 S Y DO 11....11
ALOPECIA (3) G: B 333 . T
(TAIL BASE) x: B 8 S
ALOPECIA (3) G: vr aeeen 3333333323333332223322222222222222222221 . ... ...
(GENITAL REGION) X: .. eee.. I111111111101122221222122222232222222221.......
ALOPECIA (3) T SR 5 8 I
(ABDOMEN) 2 S LT S 5 T
ALOPECIA (3) B .. aeeenns 12222, et eet e et e,
(FLANK LEFT) X:Te. aeeeaes D
ALOPECIA (3) TSN 2222222211111103010100000 e e e e ien e
(CHEST WALL) L S 11111213310030000 3000000 e e e e veeveens
ALOPECIA (3) G: «v aeen. 222t 22222222222111111
(SHOULDER LEFT) % .. ... L 11111111111111111
ALOPECIA (3) [ 222, e l..... .22222222222111111
(SHOULDER RIGHT) X .. aee.. T 1l...... 11111111111111111
ALOPECIA (3) G: - aen.. 22222222222222111111112222222211113322221111111
(THIGH HIND LEFT) % .. ... 1111111111511112131320221332311221213221211111121)
ALOPECIA (3) G vr eeeieenens 111111811113011.2211112213213321211... 111
(THIGH HIND RIGHT) XD i eeeeeneaens 111111111111111.3111111233111111211...111
ALOPECIA (3) G: ..23333332222222222222222222222222222222222222111111
(FORELEG LEFT) x: ..1111111111111311111211112111312311211112121111111121
ALOPECIA (3) G: ..23333332222222222222222222222222222222222222112222
(FORELEG RIGHT) x: ..11111113111111111332121211112221221311112112111111
ALOPECIA (3) G: . 113330 111102221010000 0 ettt e e
(HINDLEG LEFT) X: T O R S SNy ST S E D
ALOPECIA (3) G: 223 3 R e,
(HINOLEG RIGHT) %: S
ALOPECIA,GENERAL (3) B! vr eeeeeiin.s 2 e
2 S

G: Median value of the highest individual weekly grades
%: Percent of affected ani

mals (0 = less than 5%, 1 = between 5% and 15%X,..., A = more than 95X)
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RCC PROJECT 311545

SYM-SUM - 16

SAMe SD4 01-SEP-94
CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 4 (2 X 1000 MG/KG)
SIGN (MAX.GRADE) PRETEST TREATMENT
(LOCATION) WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49..
GAIT / MOTILITY
PARESIS (1) B ot e l..nnn...
(FORELEG RIGHT) A AP 1Ml.........
HEAD TILT (3) e N 1
352 1
SKIN / FUR
RUFFLED FUR (3) Bt e e e,
B . cr  eeearesessucsasassrasrerensneases
ALOPECIA (3) B v ettt eatae e e et it
(HEAD) A A N R
ALOPECIA (3) B v et irerarieeeaaa s 22111 e,
(LUMBAR REGION) K o e R LSS PP
ALOPECIA (3) L 11
(FORELEG LEFT) A 11
CRUSTS (3) B oo ettt
(EYE RIGHT) X: PO
CRUSTS (3) X SRR N 1
(GENITAL REGION) K e o ettt iiar e s et neareanaen 1
CRUSTED MASS (1) - TRy AR
(CHEST WALL) L
SECRETION / EXCRETION
OIARRHEA (1) i G: | 111111121111311321121131123312111111113111111
X: Toveuen.. 133223337788B8899999999999AAAAAAAAAAAAAAAA
LACRIMATION (3) e U
(EYE RIGHT) AU AR
VARIOUS
EYE RIGHT, INJURED (1) X T AP 1
K. s eereweesesemresestusenrastsreesenssonrnrnenran e 1
EYE RIGHT, SHRUNK (1) g: ....................................................
EYE RIGHT, WHITE (3) 2: ....................................................

G: Median value of the highest individual weekly grades

%: Percent of affected animals (0 = less than 35X, 1 = between 5X and 15%,..., A = more than 95%)
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RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)

SYM-SUM -

17

01-SEP-94

CLINICAL LABORATORY/RECOVERY / FEMALES

GROUP 1 (O MG/KG)

SIGN (MAX.GRADE) RECOVERY

(LOCATIDN) WEEKS: 1...5...9

POSTURE

LATERAL RECUMBENCY (1) G: ..o
| 2

HUNCHED POSTURE (1) G: ...
X e

GAIT / MOTILITY

UNCOORDINATED MOVEMENTS (3) G: ivevennn

HEAD TILT (3) G: i
%
SKIN / FUR
RUFFLED FUR (3) B: vevnrnnen
| ST
ALOPECIA (3) G: vevmnnnn
(CERVICAL REGION) I
ALOPECIA (3) G: . ivernnnn
(LUMBAR REGION) | TP
ALOPECIA (3) G: veveennn-
(ABDOMEN) 2 S
ALOPECIA (3) G: 1122222..
(CHEST WALL) %: 1111111..
ALOPECIA (3) G: vevevennn
(SHOULDER LEFT) b S
ALOPECIA (3) G: el
(SHOULDER RIGHT) b SIS
ALOPECIA (3) G: teivinnn ’
(THIGH HIND RIGHT) . ST
ALOPECIA (3) G: veeunnnn-
(FORELEG LEFT) | ST
ALOPECIA (3) G: vvvrnnnnn
(FORELEG RIGHT) b 2 I
OPEN MASS (1) G: 111111111
(FLANK LEFT) %: 111111111
CRUSTED MASS (1) G: «oinvnnnn
(FLANK LEFT) ST
VARIOUS
EMACIATED (3) G: vevrennnn
b 2
POOR CONDITION (3) G: ..o
% e

G: Median value of the highest individual weekly grades

%: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,...

A = more than 95%)
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RCC PROJECT 311545
SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / FEMALES

GROUP 2 (440 MG/KG)

SIGN (MAX.GRADE) RECOVERY
(LOCATION) WEEKS: 1...5...9
GAIT / MOTILITY
HEAD TILT (3) G: 111111111
%: 111111111
SKIN / FUR
SWELLING (3) G: 111111111
(EAR LEFT) %: 111111111
SWELLING (3) G: 111111111
(EAR RIGHT) %: 111111111
ALOPECIA (3) G: 333......
(HEAD) %: 111......
ALOPECIA (3) G: covvnvnnn
(LUMBAR REGION) X cicenenen
ALOPECIA (3) G: 111122122
(SHOULDER LEFT) %: 111111111
ALOPECIA (3) G: 111122111
(FORELEG LEFT) %: 111111111
ALOPECIA (3) G: 222222222
(FORELEG RIGHT) %: 111111111
SECRETION / EXCRETION
LACRIMATION (3) G: ...l
(EYE RIGHT) | SR
ADHESION (1) G: ovvnnnn.
(EYE RIGHT) | S
VARIOUS
EYE RIGHT, INJURED (1) G: 111111111
%: 111111111
EYE RIGHT, SHRUNK (1) G: 111111111
%: 111111111
EYE RIGHT, WHITE (3) G: 333333331
%: 111111111

SYM-SUM - 18
01-SEP-94

G: Median value of the highest individual weekly grades
%: Percent of affected animals (0 = less than 5%, 1 = between 5% and 13%,...,

A = more than 95%)
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RCC PROJECT 311545 SYM-SUM - 19
SAMe SD4 01-SEP-94

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 3 (1000 MG/KG)

SIGN (MAX.GRADE) RECOVERY
(LOCATION) WEEKS: 1...5...9
SKIN / FUR

SWELLING (3) G: ...
(GENITAL REGION) X: -
ALOPECIA (3) G: ..o
(CERVICAL REGION) | S
ALOPECIA (3) G: ... ...
(LUMBAR REGION) X: ...,
ALOPECIA (3) G: ..2221...
(TAIL BASE) %: ..1111...
ALOPECIA (3) G: ... ...
(GENITAL REGION) X: e,
ALOPECIA (3) G: ...
(ABDOMEN) | S
ALOPECIA (3) G: .ot
(FLANK LEFT) X Lol

ALOPECIA (3)
(CHEST WALL)

no

ALOPECIA (3)
(SHOULDER LEFT)

111111111
111111111

ALOPECIA (3)
(SHOULDER RIGHT)

111111111
111111111

ALOPECIA (3)
(THIGH HIND LEFT)

111111111
111111111

ALOPECIA (3)
(THIGH HIND RIGHT)

ALOPECIA (3)
(FORELEG LEFT)

111111111
111111111

ALOPECIA (3) 111111111

»no noO no RO RN O ®» O
[
-
—
-

(FORELEG RIGHT) 111111111
ALOPECIA (3) G .
(HINDLEG LEFT) Bl e
ALOPECIA (3) G: o
(HINDLEG RIGHT) R cieeeren
ALOPECIA,GENERAL (3) G: ..ievenen

% ...,

G: Median value of the highest individual weekly grades
X: Percent of affected animals (0 = less than 5X, 1 = between 3X and 15X,..., A = more than 93%X)
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RCC PROJECT 311545

SAMe SD4

CLINICAL SIGNS, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 4 (2 X 1000 MG/KG)

SIGN (MAX.GRADE) RECOVERY
(LOCATION) WEEKS: 1...5...
GAIT / MOTILITY
PARESIS (1) G: vvivvenn
(FORELEG RIGHT) | PN
HEAD TILT (3) G: 111111111
%: 111111111
SKIN / FUR
RUFFLED FUR (3) G: tevvvennn
X cveveanns
ALOPECIA (3) G: 333......
(HEAD) %: 111......
ALOPECIA (3) G: cvveesnne
(LUMBAR REGION) X! creenennn
ALOPECIA (3) B torenrens
(FORELEG LEFT) SIS
CRUSTS (3) G: 33.......
(EYE RIGHT) %: 1l.......
CRUSTS (3) G: 1l.......
(GENITAL REGION) %: 1l.......
CRUSTED MASS (1) G: ov.nn 111
(CHEST WALL) B oo 111
SECBETION / EXCRETION
OIARRHEA (1) G: l........
X: Ao
LACRIMATION (3) G: ....... 11
(EYE RIGHT) | I 11
"VARIOUS
EYE RIGHT, INJURED (1) G: 11111111.
%: 11111111.
EYE RIGHT, SHRUNK (1) G: .li111i1l
%: .11111111
EYE RIGHY, WHITE (3) G: 333333333
%: 111111122

SIM->uUM ~ LU
01-SEP-94

G: Median value of the highest individual weekly grades

%: Percent of affected nniynls (0 = less than 5%, 1 = between 53X and 15%,...,

A = more than 95%)
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RCC PROJECI 31154> e SYM-SUM - 1
SAMe SD4 22-AUG-94

NODULES / MASSES, WEEKLY (SUMMARY)

MALES
GROUP 1 (O MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45,..49..
THORACO-DORSAL REGION B it i viesirsersasssensestsssns ettt nnn 111
Kl i itsseerecasseesaseserenrreasese st A e nans 000
GENITAL REGION G: Cheereanreensans 1111111111111....111111222111111111)
K cr tresnrssesereens 0000000000000....0000000000011001111
ABDOMEN B vr  ieiieereieeniassiareananns 11111111121111111121121.111
Bl ch ieiiseessusensescsenrnesas 00011000011110111111000.000
CHEST WALL Bl c.  teeseessierrensasasencasatasasess v enanennanaons 1
K: . ceeiieneaen Rsvoesenonsassransnsonansaasesnnonsnnnsas 0
PAW HIND LEFT B! v.  tirecereescusssasenssarsrannananennn 2. it
K. it tieteassesersesesvaavernserransnoenos [

G: Median of the highest individual weekly size (1 = 5 to 15 mam,2 = 15 to 25 mm,..,5 = over 45 mm)
%: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15X,..., A = more than 95%X)
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RCC PROJECT 311545 STM=3UM - 4
SAMe SD4 22-AUG-94

NODULES / MASSES, WEEKLY (SUMMARY)
MALES
GROUP 2 (440 MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45, .49..
THORACO-DORSAL REGION B v tieescisesesrsersecsssanasnenanaons 11111111112......
K. vt iiirseseneereserenaeas et 00000000000......
LUMBAR REGION B vh i teecimaresssansesess st s )
K. tr iieeenaecresssesenenneacaeneter oo nenan [« J
GENITAL REGION B! 1. iiiesenesaane 111,.111113331023) ..., 1111111111111
X v iieereneneans 000..0000000000000....... .0000001001111
ABDOMEN B: .. tierrvarerennes 111111131111131311111112131111111111111
X s iieiirieees ++..0000000000000000000111011112100001100
CHEST WALL N 11222222233.1..
K. tc teseavenanssesetesrensrsenanencrenras 00000000000.0. .

G: Median of the hlghest individual weekll size (1 = 5 to 15 am,2 = 15 to 25 mm,..,5 = over 45 we)
X: Percent of affected animals (0 = less than 5X, 1 = between 5X and 15%,..., A = more than 95%)
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RCC PRUJEL! 311545 SYM-SUM - 3
SAMe SD4 22-AUG-94

NODULES / MASSES, WEEKLY (SUMMARY)
MALES
GROUP 3 (1000 MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45,.49..
LUMBAR REGION T 112111111
.3 000000000
GENITAL REGION G: .. i iiiiertciesanaan 11111111..1113...11111L..... 1
. 2 S N 00111110..0000...000000..... 0
ABODOMEN G: .. e 1111111)........ 1111111121111111111111
. 2 00000000........ 0111111001001111001011

G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 mm,..,5 = over 45 mm)
%X: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,..., A = more than 95%)
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RCC PROJECT 311545 STM=-SUM - 4§
SAMe SD4 22-AUG-94

NODULES / MASSES, WEEKLY (SUMMARY)
MALES
GROUP 4 (2 X 1000 MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49..
HEAD 3 1111
K. te ireaseeteaseneseecesaerarnese sttt 0000
GENITAL REGION 3 B D B 11
K it tieerenririessesrrrararne 0000000......cc00vnvnern 00
ABDOMEN G: .. i 1111111...1211111121111131111111111111
X ch eierarreaeeas 0000000. ..0000000000111000000001111111}

G: Median of the highest individual weeklz size (1 = 5 to 15 mm,2 = 15 to 25 mm,..,5 = over 45 nn)
X: Percent of affected animals (0 « less than 5%, 1 = between 5X and 15X,..., A = more than 93X)
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RCC PRUJELI
SAMe SD4

NODULES / MASSES, WEEKLY (SUMMARY)

FEMALES
GROUP 1
LOCATION

311545

(0 MG/KG)

WEEKS: 1.

PRETEST TREATMENT
1.

STM-dUM - >
22-AUG-94

ve3...9...13..17..21..25..29..33..37..41..45,.49..

GENITAL REGION

ABDOMEN

FLANK LEFT

FLANK RIGHT

CHEST WALL

WL VO RO RO RO

.....................................

.....................................

..22223333333333333333333333331111111451
..00000000000000000000000000001111111000

1.1111 ..., 1..
0.00100..... 0..

.......................................... «..1111111
............................................. 0000000

....................................... 1111222223333
et reereseagenerenanaananetsaeesenns 0000001111111

11111111..... 111222222111111111122221121
00000000..... 000000011111111111101111112

G: Median of the highest individuasl weekly size (1 = 5 to 15 mm,2 = 15 to 25 mm,..,5 = Over 45 mm)

X: Percent of affected animals (0 = less than 5%, 1 = between 5X and 15%,..

A = more than 93%)
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KLU PHRUJELI 314D4D SYM-SUM - ¢
SAMe SD4 22-AUG-94

NODULES / MASSES, WEEKLY (SUMMARY)
FEMALES -
GROUP 2 (440 MG/KG)

~——

PRETEST TREATMENT
1.

LOCATION WEEKS: 1...5...9...13..17..21..25..29..33..37..41..45..49. .
GENITAL REGION GBI or . ereieieneenas S P 122222113311111111111
KD it e D0.eveerirennanns 000000110011111000111
ABDOMEN G: .. ieeiiaie. 1111122211000 0 evinennnrnnernans 11...5111
X i i 000000000000........covvveenn... 00...0011
CHEST WALL LI 11223335..11111111112331111
2 S, 00000000. .00060111110001111

g

-

G: Median of the highest individual weekly size (1 = 5 to 15 sm,2 = 15 to 25 mm,..,5 « over 43 l!‘)
X: Percent of affected animals (0 = less {hnn 5%, 1 = between 5% and 15%,..., A = more than 93%X;
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RLL PRUJELL 311245 Qir—aum - 4
SAMe SD4 22-AUG-94

NODULES / MASSES, WEEKLY (SUMMARY)
FEMALES ,
GROUP 3 (1000 MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45,.49..
GENITAL REGION e 111111151112122211111
2 T 000000000000111110111
ABODOMEN [« T 1111113111113445112111311134
2 T 0000000000110000000111011100
CHEST WALL 1 111112233111111111)
. 2 T T 0000000001112111111

G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 mm,..,5 = over 45 mm)
X: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,..., A = more than 95%X)
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Prwrar t rrm e b e m—— = v g

SAMe SD4  22-AUG-94

NODULES / MASSES, WEEKLY (SUMMARY)
FEMALES
GROUP 4 (2 X 1000 MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49..
GENITAL REGION P 1111
. 2T 0000
ABDOMEN - N I T T 11112222333
Kl it ieterisersesrersensecesraratseana o 00000000011
CHEST WALL B L. i i it ietr ettt r et e 111111
. 2 000000

G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 mm,..,5 = over 45 mm)
X: Percent of affected animals (0 « less than 3%, 1 = between 5X and 15%,..., A = more than 95%)
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RCC PROJECT 311545 STM->Um - 4
SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / MALES
GROUP 1 (O MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45,.49..
THORACO-DORSAL REGION -3 111
3 11
GENITAL REGION 1111100, i eeneanens 1l...... 11111...
3 1111111 .. e e v e r e en e 1l...... 12111...
ABDOMEN 3 D 3 O 111
3 PN D O B 112
CHEST WALL B 4e tesseeeecssessirssesresnsesasatesere s atear e n 1
35 T A L LR 1
PAW HIND LEFT Y 2ttt rananans
3 D

G: Median of the highest individual weekly size (1 = 5 to 15 m®,2 = 15 to 25 am,..,5 = OVEr 45 ARm)
X: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15X,..., A = mOTe® than 95%)
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RCC PROJECT 311545 i e
SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY):

CLINICAL LABORATORY/RECOVERY / MALES .
GROUP 2 (440 MG/KG) ’

PRETEST TREATMENT

LOCATION WEEKS: 1 1...5...9...13..17..21..25..29..33..37..41..45. .49..
GENITAL REGION S T SRS EY 8§ § SO 1111111
D I TR TS S D 1111111
ABDOMEN B vv eeeeeeieneaeans 1111111111111211111131..11111....111.
KD v eeeeiereeeeens 11111111111111113111131. 11114, ...111.
CHEST WALL B2 ot e eeeeeieieieieeeaeaaaeans 11222222233, ...
2 S 11111111111, ...

G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 am,..,5 = over 45 an)
X: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,..., A = more than 93%)
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RCC PROJECT 311545 v v o
SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY)

CLINICAL LABORATORY/RECOVERY / MALES
GROUP 3 (1000 MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..81..45,.49..
GENITAL REGION G: . i eieari i 11111....1300....11111. ., ...
3 11111....1111....1113L. ... L,
ABDOMEN 3 11115818128............,
Kl ot i eiiiesrreser ettt 1111111111 ... oe el l s,

G: Median of the highest individual weekly size (1 = 5 to 15 am,2 = 15 to 25 mm,..,5 = over A5 mm)
%: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,..., A = more than 93%X)
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KLU FRUJECL L Q4Ado%Y [C R NN Ral® TUT IR PPy

SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY):
CLINICAL LABORATORY/RECOVERY / MALES
GROUP 4 (2 X 1000 MG/KG)

PRETEST TREATMENT
LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49..

ABOOMEN G: o, ieieeriiesssr ettt sanes 11111...111010 .. cvevvennanss
. 23 N 11111, . .01 .. eeee e a e

G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 mm,..,5 = over 45 mm)
%: Percent of affected animals (0 = less than 35X, 1 = between 53X and 15X%,..., A = more than 95%)
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RCC PROJECT 311545 Sirmsun ~
SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY):
CLINICAL LABORATORY/RECOVERY / MALES
GROUP 1 (0 MG/KG)

RECOVERY

LOCATION WEEKS: 1...5...9
THORACO-DORSAL REGION G: 11122222
%: 11111111
GENITAL REGION G: ...11111
%: ...11111
ABDOMEN G: 11111111
%: 11111111
CHEST WALL G: 12222333
%: 11111111
PAW HIND LEFT G: cvennnn
X: ceeenens

G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 sm,..,5 = over 45 mm)
%: Percent of affected lqlllls (0 = less than 5%, 1 = between 5X and 13X,..., A = mOTE than 95%)
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RCC PRUJELI 311240 . . - o
SAMe SD4 A 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY): -
CLINICAL LABORATORY/RECOVERY / MALES t
GROUP 2 (440 MG/KG)

RECOVERY
LOCATION WEEKS: 1...5...9

GENITAL REGION 11111111

G:

%: 11111111
ABDOMEN G: 11111111

%: 11123331
CHEST WALL G: ..nenen

| 2P

G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 mm,..,5 = over 45 mm)
%: Percent of affected animals (0 = less than 5%, 1 = between 5X and 13%X,..., A = more than 95%)
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RCC PROJECT 311545 —— e ,
SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY):
. CLINICAL LABORATORY/RECOVERY / MALES
GROUP 3 (1000 MG/KG)

RECOVERY
LOCATICON WEEKS: 1...5...9
GENITAL REGION G: ...... 11
% ... 11
ABDOMEN G: .1111111
X: .1112223
G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 mm,..,5 = over 45 mm)
%: Percent of affected animals (0 = less than 53X, 1 = between 5X and 15%,..., A = more than 95%)
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KLU PRUJELI Dddasaw
SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / MALES
GROUP 4 (2 X 1000 MG/KG)

RECOVERY
LOCATION WEEKS: 1...5...9
ABOOMEN G: .1......
%: .1......
G: Median of the highest individual weekly size (1 = 5 to 15 am,2 = 15 to 25 mm,..,5 = over 45 ")
%: Percent of affected animals (0 = less than 5%, 1 = between 3X and 15X,..., A = more than 95%)
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KLU PRUJEL OJLl1040 v v

SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY):
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 1 (O MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45. .49, .
GENITAL REGION D 1111111, ..
RioLr e 1111111, ..
ABOOMEN B e e Loveunn. 1..
K Lt i eresrsissessserreser sttt encana l....... 1l..
FLANK LEFT B vr e 1111111
O 1111111
CHEST WALL G: v .. 11111111 ... 111111111111111112222222333
X: .. 11111111, .. .. 21111112111112111111131111

G: Median of the highest individusl weekly size (1 = 5 to 15 mam,2 = 15 to 25 wm,..,5 = over 45 am)
X: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,..., A = more than 95%X)
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RLL PRUJELI 311242 e e -
SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY)
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 2 (440 MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..49.,
GENITAL REGION G .. i 0 111
. 2 N D 0 T T T 111
ABDOMEN - R 11...5111
. 2 L L R R R 11...1111
CHEST WALL [ T R 111111111111111112
b 2 L R 11111111111111111

G: Median of the highest individual weekly size (1 = S to 15 mm,2 = 15 to 25 mm,..,5 = over 43 am)
X: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15X,..., A = moTe than 95%)
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RLL MRUJLLT Jidosy o

SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY).
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 3 (1000 MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45,.49..
GENITAL REGION N 22211111
Kl it iieemeeiaeaieireeieeteeraaene et 11111111
ABDOMEN Y 1111
2, 1111
G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 mm,..,5 = over 45 mm)
X: Percent of affected animals (0 = less than 5%, 1 = between 5X and 15%,..., A = more than 95%)
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KLL FRUJLLI Jxdio%s

SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY).
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 4 (2 X 1000 MG/KG)

PRETEST TREATMENT

LOCATION WEEKS: 1. 1...5...9...13..17..21..25..29..33..37..41..45..45%..
GENITAL REGION - 1.
B it ittt ererreshsesesesaasenttanenses et o e anas 1.
CHEST WALL Bl i it iienerencetanrecairisstar ettt 111111
3 111111

G: Median of the highest individual weekly size (1 « 5 to 15 mm,2 = 15 to 25 mm,..,5 = over A5 mm)
X: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,..., A = more than 95X)
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RCC PRUJELI 3514240
SAMe SD4 01-SEP-94

NODULES / MASSES, WEEKLY (SUMMARY),
_CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 1 (O MG/KG)

RECOVERY
LOCATION WEEKS: 1...5...9
GENITAL REGION G: 111111..
%: 111111..
ABDOMEN G: ........
| S
FLANK LEFT G: 12222222
%: 11111111
CHEST WALL G: 33333333
%: 11111111
G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 mm,..,5 = over 45 am)

X: Percent of affected animals (0 = less than 5%, 1 = between 5% and 15%,..., A = more than 95X)
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LU FUJLCL Y Jadwy

SAMe SD4

NODULES / MASSES, WEEKLY (SUMMARY):
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 2 (440 MG/KG)

~- ey

01-SEP-94

RECOVERY
LOCATION WEEKS: 1...5...9
GENITAL REGION G: 11111111
X: 12222211
ABDOMEN G: 11111111
%: 11111211
CHEST WALL G: 1111111,
%: 1111111.
G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 am,..,5 = Over A5 mm)
A = more than 95%)

X: Percent of affected animals (0 = less than 3%, 1 = between 5% and 15%X,...,
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RCC PRUJEL | 311D4D

SAMe SD4 01-SEP-94
NODULES / MASSES, WEEKLY (SUMMARY).
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 3 (1000 MG/KG)
RECOVERY

LOCATION WEEKS: 1...5...9
GENITAL REGION G: 1...... 1

%: 1...... 1
ABDOMEN G: tevennen

| 2
G: Median of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 &m,..,5 = over 45 mm)
X: Percent of affected ln}nals (0O = less than 5%, 1 = between 5X and 13%,..., A = more than 935%X)
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Nl | NV LYl waaer 1w

SAMe SD4 01-SEP-94
NODULES / MASSES, WEEKLY (SUMMARY).
CLINICAL LABORATORY/RECOVERY / FEMALES
GROUP 4 (2 X 1000 MG/KG)
RECOVERY

LOCATION WEEKS: 1...5...9
GENITAL REGION G ...ovue.s

X Lol
CHEST WALL G: 11233331

X: 11111111
GC: Medien of the highest individual weekly size (1 = 5 to 15 mm,2 = 15 to 25 lni.;.:o;‘o:::nl;’;:)

X: Percent of affected animals (0 = less than 5X, 1 = between 5X and 15X,...,
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RUL PRUJELY 311D04> o

1t wwn

SAMe SD4 22-JUL-94
OPHTHALMOSCOPIC EXAMINATIONS SUMMABY
MALES

GROUP 1 GROUP 2 GROUP 3 GROUP 4

0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 M

NO ABNORMALITIES DETECTED

AT PRETEST 39/40 36/40 40/40 37/40

AT 25 WEEKS 38/40 37/40 34/40 34/40

AT 52 WEEKS 26/35 34/38 29/37 30/40
HAEMORRHAGIA IN VITREQUS BODY

AT PRETEST 0/40 1/40 0/40 0/40
EYE DEGENERATION

AT 25 WEEKS 0/40 0/40 1/40 0/40

AT 52 WEEKS 0/35 0/38 1/37 1/40
CORNEAL OPACITY

AT PRETEST 1/40 1/40 0/40 2/40

AT 25 WEEKS 2/40 2/40 4/40 5/40

AT 52 WEEKS . 8/35 3/38 4/37 6/40
POSTERIOR SYNECHIA

AT 52 WEEKS 0/35 0/38 1/37 0/40
LENTICULAR OPACITY, CENTRAL

AT PRETEST 0/40 1/40 0/40 0/40

AT 25 WEEKS 0/40 1/40 0/40 0/40
LENTICULAR OPACITY, POSTERIOR

AT 25 WEEKS 0/40 0/40 0/40 1/40

AT 52 WEEKS 1/35 1/38 1/37 2/40
DEBRIS ON CORNEAL SURFACE

AT PRETEST 0/40 1/40 0/40 0/40
LENS OPACITY

AT PRETEST 0/40 0/40 0/40 - 1/40

AT 25 WEEKS 0/40 0/40 1/40 1/40

AT 52 WEEKS 0/35 0/38 1/37 1/40
LENS OPACITY, TOTALIS

AT 52 WEEKS 0/35 1/38 0/37 1/40

#/## . Fisher’s Exact Test significant at level 5% (#) or 1% (##)
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NLL MTIWwJLL! vadosvo T —

SAMe SD4 22-3UL-94
OPHTHALMOSCOPIC EXAMINATIONS SUMMABY

FEMALES
GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 M

NO ABNORMALITIES DETECTED -

AT PRETEST 39/40 39740 40/40 39/40

AT 25 WEEKS 36/40 38/39 39/40 38/40

AT 52 WEEKS 30/38 30/36 35/38 28/38
HAEMORRHAGIA IN VITREOUS BODY

AT 25 WEEKS 1/40 0/39 0/40 0/40
CORNEAL OPACITY

AT PRETEST 1/40 1/40 0/40 1/40

AT 25 WEEKS 1/40 1/39 1/40 1/40

AT 52 WEEKS 4/38 5/36 3/38 5/38
LENTICULAR OPACITY, POSTERIOR

AT 25 WEEKS 1/40 0/39 0/40 0/40

AT 52 WEEKS . 3/38 1/36 0/38 3/38
PERSISTENT PUPILLARY MEMBRANE

AT 25 WEEKS 0/40 0/39 0/40 1/40

AT 52 WEEKS 0/38 0/36 0/38 1/38
LENS OPACITY

AT 52 WEEKS 0/38 0/36 0/38 1/38
MARGIN OF THE EYELID SWOLLEN

AT 25 WEEKS 1/40 0/39 0/40 0/40

AT 52 WEEKS 1/38 0/36 0/38 0/38
IRREGULAR CORNEAL SURFACE

AT 52 WEEKS 1/38 0/36 1/38 0/38

#/## : Fisher’s Exact Test significant at level 5% (#) or 1% (##)
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RCC PROJECT 311545

*/**: Dunnett-test based on pooled variance sig. at 5% or 1% level.

+: Steel-test sig. at 5% level.

LETS A S TUTL I Y
SAMe SD4 03-AUG-94
RBC H8 HCT MCV MCH MCHC PLATELETS
T/1 mmol/1l 1/1 fl fmol mmol/l G/1
AT DAY 2
1 0 MG/KG 7.22 9.4 0.47 64.5 1.30 20.2 1125
2 440 MG/KG 7.14 9.3 0.46 64.3 1.31 20.3 1192
3 1000 MG/KG 6.94 * 9.2 0.45 65.0 1.33 20.5 1174
4 2 X 1000 MG/KG 7.06 9.2 0.46 65.1 1.31 20.1 1224
AT 08 WEEKS
1 0 MG/KG 9.19 10.4 0.49 53.6 1.14 21.2 895
2 440 MG/KG 8.99 10.2 0.48 53.8 1.13 21.0 941
3 1000 MG/KG 8.98 10.2 0.49 54.1 1.13 20.9 975
4 2 X 1000 MG/KG 9.06 9.9 ** 0.48 53.5 1.10 20.5 + 800
AT 16 WEEKS
1 0 MG/KG 10.0¢ 10.5 0.51 51.0 1.05 20.6 869
g3 440 MG/KG 9.95 10.3 0.50 50.7 1.03 20.4 926
3 1000 MG/KG 9.83 10.3 0.51 51.6 1.05 20.4 895
4 2 X 1000 MG/KG 9.54 *+ 10.0 ** 0.50 51.9 1.04 20.1 «+ 830
AT 26 WEEKS
1 0 MG/KG 9.97 10.3 0.50 50.0 1.04 20.7 905 N
2 440 MG/KG 9.72 jo.1 0.49 50.5 1.04 20.5 945
3 1000 MG/KG 9.71 10.2 0.50 51.4 1.05 20.4 + 952
4 2 X 1000 MG/KG 9.64 10.0 0.49 51.2 1.04 20.3 840
AT 52 WEEKS -
1 0 MG/KG 9.25 10.1 0.4% 52.5 1.09 20.7 942
2 440 MG/KG 9.18 10.0 0.48 52.7 1.10 20.8 982
3 1000 MG/KG 9.34 10.2 0.49 53.0 1.09 20.6 999
4 2 X 1000 MG/KG 9.27 9.9 0.49 52.7 1.07 20.3 + 912
AT 60 WEEKS
1 0 MG/KG 9.24 10.4 0.50 53.7 1.13 21.0 939
2 440 MG/KG 9.11 10.4 0.49 53.9 1.14 21.1 923
3 1000 MG/KG 9.19 10.3 0.49 53.3 1.12 21.0 1015
4 2 X 1000 MG/KG 9.17 10.3 0.49 53.3 1.12 21.0 1088 -
RETICULOCYTE COUNT
RETIC. RETIC. HFR. MFR. LFR. NEN WBC
X T/1 % X % 7100 wBC G/1 -
AT DAY 2
1 0 MG/KG 8.13 0.5711 18.2 38.6 43.1 0.3 8.8
2 440 MG/KG 8.38 0.5318 21.4 36.1 42.5 0.4 8.4 '
"3 1000 MG/KG 8.82 0.6052 23.0 36.6 40.4 0.3 8.8
4 2 X 1000 MG/KG 7.99 0.5521 23.3 36.4 40.3 0.5 8.1
AT 08 WEEKS
1 0 MG/KG 2.59 0.2326 3.1 33.8 63.1 0.1 10.0 -
2 440 MG/KG 2.65 0.2327 2.2 29.5 68.3 0.0 11.0
3 1000 MG/KG 2.75 0.2464 4.2 34.8 61.0 0.1 11.2
4 2 X 1000 MG/KG 2.78 0.2481 3.3 31.1 65.6 0.3 8.9 -
AT 16 WEEKS
1 0 MG/KG 2.10 0.2048 2.0 26.8 71.2 0.0 8.9
2 440 MG/KG 1.94 0.1830 1.4 24.6 74.1 0.1 10.1
3 1000 MG/KG 2.00 0.1876 1.9 27.0 71.1 0.1 9.1
4 2 X 1000 MG/KG 2.38 0.2192 2.7 30.6 66.7 0.4 8.0
AT 26 WEEKS
1 Q MG/KG 2.45 0.2342 3.0 27.8 69.2. 0.1 9.3
2 440 MG/KG 2.33 0.21498 2.4 27.9 69.7 0.1 10.6
3 1000 MG/KG 2.43 0.2254 2.7 29.4 67.9 0.3 9.0
4 2 X 1000 MG/KG 2.35 0.2195 3.0 29.9 67.1 0.3 6.7
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Rcc PROJECT 311545 7 HeOmwwy ~ g
SAMe SD4 03-AUG-94

HEMATOLOGY SUMMARY

MALES
RETICULOCYTE COUNT
RETIC. RETIC. HFR. MFR. LFR. NEN WBC
X TI1 X X X 1100 wBC G/l
AT 52 WEEKS
1 0 MG/KG 2.08 0.1913 2.7 30.8 66.5 0.1 8.2
2 440 MG/KG 1.77 0.1622 * 1.7 28.2 70.1 0.0 8.9
3 1000 MG/KG 1.83 0.1676 2.3 30.6 67.0 0.0 8.5
4 2 X 1000 MG/KG 2.08 0.1908 3.6 31.3 65.1 0.0 7.8
AT 60 WEEKS
1 0 MG/KG 2.27 0.2108 5.6 32.9 61.5 0.2 10.1
2 440 MG/KG 2.00 0.1860 4.0 31.1 64.9 0.1 9.0
3 1000 MG/KG 1.94 0.1818 4.5 31.6 63.9 0.1 9.1
4 2 X 1000 MG/KG 2.42 0.2259 6.0 29.8 64.2 0.0 8.2
DIFF.WBC COUNT (REL.)
BAND SEG. EO. BASO. LYMPH. MONG. PLAS.
1 1, 1 1 1 1 1
AT DAY 2
1 0 MG/KG  0.00 0.07 0.00 0.00 0.92 0.00 0.00
2 440 MG/KG  0.00 0.07 0.00 0.00 0.93 0.00 0.00
3 1000 MG/KG  0.00 0.07 0.01 0.00 0.92 0.00 0.00
4 2 X 1000 MG/KG  0.00 0.08 0.00 0.00 0.90 0.02 + 0.00
AT 08 WEEKS
1 0 MG/KG  0.00 0.11 0.01 0.00 0.88 6.00 0.00
2 440 MG/KG  ©0.00 0.11 0.01 - 0.00 0.87 0.01 0.00
3 1000 MG/KE  0.00 0.11 0.01 0.00 0.87 0.01 0.00
4 2 X 1000 MG/KG  0.00 0.11 0.01 0.00 0.87 0.00 0.00
AT 16 WEEKS
1 0 MG/KG  0.00 0.15 0.02 0.00 0.83 0.01 0.00
2 440 MG/KG  D.00 0.17 0.01 0.00 0.81 - 0.01 0.00
3 1000 MG/KG  0.00 0.14 0.02 0.00 0.83 0.01 0.00
4 2 X 1000 MG/KG  0.00 0.16 0.01 0.00 0.82 0.00 0.00
AT 26 WEEKS -
1 0 MG/KG  0.00 0.17 0.02 0.00 0.80 0.02 0.00
2 440 MG/KG  0.00 0.25 + 0.01 0.00 0.72 « 0.02 0.00
3 1000 MG/KG  0.00 0.17 0.01 0.00 0.81 0.01 0.00
4 2 X 1000 MG/KG  0.00 0.15 0.01 0.00 0.78 0.02 0.00
AT 52 WEEKS
1 0 MG/KG  0.00 0.24 0.01 0.00 0.75 0.00 0.00
2 440 MG/KG  0.00 0.27 0.0l 0.00 0.72 0.00 0.00
3 . 1000 MG/KG  0.00 0.22 0.01 0.00 0.77 0.00 0.00
& 2 X 1000 MG/KE  0.00 0.21 0.01 0.00 0.77 0.00 0.00
AT 60 WEEKS
1 0 MG/KG  0.00 0.22 0.01 0.00 0.76 0.00 .
2 440 MG/KG  0.00 0.25 0.01 0.00 0.75 0.00 0.00
3 1000 MG/KG  0.00 0.24 0.01 0.00 0.75 0.00 0.00
4 2 X 1000 MG/KG  0.00 0.19 0.01 0.00 0.80 ©0.01 0.00

®/**: Dunnett-test based on pooled variance sig. at 5% or 1% level. +: Steel-test sig. at 58 level.
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RCC PRUJELI 311545 HEM-SUM - 3
SAMe SD4 03-AUG-94
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)
OTHER BAND SEG. EO. BASO. LYMPH.
1 G/1 G/1 G/l G/l G/1
AT DAY 2
1 0 MG/KG 0.00 0.0 0.7 0.0 0.0 8.1
2 440 MG/KG 0.00 0.0 0.6 0.0 0.0 7.8
3 1000 MG/KG 0.00 0.0 0.6 0.0 0.0 8.2
4 2 X 1000 MG/KG 0.00 0.0 0.6 0.0 9.0 7.3
AT 08 WEEKS
1 0 MG/KG 0.00 0.0 1.0 0.1 9.0 8.9
2 440 MG/KG 0.00 0.0 1.3 0.1 0.0 9.6
3 1000 MG/KG 0.00 0.0 1.2 0.1 0.0 9.8
4 2 X 1000 MG/KG 0.00 0.0 1.0 0.1 0.0 7.8
AT 16 WEEKS
1 0 MG/KG 0.00 0.0 1.3 0.1 0.0 7.3
2 440 MG/KG 0.00 0.0 1.8 0.1 0.0 8.2
3 1000 MG/KG 0.00 0.0 1.3 0.1 0.0 7.6
4 2 X 1000 MG/KG 0.00 0.0 1.3 0.1 0.0 6.6
AT 26 WEEKS
1 0 MG/KG 0.00 ’ 0.0 1.6 0.1 0.0 7.4
2 440 MG/KG 0.00 0.0 2.7 ** 0.1 0.0 7.5
3 1000 MG/KG 0.00 0.0 1.4 0.1 0.0 7.3
4 2 X 1000 MG/KG .00 0.0 1.3 0.0 0.0 5.2 *
AT 52 WEEKS
1 0 MG/KG 0.00 0.0 2.0 0.1 0.0 6.1
2 440 MG/KG 0.00 0.0 2.4 0.1 0.0 6.3
3 1000 MG/KG 0.00 0.0 1.9 0.1 0.0 6.5
4 2 X 1000 MG/KG 0.00 0.0 1.7 0.1 0.0 6.0
AT 60 WEEKS
1 0 MG/KG 0.00 0.0 2.4 0.1 0.0 7.5
2 440 MG/KG 0.00 0.0 2.2 0.1 0.0 6.7
3 1000 MG/KG 0.00 0.0 2.4 0.1 0.0 6.7
4 2 X 1000 MG/KG 0.00 0.0 1.8 0.1 0.0 6.3
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY- COAGULATION
MONO . PLAS. OTHER POLY. PT APTT
G/1 G/1 G/1 SCORE 0/3 SEC. SEC.
AT DAY 2
1 0 MG/KG 0.0 0.0 0.0 0 11.6 19.4
2 440 MG/KG 0.0 0.0 0.0 0 11.4 17.7
3 1000 MG/KG 0.0 0.0 0.0 0 11.5 17.9
4 2 X 1000 MG/KG 0.1 ** 0.0 0.0 o 11.8 19.3
AT 08 WEEKS
1 0 MG/KG 0.0 0.0 0.0 0 11.7 23.9
2 440 MG/KG 0.1 0.0 0.0 0 11.7 . 23.3
3 1000 MG/KG 0.1 0.0 0.0 0 11.5 20.3 *
4 2 X 1000 MG/KG 0.0 0.0 0.0 0 11.9 19.7 **
AT 16 WEEKS
1 0 MG/KG 0.1 0.0 0.0 0 11.5 23.7
2 440 MG/KG 0.1 0.0 0.0 ] 11.5 23.7
3 1000 MG/KG 0.1 0.0 0.0 0 11.6 21.5
4 2 X 1000 MG/KG 0.0 0.0 0.0 0 12.0 *+ 21.3

*/**: Dunnett-test based on pooled variance sig. at 5% or 1% level. +: Steel-test sig. at 5% level.
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RCC PROJECT 311545 nem-sum - 4
SAMe SD4 03-AUG-94

HEMATOLOGY SUMMARY !

DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY  COAGULATION
MONO. PLAS. OTHER POLY. PT APTT
G/1 G/1 G/1 SCORE 0/3 SEC. SEC.
AT 26 WEEKS
1 0 MG/KG 0.2 0.0 0.0 0 11.4 22.6
2 440 MG/KG 0.2 0.0 0.0 0 11.3 20.8
3 1000 MG/KG 0.1 0.0 0.0 0 11.6 18.6 **
4 2 X 1000 MG/KG 0.1 0.0 0.0 0 12.0 **+ 17.7 **
AT 52 WEEKS
1 0 MG/KG 0.0 0.0 0.0 0 11.6 24.0
2 440 MG/KG 0.0 0.0 0.0 0 11.5 21.8
3 1000 MG/KG 0.0 0.0 0.0 0 11.8 19.3 ¢+
4 2 X 1000 MG/KG 0.0 0.0 0.0 4] 12.4 *=* 18.4 **
AT 60 WEEKS
1 0 MG/KG 0.0 0.0 0.0 0 11.5 20.8
2 440 MG/KG 0.0 0.0 0.0 0 11.5 20.6
3 1000 MG/KG 0.0 0.0 0.0 0 11.5 20.6
4 2 X 1000 MG/KG 0.1 0.0 0.0 0 11.8 22.0

.

*/**: Dunnett-test based on. pooled variance sig. at 5% or 1% level. +: Steel-test sig. at 5% level.
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KLL FRUJEL| 311242 HEM=-DUM - >
SAMe SD4 03-AUG-94

HEMATOLOGY SUMMARY =

RBC HB HCT MCV MCH MCHC PLATELETS
T/1 mmol/l 1/1 fl fmol mmol/l G/1
AT DAY 2
1 0 MG/KG 7.19 9.4 0.46 63.9 1.32 20.6 1117
2 440 MG/KG 7.20 9.5 0.47 64.7 1.33 20.5 1317 ++
3 1000 MG/KG 7.00 9.3 0.46 65.4 1.34 20.4 1306 ++
4 2 X 1000 MG/KG 7.24 9.5 0.47 64.7 1.31 20.3 «+ 1191
AT 08 WEEKS
1 0 MG/KG 8.93 10.4 0.49 54.6 1.16 21.3 882
2 440 MG/KG 8.8¢ 10.1 0.48 54.5 1.15 21.0 908
3 1000 MG/KG 8.65 9.9 *+ 0.47 54.9 1.14 20.8 + 913
4 2 X 1000 MG/KG 8.47 *+ 9.5 ** 0.47 + 55.1 1.13 20.5 + 812
AT 16 WEEKS
1 0 MG/KG 8.94 10.1 0.49 54.4 1.13 20.8 875
2. 440 MG/KG 8.81 9.8 * 0.48 54.0 1.11 20.6 939
3 1000 MG/KG 8.42 ** 9.5 =+ 0.47 + 55.3 1.14 20.5 935
4 2 X 1000 MG/KG 8.50 ** 9.6 ** 0.48 56.1 1.13 20.1 + 788
AT 26 WEEKS
1 0 MG/KG 8.70 9.8 0.48 55.4 1.12 20.3 806
2 440 MG/KG 8.56 9.6 0.47 35.2 1.13 20.4 906 *
3 1000 MG/KG 8.34 * 9.6 0.47 56.3 1.15 20.5 841
4 2 X 1000 MG/KG 8.55 9.7 0.48 56.1 1.13 20.2 803
AT 52 WEEKS
1 0 MG/KG 8.07 9.8 0.47 58.8 1.23 20.8 796
2 440 MG/KG 7.87 9.3 + 0.45 57.3 1.18 20.7 818
3 1000 MG/KG 7.99 9.4 0.46 57.1 1.18 20.7 729
4 2 X 1000 MG/KG 8.07 9.4 0.46 57.4 1.17 20.4 + 830
AT 60 WEEKS
1 0 MG/KG 7.96 10.0 0.47 59.1 1.26 21.3 876
2 440 MG/KG 8.15 10.0 0.47 58.0 1.23 21.2 827
3 1000 MG/KG 7.88 9.8 0.46 58.4 1.24 21.3 833
4 2 X 1000 MG/KG 8.18 10.0 0.48 58.4 1.23 21.1 871
RETICULOCYTE COUNT
RETIC. RETIC. HFR. MFR. LFR. NEN WBC
X T/1 X X X 1100 WBC G/1
AT DAY 2
1 0 MG/KG 7.65 0.5339 14.1 38.3 47.6 0.0 6.8
2 440 MG/KG 8.17 0.572¢6 18.8 + 38.0 43.2 + 0.1 7.4
3 1000 MG/KG 7.87 0.5396 17.7 38.7 43.6 0.3 6.1
4 2 X 1000 MG/KG 6.97 0.4928 15.5 38.5 46.1 0.4 6.9
AT 08 WEEKS
1 0 MG/KG 2.50 0.2197 1.7 28.3 70.0 0.1 7.3
2 440 MG/KG 2.50 0.2152 2.9 31.6 65.5 0.1 7.2
3 1000 MG/KG 2.64 0.2215 2.4 29.1 68.5 0.0 6.8
4 2 X 1000 MG/KG 3.42 + 0.2847 ++ 4.1 + 31.2 64.7 0.1 6.3
AT 16 WEEKS
1 0 MG/KG 2.52 0.2213 2.1 27.6 70.3 0.0 6.3
2 440 MG/KG 2.53 0.2144 2.8 31.8 65.4 0.1 6.4
3 1000 MG/KG 3.12 + 0.2545 3.1 33.9 «+ 62.9 + 0.1 5.7
4 2 X 1000 MG/KG 3.08 + 0.2547 3.1 31.6 65.3 0.1 5.4
AT 26 WEEKS
1 0 MG/KG 3.13 0.2657 2.4 30.8 66.9 0.3 5.5
2 440 MG/KG 2.92 0.2416 3.7 31.8 64.5 0.1 5.9
3 1000 MG/KG 2.66 + 0.2144 *+ 2.4 32.3 65.3 0.2 5.1
4 2 X 1000 MG/KG 2.64 «+ 0.2226 +* 2.1 30.5 67.4 0.1 5.4

®/**: Dunnett-test based on pooled variance sig. at 5% or 1X level. «+: Steel-test sig. at 5% level.
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RCLC PRUJEL 311245 ncA-sun - o
SAMe SD4 03-AUG-94

HEMATOLOGY SUMMARY :

FEMALES
RETICULOCYTE COUNT
RETIC. RETIC. HFR. MFR. LFR. NEN WBC
x T/1 x x X /100 WBC  G/1
AT 52 WEEKS
1 0 MG/KG 3.07 0.2392 5.3 34.4 60.2 0.1 5.2
2 440 MG/KG 2.34 0.1883 4.8 36.7 58.5 0.0 5.1
3 1000 MG/KG 2.24 0.1776 5.0 37.2 57.8 0.0 4.5
4 2 X 1000 MG/KG 3.00 0.2405 6.7 37.4 56.0 0.1 5.4
AT 60 WEEKS
1 0 MG/KG 3.25 0.2454 8.6 34.1 57.3 0.1 5.7
2 440 MG/KG 2.27 0.1504 7.0 33.4 59.6 0.0 5.9
3 1000 MG/KG 2.44 0.1985 7.0 35.4 57.7 0.0 4.6 +
4 2 X 1000 MG/KG 2.36 0.1924 5.9 32.2 61.9 0.0 4.9
DIFF.WBC COUNT (REL.)
BAND SEG. EO. BASO. LYMPH. MONO . PLAS.
1 1 1 1 1 1 1
AT DAY 2
1 0 MG/KG  0.00 0.07 0.01 0.00 0.91 0.01 0.00
2 480 MG/KG  0.00 0.06 0.01 0.00 0.92 0.01 0.00
3 1000 MG/KG  0.00 0.06 0.01 0.00 0.92 0.02 0.00
4 2 X 1000 MG/KG  0.00 0.07 0.01 0.00 0.51 0.01 0.00
AT 08 WEEKS
1 0 MG/KG  0.00 0.10 0.01 0.00 0.89 0.00 0.00
2 440 MG/KC  0.00 0.10 0.0} 0.00 0.89 0.00 0.00
3 1000 MG/KG  0.00 0.10 0.01 0.00 0.89 0.00 0.00
4 2 X 1000 MG/KG  0.00 0.09 0.01 0.00 0.90 0.00 0.00
AT 16 WEEKS .
1 0 MG/KG  0.00 0.13 0.02 0.00 0.83 0.01 0.00
2 440 MG/KGC  0.00 0.13 0.01 + 0.00 0.85 0.01 0.00
3 1000 MG/KG  0.00 0.11 0.01 0.00 0.87 0.0l 0.00
4 2 X 1000 MG/KG  0.00 0.13 0.01 + 0.00 0.86 0.00 0.00
AT 26 WEEKS : :
1 0 MG/KG  0.00 0.14 0.02 0.00 0.82 0.02 0.00
2 440 MG/KG  ©.00 0.12 0.02 0.00 0.84 0.02 0.00
3 1000 MG/KG  0.00 0.11 0.02 0.00 0.86 0.01 0.00
& 2 X 1000 MG/KG  0.00 0.16 0.02 0.00 0.81 0.01 0.00
AT 52 WEEKS
1 0 MG/KG  0.00 0.19 0.02 0.00 0.80 0.00 0.00
2 440 MG/KG  0.00 0.17 0.01 0.00 0.82 0.00 0.00
3 1000 MG/KG  0.00 0.14 0.01 6.00 0.85 0.00 0.00
4 2 X 1000 MG/KG  0.00 0.17 0.01 0.00 0.82 0.00 0.00
AT 60 WEEKS
1 0 MG/KG  0.00 0.19 0.0l 0.00 0.80 0 0.00
2 440 MG/KG  0.00 0.19 0.01 0.00 0.79 0.00 0.00
3 1000 MG/KG  0.00 0.18 0.0l 0.00 0.82 0.00 0.00
4 2 X 1000 MG/KG  0.00 0.15 0.01 0.00 0.84 0.01 0.00

*/**: Dunnett-test based on pooled variance sig. at 5% or 1% level. +: Steel-test sig. at 5% level.
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RCC PROJECT 311545 , HEM-dUM - ¢
SAMe SD4 03-AUG-94

HEMATOLOGY SUMMARY

FEMALES
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)
OTHER BAND SEG. EO. BASG. LYMPH.
1 G/1 G/l G/1 G/1 G/1
AT DAY 2
1 0 MG/KG  0.00 0.0 0.4 0.0 0.0 6.2
2 440 MG/KG  0.00 0.0 0.5 0.1 0.0 6.9
3 1000 MG/KG  0.00 0.0 0.4 0.0 0.0 5.6
a 2 X 1000 MG/KG  0.00 0.0 0.5 0.0 0.0 6.3
AT 08 WEEKS
1 0 MG/KG  0.00 0.0 0.7 0.1 0.0 6.6
2 440 MG/KG  0.00 0.0 0.7 0.1 0.0 6.4
3 1000 MG/KG  0.00 0.0 0.6 0.1 0.0 6.1
4 2 X 1000 MG/KG  0.00 0.0 0.6 0.1 0.0 5.6
AT 16 WEEKS
1 0 MG/KG  0.00 0.0 0.8 0.2 0.0 5.2
2 440 MG/KG  0.00 0.0 0.8 0.1 ** 0.0 5.4
3 1000 MG/KG  0.00 0.0 0.6 0.1°* 0.0 5.0
4 2 X 1000 MG/KG  0.00 0.0 0.7 0.1 ** 0.0 4.6
AT 26 WEEKS .
1 0 MG/KG  0.00 0.0 0.8 0.1 0.0 4.5
2 440 MG/KG  0.00 0.0 0.7 0.1 0.0 4.9
3 1000 MG/KG  0.00 0.0 0.6 0.1 0.0 4.4
4 2 X 1000 MG/KG  0.00 0.0 0.9 0.1 0.0 4.4
AT 52 WEEKS
1 0 MG/KG  0.00 0.0 1.0 0.1 0.0 4.2
2 440 MG/KG  0.00 0.0 0.9 0.0 0.0 4.2
3 1000 MG/KG  0.00 0.0 0.6 0.0 0.0 3.9
4 2 X 1000 MG/KG  0.00 0.0 0.9 0.0 0.0 3.4
AT 60 WEEKS
1 0 MG/KG  0.00 0.0 1.1 0.1 0.0 4.5
2 440 MG/KG  0.00 0.0 1.1 0.1 0.0 4.7
3 1000 MG/KG  0.00 0.0 0.8 0.0 0.0 3.8
4 2 X 1000 MG/KG  0.00 0.0 0.7 0.0 0.0 4.0
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY  COAGULATION
MOND . PLAS. OTHER POLY. PT APTT
G/1 G/l G/l SCORE 0/3 SEC. SEC.
AT DAY 2
1 0 MG/KG 0.1 0.0 0.0 0 11.2 16.7
2 440 MG/KG 0.1 0.0 0.0 0 1.1 17.3
3 1000 MG/KG 0.1 0.0 0.0 0 1.1 16.3
4 2 X 1000 MG/KG 0.1 0.0 0.0 0 11.3 15.9
AT 08 WEEKS
1 0 MG/KG 0.0 0.0 0.0 0 11.4 16.3
2 440 MG/KG 0.0 0.0 0.0 0 11.3 13.7 *
3 1000 MG/KG 0.0 0.0 0.0 0 1.1 * 13.4
4 2 X 1000 MG/KG 0.0 0.0 0.0 0 1.4 15.3
AT 16 WEEKS
1 0 MG/KG 0.1 0.0 0.0 0 11.6 18.1
2 440 MG/KG 0.1 0.0 0.0 0 11.8 17.0
3 1000 MG/KG 0.0 0.0 0.0 0 11.7 17.2
4 2 X 1000 MG/KG 0.0 0.0 0.0 1 11.9 16.8

*/**: Dunnett-test based on pooled variance sig. at 5X or 1% level. +: Steel-test sig. at 5% level.
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RCC PROJECT 311545 nerm—oun - o
SAMe SD4 03-AUG-94

HEMATOLOGY SUMMARY

OIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY COAGULATION
MONOD. PLAS. OTHER POLY. PT APTT
G/1 G/1 G/1 SCORE 0/3 SEC. SEC.
AT 26 WEEKS
1 0 MG/KG 0.1 0.0 0.0 0 11.7 19.0
2 440 MG/KG 0.1 0.0 0.0 0 11.7 17.7
3 1000 MG/KG 0.0 0.0 0.0 0 11.5 16.7 *
4 2 X 1000 MG/KG 0.0 0.0 0.0 0 11.9 17.4
AT 52 WEEKS
1 0 MG/KG 0.0 0.0 0.0 0 11.6 18.8
2 440 MG/KG 0.0 0.0 0.0 0 11.6 17.8
3 1000 MG/KG 0.0 0.0 0.0 0 11.7 15.9 ¢+
4 2 X 1000 MG/KG 0.0 0.0 0.0 0 12.1 *+ l6.8 *
AT 60 WEEKS
1 0 MG/KG 0.0 0.0 0.0 0 11.6 16.9
2 440 MG/KG 0.0 0.0 0.0 0 11.5 17.8
3 1000 MG/KG 0.0 0.0 0.0 0 11.4 17.0
4 2 X 1000 MG/KG 0.0 0.0 0.0 0 11.5 18.5 ¢

~

*/**: Dunnett-test based on pooled variance sig. at 5% or 1% level. +: Steel-test sig. at 5% level.
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RCC PROJECT 311545 CHE-SUM - 1
SAMe SD4 03-AUG-94
GLUCOSE UREA CREATININE BILI. T. CHOLEST.T. TRIGL. ASAT(GOT)
mmol/l mmol/l umol/1l umol/l mmol/l mmol/1 ukat/1
AT DAY 2
1 0 MG/KG 5.36 4.98 27 3.0 2.58 0.46 1.48
2 440 MG/KG 5.46 4.94 27 3.4 ** 2.58 0.52 1.56
3 1000 MG/KG 5.41 5.16 27 3.4 ** 2.86 0.41 1.57
4 2 X 1000 MG/KG 5.49 4.88 28 3.1 2.77 0.38 1.64 *+
AT 08 WEEKS
1 0 MG/KG 6.66 6.29 39 5.3 2.26 0.55 1.52
2 440 MG/KG 6.73 6.28 36 4.7 2.09 0.46 1.32 »
3 1000 MG/KG 6.00 * 6.85 42 5.6 2.20 0.44 1.38
4 2 X 1000 MG/KG 5.38 °** 6.54 43 * 5.7 2.12 0.42 1.40
AT 16 WEEKS
1 0 MG/KG 6.15 5.84 39 4.4 2.50 0.49 1.40
2 440 MG/KG 7.01 -+ 6.49 38 4.3 2.41 0.55 1.30
-3 1000 MG/KG 6.15 7.08 **+ 39 4.9 2.46 0.50 1.36
4 2 X 1000 MG/KG 5.23 s 8.53 *+ 42 5.6 ** 2.34 0.43 1.45
AT 26 WEEKS
-1 0 MG/KG 6.71 5.89 44 4.7 2.82 0.48 1.33
2 440 MG/KG 6.86 6.01 a1 4.9 2.70 0.55 1.41
3 1000 MG/KG 6.84 6.91 ** 46 5.2 2.82 0.81 * 1.55
4 2 X 1000 MG/KG 5.00 ** 8.61 ** 50 ** 6.6 ** 2.65 0.49 1.95
AT 52 WEEKS
1 0 MG/KG 6.39 5.13 41 4.3 4.09 1.06 1.04
2 440 MG/KG 6.57 5.21 39 4.4 3.81 1.35 1.04
3 1000 MG/KG 6.43 6.37 *+ 4] 5.4 4.45 1.30 1.27
4 2 X 1000 MG/KG 5.40 ** 7.66 ** 43 7.8 3.80 1.10 1.49
AT 60 WEEKS
1 0 MG/KG 6.38 5.26 a3 4.4 4.12 1.31 1.18
2 440 MG/KG 6.46 4.92 42 3.9 3.93 1.36 1.04
3 1000 MG/KG 5.94 5.53 a4 4.3 4.45 1.18 1.09
& 2 X 1000 MG/KG 5.13 e 5.34 al 4.7 3.99 1.12 2.14
ALAT(GPT)  LDH ALP CALCIUM PHOSPHORUS SODIUM POTASSIUM
ukat/1 ukat/1 ukat/l mmol/1 mmol/l mmol/1 amol/l
AT DAY 2
1 0 MG/KG 0.56 1.57 12.18 2.69 2.78 138.5 3.59
2 440 MG/KG 0.54 2.21 * 10.84 2.65 2.72 138.9 3.51
3 1000 MG/KG 0.61 2.35 o+ 11.08 2.68 2.66 138.9 3.55
& 2 X 1000 MG/KG 0.64 2.0% 12.78 2.65 2.68 139.2 3.61
AT 08 WEEKS
1 0 MG/KG 0.5a 2.74 5.38 2.65 2.15 139.1 3.67
2 440 MG/KG 0.48 1.88 * 5.03 2.69 2.32 ¢ 138.8 3.74
3 1000 MG/KG 0.55% 2.53 5.30 2.63 2.20 138.6 3.76
4 2 X 1000 MG/KG 0.65 ** 2.86 '5.42 2.55 ** 2.05 138.3 * 3.58
AT 16 WEEKS
1 0 MG/KG 0.60 2.05 3.38 2.70 1.91 140.3 3.80
2 440 MG/KG 0.61 1.61 3.53 2.80 ** 2.08 140.2 3.81
3 1000 MG/KG 0.70 1.93 3.93 2.70 6.68 139.9 3.76
4 2 X 1000 MG/KG 0.79 ** 2.64 * 4.28 * 2.70 1.99 139.2 ** 3.62
AT 26 WEEKS .
1 0 MG/KG 0.52 2.14 2.67 2.70 1.73 139.4 3.84
2 440 MG/KG 0.71 1.73 3.01 2.72 1.83 139.8 3.84
3 1000 MG/KG 0.81 2.17 4.07 ** 2.66 1.81 139.7 3.86
4 2 X 1000 MG/KG 1.06 *+ 3,17 ¢+ 4.00 ¢ 2.74 1.98 **  140.5 3.58 **

*/**: Dunnett-test based on

-pooled variance sig. at 5% or 1X level.

+: Steel-test sig. at 5% level.
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SAMe SD4 03-AUG-94
ALAT(GPT) LDH ALP CALCIUM PHOSPHORUS SODIUM POTASSIUM
ukat/1l ukat/1 ukat/1l amol/1l mmol/1l mmol/1l mRol/l
AT 52 WEEKS
1 0 MG/KG 0.54 2.26 3.15 2.89 1.58 139.8 3.99
2 440 MG/KG 0.61 2.09 3.45 2.92 1.70 138.2 *+ 3.89
3 1000 MG/KG 0.81 * 2.53 4,20 2.89 1.69 138.2 *+ 3.90
4 2 X 1000 MG/KG 1.06 *+ 2.59 5.22 ¢ 2.98 1.76 139.5 3.64 »+
AT 60 WEEKS
1 0 MG/KG 0.61 2.13 2.90 2.76 1.59 140.5 3.90
2 440 MG/KG 0.56 1.52 2.69 2.72 1.58 140.3 3.87
3 1000 MG/KG 0.62 1.92 2.62 2.68 1.57 140.1 4.00
& 2 X 1000 MG/KG 0.86 2.85 3.21 2.71 1.55 140.4 3.88
PROT.ELECTROPH. (REL.)
CHLORIDE ALBUMIN PROTEIN T. ALBUMIN Al-GLOB. A2-GLOB. S$8-GLOB.
mmol/l g/l g/l 1 1 1 1
AT DAY 2
b 0 MG/KG 100.5 29.7 61.4 0.510 0.287 0.051 0.139
2 440 MG/KG 100.1 30.1 61.7 0.519 0,280 0.054 0.133
3 1000 MG/KG 99.6 30.1 62.1 0.516 0.285 0.048 0.137
4 2 X 1000 MG/KG 100.9 30.4 62.5 0.507 0.291 0.051 0.138
AT 08 WEEKS
1 0 MG/KG 100.2 32.7 69.0 0.430 0.324 0.054 0.161
2 440 MG/KG 100.5 32.3 69.2 0.429 0.331 0.055 0.156
3 1000 MG/KG 100.5 32.7 67.5 0.43% 0.321 0.056 0.158
4 2 X 1000 MG/KG 102.7 =+ 33.2 66.9 * 0.449 + 0.316 0.047 « 0.160
AT 16 WEEKS
1 0 MG/KG 100.8 32.6 72.8 0.430 0.318 0.054 0.163
2 440 MG/KG 101.3 33.2 74.0 0.426 0.314 0.056 0.167
3 1000 MG/KG 101.9 33.1 71.0 0.446 0.302 0.052 0.167
4 2 X 1000 MG/KG 102.8 ** 33.8 ** 71.0 0.444 0.307 0.054 0.167
AT 26 WEEKS
1 0 MG/KG 103.6 33.2 74.3 0.434 -0.301 0.067 0.155
2 440 MG/KG 104.5 33.6 75.0 0.425 0.296 0.068 0.163 +
3 1000 MG/KG 104.8 33.1 72.6 0.42) 0.298 0.074 0.163 +
4 2 X 1000 MG/KG 105.4 ¢ 34.0 72.8 0.447 0.287 0.066 0.161
AT 52 WEEKS
1 0 MG/KG 112.¢6 32.0 77.8 0.401 0.326 0.072 0.164
2 440 MG/KG 112.3 32.7 79.2 0.403 0.316 0.070 0.172
3 1000 MG/KG 112.4 32.0 77.3 0.396 0.327 0.071 0.170
4 2 X 1000 MG/KG 114.6 ** 32.9 76.7 0.410 0.315 0.067 0.175
AT 60 WEEKS
1 0 MG/KG 111.5 30.0 74.0 0.393 0.335 0.071 0.165
2 440 MG/KG 111.6 29.8 74.4 0.392 0.332 0.07¢6 0.161
3 1000 MG/KG 110.8 29.3 73.8 0.386 0.346 0.066 0.164
4 2 X 1000 MG/KG 111.9 29.8 73.0 0.407 0.334 0.047 + 0.176 +

°/**: Dunnett-test based on pooled variance sig. at 5X or 1% level.

+: Steel-test sig. at 5% level.



RCC PRUJEC!T 311b4> Lnc-sum - o
SAMe SD4 03-AUG-94

CLINICAL BIOCHEMISTRY SUMMARY =

MALES
PROT.ELECTROPH. (REL.) PROT.ELECTROPH.(ABS.)
G-GLOB. A/G RATIO ALBUMIN  Al1-GLOB. A2-GLOB. SB-GLOB. G-GLOB.
1 g/l g/l g/l g/l g/l
AT DAY 2
1 0 MG/KG  0.013 1.04 31.3 17.6 3.1 8.6 0.8
2 440 MG/KG  0.013 1.08 32.0 17.3 3.4 8.2 0.8
3 1000 MG/KG  0.014 1.07 32.1 17.7 3.0 8.5 0.9
4 2 X 1000 MG/KG  0.013 1.03 31.7 18.2 3.2 8.6 0.8
AT 08 WEEKS
1 0 MG/KE  0.031 0.75 29.6 22.4 3.7 1.1 2.1
2 440 MG/KG  0.028 0.75 29.7 22.9 3.8 10.8 2.0
3 1000 MG/KG  0.027 0.79 29.6 21.7 3.8 10.7 1.9
& 2 X 1000 MG/KG  0.027 0.82 + 30.0 21.2 * 3.2 10.7 1.8
AT 16 WEEKS
1 0 MG/KG  0.035 0.76 31.3 23.2 3.9 11.8 2.5
2 440 MG/KG  0.037 0.74 31.5 23.3 4.1 12.4 2.7
3 1000 MG/KG  0.034 0.8] 31.6 21.4 ¢+ 3.7 11.9 2.4
& 2 X 1000 MG/KG  0.027 +  0.B0 31.5 21.8 * 3.9 11.9 1.9 *»
AT 26 WEEKS
1 0 MG/KG  0.044 .77 32.2 22.4 5.0 11.5 3.2
2 480 MG/KG  0.048 +  0.74 31.9 22.2 5.1 12.2 3.6
3 1000 MG/KG  0.044 0.73 30.5 * 21.7 5.4 11.8 3.2
4 2 X 1000 MG/KG  0.040 0.81 32.6 20.9 4.8 11.7 2.9
AT 52 WEEKS
1 0 MG/KG  0.038 0.67 31.2 25.4 5.6 12.7 2.9
2 440 MG/KG  0.039 0.68 31.9 25.1 5.6 13.6 3.1
3 1000 MG/KG  0.035 0.66 30.6 25.3 5.5 13.2 2.7
4 2 X 1000 MG/KG  0.033 0.70 31.4 24.2 5.1 13.5 2.5
AT 60 WEEKS
1 D MG/KG  0.036 0.65 29.1 24.8 5.3 12.2 2.6
2 840 MG/KG  0.038 0.65 29.2 24.8 5.7 12.0 2.8
3 1000 MG/KG  0.037 0.64 28.4 25.6 4.9 12.1 2.7
&4 2 X 1000 MG/KG  0.036 0.69 29.7 24.4 3.5 s+ 12.8 2.6

*/**: Dunnett-test based on pooled variance sig. at 5% or 1% level. +: Steel-test sig. at 5% level.
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03-AUG-94
GLUCOSE UREA CREATININE BILI. T. CHOLEST.T. TRIGL. ASAT (GOT)
samol/l mmol/l umol/1l umol/l amol/l mmol/l ukat/1
AT DAY 2
1 0 MG/KG 5.24 5.18 28 3.3 3.24 0.36 1.46
2 440 MG/KG 5.56 5.02 28 3.0 * 3.36 0.42 1.49
3 1000 MG/KG 5.44 5.11 30 3.2 3.17 0.34 1.48
4 2 X 1000 MG/KG 5.01 5.23 30 3.3 3.10 0.48 1.59 **
AT 0B WEEKS
1 0 MG/KG 6.51 6.15 39 4.8 2.91 0.38 1.33
2 440 MG/KG 6.83 5.92 40 4.6 3.01 0.38 1.30
3 1000 MG/KG 6.40 6.64 40 4.9 3.05 0.38 1.24
4 2 X 1000 MG/KG 5.63 ** 7.22 ** 43 ** 5.9 ¢* 2.98 0.42 1.40
AT 16 WEEKS
1 0 MG/KG 6.50 6.81 50 5.1 3.07 0.37 1.39
2 440 MG/KG 7.18 ** 6.63 51 5.0 3.39 0.41 1.42
3 1000 MG/KG 6.69 7.21 49 5.7 3.49 * 0.43 1.54
4 2 X 1000 MG/KG 5.24 ** 8.28 ** 51 5.9 * 3.44 0.66 ** 1.73
AT 26 WEEKS
1 0 MG/KG 6.57 6.32 48 5.7 3.33 0.39 1.56
2 440 MG/KG 6.96 £.31 49 5.2 3.77 0.42 1.69
3 1000 MG/KG 6.74 7.02 47 5.8 4.01 *+ 0.43 1.86
4 2 X 1000 MG/KG 5.77 ** 7.81 ** 51 7.3 *¢ 4.00 ** 0.76 ** 2.38
AT 52 WEEKS
1 0 MG/KG 6.31 6.12 45 4.9 3.52 0.94 1.43
2 440 MG/KG 6.59 5.79 42 4.7 3.98 0.54 1.26
3 1000 MG/KG 6.23 6.30 41 * 5.1 4.18 * 0.53 1.84
4 2 X 1000 MG/KG 5.15 ** 7.76 ** 45 6.9 ** 3.95 0.85 1.64
AT 60 WEEKS
1 0 MG/KG 6.76 6.21 49 5.5 3.41 0.73 1.37
2 440 MG/KG 6.89 5.76 46 4.9 3.84 0.67 1.48
3 1000 MG/KG 7.04 5.71 47 4.9 4.06 * 0.64 1.53
4 2 X 1000 MG/KG 6.09 * 5.77 48 5.1 3.65 0.53 1.37
ALAT(GPT) LDH ALP CALCIUM PHOSPHORUS SODIUM POTASSIUM
ukat/1 ukat/l ukat/1 mmol/l mmol/l mmol/l mmol/1l
AT DAY 2
1 0 MG/KG 0.51 2.59 8.77 2.74 2.77 138.0 3.21
2 440 MG/KG 0.54 2.06 9.55 2.65 ** 2.62 * 138.1 3.34
3 1000 MG/KG 0.52 2.51 9.90 2.63 ** 2.53 *¢ 138.0 3.19
4 2 X 1000 MG/KG 0.56 3.00 8.53 2.64 ** 2.50 ** 138.7 3.06
AT 08 WEEKS
1 0 MG/KG 0.44 1.70 3.57 2.64 1.90 137.6 3.48
2 440 MG/KG 0.42 1.40 3.31 2.65 1.84 136.8 * 3.53
3 1000 MG/KG 0.44 1.51 3.64 2.64 1.84 136.7 ** 3.56
4 2 X 1000 MG/KG 0.57 ** 2.85 * 3.55 2.62 1.89 136.4 *+ 3.43
AT 16 WEEKS
1 0 MG/KG 0.56 1.73 2.28 2.74 1.59 139.1 3.49
2 440 MG/KG 0.55 1.68 1.93 2.79 1.61 139.7 3.64
3 1000 MG/KG 0.69 1.86 2.46 2.82 * 1.67 140.1 ¢ 3.62
4 2 X 1000 MG/KG 0.98 ** 2.10 2.69 2.86 ** 1.91 *+ 139.5 3.30 *
AT 26 WEEKS
1 0 MG/KG 0.65 2.22 1.80 2.71 1.46 138.1 3.61
2 440 MG/KG 0.69 1.97 1.43 2.74 1.50 138.0 3.53
3 1000 MG/KG 0.84 2.44 2.24 2.78 * 1.68 *+ 138.8 3.59
4 2 X 1000 MG/KG l1.48 * 2.57 2.40 * 2.77 1.77 == 138.5 3.42
*/**: Dunnett-test based on level. «+: Steel-test sig. at 5% level.

pooled variance sig. at 5X or 1%

194



KLL FPRUJELT D114 LT wuwit —

SAMe SD4 03-AUG-9z

CLINICAL BIOCHEMISTRY SUMMARY :

FEMALES
ALAT(GPT) LDH ALP CALCIUM PHOSPHORUS SODIUM POTASSIUM
ukat/1l vkat/1 ukat/1 mmol/1 mmol/l mmol/1l mmol/l
AT 52 WEEKS
1 0 MG/KG D.69 2.40 1.58 2.93 1.35 138.2 3.76
2 440 MG/KG 0.62 2.07 1.37 2.96 1.43 137.1 + 3.70
3 1000 MG/KG 0.83 2.14 2.14 3.02 1.57 * 137.0 + 3.5
4 2 X 1000 MG/KG 1.06 * 3.33 *= 2.22 ¢ 3.11 ** 1.62 ** 138.1 3.29 *+
AT 60 WEEKS
1 0 MG/KG 0.69 2.32 1.47 2.89 1.42 138.7 3.49
2 440 MG/KG 0.71 1.65 1.40 2.87 1.46 138.9 3.43
3 1000 MG/KG 0.85 1.56 1.80 2.85 1.34 138.6 3.35
4 2 X 1000 MG/KG 0.66 1.74 1.57 2.83 1.37 138.9 3.36

PROT.ELECTROPH. (REL.)
CHLORIDE ALBUMIN PROTEIN T. ALBUMIN Al1-GLOB. A2-GLOB. SB-GLOB.

mmol/l g/l g/l 1 1 1 1
AT DAY 2 :
1 0 MG/KG 101.8 31.0 60.8 0.547 0.254 0.057 - 0.130
2 440 MG/KG 101.5 31.0 6l1.1 0.526 + 0.260 0.055 0.142 +
3 1000 MG/KG 101.3 31.7 62.5 0.558 0.247 0.046 «+ 0.13¢
4 2 X 1000 MG/KG 101.4 31.2 61.3 0.547 0.253 0.049 + 0.136
AT 08 WEEKS
1 0 MG/KG 100.0 35.0 68.5 0.493 0.261 0.059 0.152
2 440 MG/KG 99.4 35.5 70.9 * 0.480 0.267 0.057 0.156
3 1000 MG/KG 99.3 36.1 68.8 0.493 0.266 0.049 + 0.157
4 2 X 1000 MG/KG 100.1 35.0 67.1 0.502 0.266 0.083 0.157
AT 16 WEEKS
1 0 MG/KG 102.0 36.2 73.0 0.504 0.241 0.054 0.152 -
2 440 MG/KG 102.7 37.2 76.8 * 0.508 0.233 0.050 0.159 )
3 1000 MG/KG 103.3 37.9 75.1 0.497 0.250 0.044 + 0.161 +
4 2 X 1000 MG/KG 103.4 35.2 71.4 0.502 0.250 0.082 + 0.166 +
AT 26 WEEKS
1 0 MG/KG 104.1 37.5 76.6 0.504 0.234 0.054 0.148
2 440 MG/KG 104.3 38.4 79.0 0.510 0.236 0.046 + 0.144
3 1000 MG/KG 104.2 38.5 77.6 0.531 + 0.229 0.039 + 0.143 -
4 2 X 1000 MG/KG 104.3 36.8 74.6 0.517 0.233 0.043 + 0.154
AT 52 WEEKS
1 0 MG/KG 111.4 38.6 81.5 0.503 0.228 0.053 0.158
2 440 MG/KG 111.2 38.9 84.2 0.481 + 0.235 0.053 0.160
3 1000 MG/KG 111.4 39.9 82.9 0.497 0.232 0.045 + 0.157
4 2 X 1000 MG/KG 111.5 38.9 81.7 0.522 0.222 0.038 + 0.160
AT 60 WEEKS
1 0 MG/KG 112.7 36.6 80.0 0.513 0.224 0.053 0.149
2 440 MG/KG 112.5 36.9 8l1.7 0.485 + 0.233 0.057 0.154
3 1000 MG/KG 112.4 37.5 81.0 0.509 0.228 0.050 0.144
4 2 X 1000 MG/KG 112.5 36.2 78.8 0.501 0.237 + 0.046 0.150

*/**: Dunnett-test based on pooled variance sig. at 5% or 1X level. +: Steel-test sig. at 5% leve?
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RLL FRUJEL T J11240 c e el -
SAMe SD4 03-AUG-94
PROT.ELECTROPH. (REL.) PROT.ELECTROPH. (ABS.)
G-GLOB. A/G RATIO ALBUMIN Al-GLOB. A2-GLOB. SB-GLOB. G-GLOB.
1 g/l g/l g/l g/l g/l
AT DAY 2
1 0 MG/KG 0.011 1.21 33.3 15.5 3.5 7.9 0.7
2 440 MG/KG 0.017 + 1.11 + 32.1 15.9 3.4 8.6 ** 1.0 **
3 1000 MG/KG 0.013 1.27 34.9 15.5 2.9 ** 8.3 * 0.8
4 2 X 1000 MG/KG 0.014 1.21 33.5 15.5 3.0 * 8.4 0.9
AT 08 WEEKS
1 0 MG/KG 0.034 0.97 3.8 17.9 4.1 10.4 2.3
2 440 MG/KG 0.040 0.93 34.0 19.0 * 4.0 11.0 2.9 *
3 1000 MG/KG 0.035 0.98 34.0 18.3 3.4 & 10.8 2.4
4 2 X 1000 MG/KG 0.032 1.01 33.7 17.9 2.9 ¢+ 10.5 2.1
AT 16 WEEKS
1 0 MG/KG 0.050 1.02 36.8 17.6 3.9 11.1 3.6
2 440 MG/KG 0.051 1.04 39.0 17.9 3.8 12.2 *» 3.9
3 1000 MG/KG 0.049 0.99 37.3 18.8 3.3 ¢ 12,1 ¢+ 3.7
4 2 X 1000 MG/KG 0.041 + 1.01 35.8 17.8 3.0 =+ 11.8 * 2.9 **
AT 26 WEEKS
1 0 MG/KG 0.060 1.02 38.6 18.0 4.1 11.3 4.6
2 440 MG/KG 0.064 1.05 40.3 18.6 3.6 * 11.4 5.1
3 1000 MG/KG 0.058 1.14 « 41.2 17.7 3.0 ** 11.1 4.5
4 2 X 1000 MG/KG 0.053 1.08 38.6 17.4 3.2 »* 11.4 3.9
AT 32 WEEKS
1 0 MG/KG 0.058 1.01 41.0 18.6 4.4 12.9 4.7
2 440 MG/KG 0.071 + 0.93 + 40.3 19.7 4.5 13.5 6.0 **
3 1000 MG/KG 0.069 + 0.99 41.2 19.2 3.7 ¢ 13.0 5.7 #+
4 2 X 1000 MG/KG 0.059 1.10 42.7 18.1 3.1 ** 13.1 4.8
AT 60 WEEKS
1 0 MG/KG 0.060 1.06 41.1 17.9 4.2 11.9 4.8
2 440 MG/KG 0.071 0.94 «+ 39.6 19.1 4.6 12.6 5.8 *
3 1000 MG/KG 0.070 1.04 41.2 18.5 4.0 11.6 5.6
4 2 X 1000 MG/KG 0.066 1.01 39.5 18.7 3.6 * 11.8 5.2

*7/**: Dunnett-test based on pooled variance sig. at 5X or 1% level.

*2

Steel-test sig. at 5% level.
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unL-sur = 4
SAMe SD4 03-AUG~94
VOLUME/18h SPEC.GRAV. pH. PROTEIN GLUCOSE KETONE BILIRUBIN
ml 1 “ SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3
AT DAY 2
1 0 MG/KG 8.2 1.025 7 0 [¢] 0 0
2 440 MG/KG 6.5 1.033 * é 1 0 0 0
3 1000 MG/KG 6.4 * 1.034 ** 6 + 1 0 0 0
4 2 X 1000 MG/KG 4.3 *+ 1.047 ** 7 2+ 0 0 0
AT 08 WEEKS
1 0 MG/KG 8.7 1.034 7 1 [} 1 0
2 440 MG/KG 7.8 1.048 6 + 1 [+] 1 0
3 1000 MG/KG 8.4 1.050 ** 5« 1 0 0 0
4 2 X 1000 MG/KG 6.3 * 1.063 ** 5 « 1 0 0+ 0
AT 16 WEEKS
1 0 MG/KG 7.6 1.036 7 2 0 1 0
2 440 MG/KG 7.2 1.041 6 + 1 1] 0 0
3 1000 MG/KG 6.2 1.055 ** 5 «+ 2 e 0 0
& 2 X 1000 MG/KG 6.0 1.058 ** 6 « 1 0 0+ 0
AT 26 WEEKS
1 0 MG/KG 7.1 1.041 7 2 0 0 0
2 440 MG/KG 6.8 1.048 6 + 2 0 0 0
3 1000 MG/KG 6.1 1.069 *+ 5 & 3 1] 1] 0
4 2 X 1000 MG/KG 5.2 ** 1.064 ** 6 + 2 0 0 0
AT 52 WEEKS
1 0 MG/KG 8.9 1.030 7 3 0 0 0
2 440 MG/KG 8.8 1.039 * 6 + 3 0 0 0
3 1000 MG/KG 7.5 1.062 *+* 6 + 3 0 o} 2}
4 2 X 1000 MG/KG 5.5 ** 1.061 ** 6 + 3 0 0 0
AT 60 WEEKS
1 0 MG/KG 9.4 1.037 7 3 0 0 0
2 440 MG/KG 8.4 1.038 7 3 0 0 0
3 1000 MG/KG 8.7 1.03¢6 7 3 o] 0 0
4 2 X 1000 MG/KG 9.0 1.033 7 3 0 0 4]
8LOOD CELLS CRYSTALS
BLOOD URDBILI. RBC WBC CA.PHOS. TRIP.PHOS. URIC ACID
SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3
AT DAY 2
1 0 MG/KG o 0 0 0 0 0 0
2 440 MG/KG 0 0 0 0 0 0 0
3 1000 MG/KG 0 0 s} 0 0 0 0
& 2 X 1000 MG/KG 2+ 0 1] 0 0 0 [
AT 0B WEEKS
1 0 MG/KG 0 0 0 0 0 0 0
2 440 MG/KG 0 0 0 0 0 0 0
3 1000 MG/KG [v} 0 0 0 0 0 0
4 2 X 1000 MG/KG 0 1} 0 0 0 0 0
AT 16 WEEKS
1 0 MG/KG 0 0 0 0 0 0 g
2 440 MG/KG o 0 0 0 0 0 0
3 1000 MG/KG 0 0 0 1] ] 1] )
4 2 X 1000 MG/KG 1 0 D} 0 0 0 0
AT 26 WEEKS
1 0 MG/KG 0 0 0 0 0 0 0
2 440 MG/KG [+] 1] 0 0 o 0 0
3 1000 MG/KG 0 0 0 0 0 1] 0
& 2 X 1000 MG/KG 0 0 0 0 ] 0 Y]

*/¢*: Dunnett-test based on pooled veriance sig. st 5X or 1X level.

+:

Steel-test sig. at 5% level.
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RCC PRUJELI 3511040 e - o
SAMe SD4 03-AUG-94

URINALYSIS SUMMARY

MALES
BLOOD CELLS CRYSTALS
BLOOD UROBILI. RBC wBC CA.PHOS. TRIP.PHOS. URIC ACID
SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3
AT 52 WEEKS
1 0 MG/KG 0 0 0 0 0 0 0
2 440 MG/KG 0 0 0 0 0 0 0
3 1000 MG/KG 0 0 0 0 0 0 0
& 2 X 1000 MG/KG 0 0 0 0 (] 0 0
AT 60 WEEKS
1 0 MG/KG o 0 0 0 o 1 0
2 440 MG/KG 0 0 0 0 0 1 0
3 1000 MG/KG 0 0 0 0 0 0 0
4 2 X 1000 MG/KG 0 0 0 0 0 0 0
ENZYMES
G-GT LOH ALP LAP B-N-AG SODIUM POTASSIUM
nkat/18h  nkat/18h nkat/18h nkat/18h U/18h mmol/18h  mmol/18h
AT DAY 2
1 0 MG/KG 74.48 5.44 36.35 3.33 0.129 0.48 1.10
2 440 MG/KG 80.92 4.50 38.43 3.34 0.122 0.58 1.03
3 1000 MG/KG 77.79 4.65 36.09% 3.19 0.119 0.67 * 0.91 *
4 2 X 1000 MG/KG 77.00 32.09 ** 97.42 ** 6.12 * 0.214 ** 1.00 ** 0.86 **
AT 08 WEEKS
1 0 MG/KG 321.49 4.89 118.34 9.48 0.231 0.55 1.50
2 440 MG/KG 620.22 ** 5.54 195.60 ** 14.89 ** 0.246 0.53 1.43
3 1000 MG/KG 631.70 ** 7.41 191.31 ** 12.07 0.275 0.90 * 1.07 **
4 2 X 1000 MG/KG 428.99 7.79 * 149 .47 7.10 0.245 1.47 ** 0.93 =+
AT 16 WEEKS
1 0 MG/KG 386.88 5.02 117.75 11.25 0.230 0.28 1.39
2 440 MG/KG 505.33 4.49 164.87 * 13.39 0.219 0.61 * 1.26
3 1000 MG/KG 491.43 5.42 139.64 11.02 0.224 1.06 ** 1.07 *+
4 2 X 1000 MG/KG 289.42 13.61 ** 97.57 6.91 * 0.520 * 1.84 **+ 1.08 *
AT 26 WEEKS :
1 0 MG/KG 280.11 4.05 111.04 8.88 0.224 0.31 1.33
2 440 MG/KG 447 .31 ** 4.23 131.51 11.77 * 0.211 0.45 1.03 =+
3 1000 MG/KG 440.96 ** 4.75 104.39 10.16 0.234 1.13 #+ 1.10
4 2 X 1000 MG/KG 118.87 ** 8.74 ** 53.14 ¢ 3.28 ** 0.274 1.90 ** 1.06 *
AT 52 WEEKS
1 0 MG/KG 211.72 5.91 83.72 8.71 0.227 0.31 1.25
2 440 MG/KG 425.58 ** 6.35 134.53 * 13,87 *+ 0.241 0.44 1.14
3 1000 MG/KG 322.69 * 7.48 112.26 9.47 0.253 1.30 =+ 1.30
4 2 X 1000 MG/KG 89.08 * 10.29 49.33 3.05 ** 0.252 1.88 ** 1.07
AT 60 WEEKS
1 0 MG/KG 234.99 9.12 94.12 9.21 0.337 0.27 1.25
2 440 MG/KG 214.40 7.09 68.19 7.67 0.276 0.20 1.18
3 1000 MG/KG 217.98 7.30 97.79 7.80 0.266 0.27 1.23
4 2 X 1000 MG/KG 237.86 5.74 74.34 9.11 0.290 0.22 1.13

*/**: Dunnett-test based on pooled variance sig. at 5% or 1X level. +: Steel-test sig. at 5% level.
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SAMe SD4

Sidi1040

URINALYSIS SUMMARY

03-AUG-94

PROTEIN,T. CREATINIKE CREAT. CR.
g/18h umcl/i8h  wml/min

AT DAY 2

1 0 MG/KG 0.00 27.65 0.95

2 440 MG/KG 0.00 28.09 0.98

3 1000 MG/KG 0.00 27.35 0.94

4 2 X 1000 MG/KG 0.00 24.09 0.80
AT 08 WEEKS

1 0 MG/KG 0.01 90.16 2.15

2 440 MG/KG 0.01 84.85 2.19

3 1000 MG/KG 0.01 86.28 1.93

4 2 X 1000 MG/KG 0.01 63.51 **+ 1.38 **
AT 16 WEEKS

1 0 MG/KG 0.01 107.16 2.56

2 440 MG/KG 0.01 101.47 2.50

3 1000 MG/KG 0.01 90.16 2.13

4 2 X 1000 MG/KG 0.01 60.22 ** 1.34 **
AT 26 WEEKS

1 0 MG/KG 0.02 105.43 2.26

2 480 MG/KG 0.02 101.60 2.28

3 1000 MG/KG 0.03 110.90 2.29

4 2 X 1000 MG/KG 0.01 46.37 ** 0.86 **
AT 52 WEEKS

1 0 MG/KG 0.08 93.61 2.15

2 440 MG/KG 0.07 102.05 2.43

3 1000 MG/KG 0.13 103.33 2.34

4 2 X 1000 MG/KG 0.06 42.29 ** 0.93 **
AT 60 WEEKS

1 0 MG/KG 0.04 112.71 2.46

2 440 MG/KG 0.03 101.03 2.28

3 1000 MG/KG 0.03 98.08 2.09

4 2 X 1000 MG/KG 0.03 93.84 * 2.14

*/**: Dunnett-test based on pooled variance sig. at 5X or 1X level. +: Steel-test sig. at 3% level.
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SAMe SD4 03-AUG-94

URINALYSIS SUMMARY i

FEMALES
VOLUME/18h SPEC.GRAV. pH PROTEIN GLUCOSE KETONE BILIRUBIN
ml 1 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3
AT DAY 2
1 0 MG/KG 4.7 1.033 6 1 0 0 0
2 450 MG/KG 5.2 1.031 6 0 0 0 0
3 1000 MG/KG 5.4 1.033 6 1 0 0 0
4 2 X 1000 MG/KG 3.8 1.048 ** 7 3+ 0 0 0
AT 08 WEEKS
1 0 MG/KG 6.2 1.037 [ 1 0 0 0
2 440 MG/KG 6.1 1.037 6 + 1 0 0 0
3 1000 MG/KG 5.4 1.050 * 5 + 1 0 0 0
4 2 X 1000 MG/KG 5.3 1.062 *+ 5+ 1 0 0 0
AT 16 WEEKS
1 0 MG/KG 5.2 1.040 6 1 0 0 0
2 440 MG/KG 5.8 1.041 6 + 1 0 0 0
3 1000 MG/KG 3.5 1.047 5+ 1 0 0 0
4 2 X 1000 MG/KG 5.5 1.054 *+ 6 1 0 0 0
AT 26 WEEKS
1 0 MG/KG 4.9 1.043 6 1 0 0 0
2 440 MG/KG 5.2 1,043 6 + 1 0 0 0
3 1000 MG/KG 5.8 1.045 5 « 1 0 0 0
4 2 X 1000 MG/KG 5.6 1.050 * 5 « 1 0 0 ]
AT 52 WEEKS .
1 0 MG/KG 8.0 1.029 7 1 0 0 0
2 440 MG/KG 9.5 1.028 6 + 0 0 0 0
3 1000 MG/KG 7.5 1.037 ++ 5 + 1 0 0 0
4 2 X 1000 MG/KG 6.1 1.045 *+ 6 1 0 0 0
AT 60 WEEKS
1 0 MG/KG 8.1 1.031 6 1 0 0 0
2 440 MG/KG 9.4 1.030 [ 1 0 0 0
3 1000 MG/KG 7.8 1.028 [ 1 0 0 0
4 2 X 1000 MG/KG 6.6 1.033 7 1 0 0 0
BLOOD CELLS CRYSTALS
BLOOD UROBILI. RBC WBC CA.PHOS. TRIP.PHOS. URIC ACID

SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3

AT DAY 2
1 0 MG/KG 0 0 0 0 0 0 0
2 440 MG/KG 0 0 0 ] 0 0 0
3 1000 MG/KG 0 0 0 0 0 0 0
4 2 X 1000 MG/KG 2« 0 0 0 0 0 0
AT 08 WEEKS
1 0 MG/KG Y 0 0 o 0 0 0
2 440 MG/KG 0 0 0 0 0 0 0
3 1000 MG/KG 0 0 0 0 0 0 0
4 2 X 1000 MG/KG 0 0 0 0 0 0 0
AT 16 WEEKS
1 0 MG/KG 0 0 0 0 0 o] 0
2 440 MG/KG ] 0 0 0 0 ] 0
3 1000 MG/KG 0 0 0 0 0 0 0
4 2 X 1000 MG/KG 1+ 0 0 0 0 0 0
AT 26 WEEKS
1 0 MG/KG 0 0 0 0 0 0 0
2 440 MG/KG 0 0 0 0 0 0 0
3 1000 MG/KG 0 0 0 0 0 0 0
4 2 X 1000 MG/KG 0 0 0 0 0 0 0

*/**: Dunnett-test based on pooled variance sig. at 5% or 1X level. +: Steel-test sig. at 5% level.
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SAMe SD4

URINALYSIS SUMMARY

MINA T W

03-AUG-94

FEMALES
BLOOD CELLS CRYSTALS
BLOOD URGBILI. RBC ¥wBC CA.PHOS. TRIP.PHOS. URIC ACID
SCORE 0/3 SCORE 0/3 SCORE D/3 SCORE 0/3 SCORE 0/3 SCORE 0/3 SCORE 0/3
AT 52 WEEKS
1 0 MG/KG 0 0 0 0 0 0 0
2 440 MG/KG 0 0 1] 0 0 0 0
3 1000 MG/KG 0 [¢] (o] [ 0 [¢] 1]
4 2 X 1000 MG/KG 1 + 0 4] 0 0 0 0
AT 60 WEEKS
1 0 MG/KG 0 0 0 0 0 0 D]
2 440 MG/KG 0 0 0 0 0 0 0
3 1000 MG/KG 0 0 0 0 0 0 0
& 2 X 1000 MG/KG 0 0 0 0 0 1] 0
ENZYMES
G-GY LDH ALP LAP B-N-AG SODIUM POTASSIUM
nkat/18h gkatlleh nkat/18h nkat/18h U/18h mmol/18h mmol/18h
AT DAY 2
1 0 MG/KG 25.55 4.66 27.26 1.04 0.11) 0.37 0.81
2 440 MG/KG 23.66 3.94 26.22 0.87 0.102 0.43 0.79
3 1000 MG/KG 25.43 6.21 33.14 1.39 0.108 0.61 ** 0.71
4 2 X 1000 MG/KG 23.59 42.82 ** 186.27 ** 8.25 ** 0.299 ** 0.82 ** 0.68 *
AT 08 WEEKS
1 0 MG/KG 69.20 4.31 49.47 1.44 0.147 0.56 0.96
2 440 MG/KG 121.83 ** 3.21 77.50 * 1.83 0.136 0.46 0.80 *
3 1000 MG/KG 143.18 ** 3.01 66.83 2.02 *+ 0.135 0.55 0.71 **
4 2 X 1000 MG/KG 93.74 7.69 57.03 1.12 0.1%5 0.95 *+ 0.67 **
AT 16 WEEKS
1 0 MG/KG 62.73 2.38 27.84 1.30 0.131 0.41 0.84
2 440 MG/KG 117.12 ** .2.74 52.63 ** 2.12 * 0.126 0.48 0.82
3 1000 MG/KG 106.92 ¢+ 3.25 50.73 ** 1.70 0.133 0.50 0.75
4 2 X 1000 MG/KG 57.84 12.62 ** 30.19 1.01 0.297 ** 1.22 ++ 0.82
AT 26 WEEKS
1 0 MG/KG 54.18 2.31 28.55 1.23 0.137 0.40 0.85
2 440 MG/KG 120.26 ** 2.74 57.30 ** 2.19 ** 0.132 0.41 0.79
3 1000 MG/KG 112.29 ** 3.83 62.03 *+ 1.81 0.148 0.60 * 0.89%
4 2 X 1000 MG/KG 52.72 8.66 ** 32.90 0.94 0.224 ** 1.33 &+ 0.86
AT 52 WEEKS
1 0 MG/XG 42.62 2.62 16.33 1.26 0.159 0.50 0.94
2 A40 MG/KG 91.98 ** 3.75 48.78 ** 2.32 ** 0.175 0.78 * 1.03
3 1000 MG/KG 91.77 ** 5.20 53.58 ¢+ 2.03 * 0.168 0.60 0.96
4 2 X 1000 MG/KG 38.37 11.38 ** 27 .40 0.97 0.287 ** 1.11 *+ 0.93
AT 60 WEEKS
1 0 MG/KG 37.73 2.51 17.40 1.05 0.177 0.45 0.97
2 440 MG/KG 52.14 2.99 24.36 1.37 0.190 0.49 1.06
3 1000 MG/KG 66.57 * 3.08 28.66 1.60 0.153 0.41 0.92
4 2 X 1000 MG/KG 51.31 3.28 18.18 1.32 0.156 0.42 0.91

¢/%¢: Dunnett-test based on pooled variance sig. at 5X or 1X level.

+: Steel-test sig. at 3X level.
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SAMe SD4

URINALYSIS SUMMARY

uURL-duUMm - o

03-AUG-94

PROTEIN,T. CREATININE CREAT. CR.
g/18h umol/18h wl/min

AT DAY 2

1 0 MG/KG 0.00 23.60 0.77

2 440 MG/KG 0.00 21.92 0.72

3 1000 MG/KG 0.00 21.13 0.65 ¢

4 2 X 1000 MG/KG 0.00 ** 18.62 *+ 0.58 °**
AT 0B WEEKS

1 0 MG/KG 0.00 48.97 1.16

2 440 MG/KG 0.00 $0.72 1.17

3 1000 MG/KG 0.00 49.26 1.16

4 2 X 1000 MG/KG 0.00 ** 45.30 0.98 *
AT 16 WEEKS

1 0 MG/KG 0.00 58.21 1.09

2 440 MG/KG 0.00 58.49 1.07

3 1000 MG/KG 0.00 53.66 1.02

& 2 X 1000 MG/KG 0.00 ** 46.70 ** 0.85 **
AT 26 WEEKS

1 0 MG/KG 0.00 59.31 1.13

2 440 MG/KG 0.00 57.52 1.09

3 1000 MG/KG 0.00 55.57 1.09

4 2 X 1000 MG/KG 0.00 49.83 ** 0.91 **
AT 52 WEEKS

1 0 MG/KG 0.01 63.55 1.32

2 440 MG/KG 0.01 66.88 1.51

3 1000 MG/KG 0.01 61.95 1.39

4 2 X 1000 MG/KG 0.01 41.89 ** 0.87 **
AT 60 WEEKS

1 0 MG/KG 0.01 64.84 1.23

2 440 MG/KG 0.01 63.29 1.28

3 1000 MG/KG 0.01 50.72 ** 1.00 *

4 2 X 1000 MG/KG 0.01 57.20 1.11

*/**: Dunnett-test based on pooled variance sig. at 5X or 1% level.

+:

Steel-test sig. at 5% level.
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SAMe SD4 22-JUL-94
GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG
BODY W. MEAN 705.2 693.2 609.1 *+ 574.7 ¢+
ST.DEV. 101.4 84.1 63.3 70.2
N 35 38 37 40
BRAIN MEAN 2.28 2.28 2.20 ** 2.11 =
ST.DEV. 0.10 0.08 0.10 0.10
N 35 38 37 40
PITUITARY MEAN 0.015 0.014 0.013 0.012 *+
ST.DEV. 0.003 0.002 0.003 0.003
N 35 38 37 40
HEART MEAN 2.086 2.038 2.024 2.018
ST.DEV. 0.251 0.221 0.209 0.235
N 35 38 37 40
THYROIDS MEAN 0.042 0.039 0.035 ** 0.036 *
ST.DEV. 0.007 0.009 0.008 0.008
N 35 38 37 40
LIVER MEAN - - 22.98 21.16 20.86 * 21.30
ST.DEV. 3.98 2.95 3.66 4.20
N 35 38 37 40
KIDNEYS MEAN 3.99 3.90 4.02 4.20
ST.DEV. 0.4 0.46 0.65 0.63
N 35 38 37 40
ADRENALS MEAN 0.069 0.066 0.065 0.067
ST.DEV. 0.008 0.010 0.009 0.009
N 35 38 37 40
SPLEEN MEAN 1.136 1.130 1.132 1.113
ST.DEV. 0.217 0.176 0.290 0.209
N 35 38 37 40
TESTES MEAN 4.56 4.55 4,19 =+ 3.98 **
ST.DEV. 0.32 0.46 0.37 0.59
N 35 38 37 A0

“jee

: Dunpett-test based on pooled variance sig. at 5X or 1X level.
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SAMe SD4 22-JUL-94
GROUP 1} GROUP 2 GROUP 3 GROUP &
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG

BODY W. MEAN 705.2 693.2 609.1 ** 574.7 =+
(GRAM) ST.DEV. 101.4 84.1 63.3 70.2

N 35 38 37 40
BRAIN MEAN 0.33 0.33 0.36 ** 0.37 **
(%) ST.DEV. 0.04 0.04 0.04 0.04

N 35 a8 37 40
PITUITARY MEAN 0.002 0.002 0.002 0.002
(%) ST.DEV. 0.000 0.000 0.000 0.001

N 35 38 37 40
HEART MEAN 0.29%9 0.296 0.333 ** 0.353 «*
(%) ST.DEV. 0.032 0.029 0.027 0.032

N 35 38 37 40
THYROIDS MEAN 0.006 0.006 0.006 0.006
(%) ST.DEV. 0.001 0.001 0.001 0.001

N 35 38 37 40
LIVER MEAN ,. 3.25 3.06 3.43 3.70 %+
(%) ST.DEV. 0.2% 0.29 0.54 0.52

N 35 38 37 40
KIDNEYS MEAN 0.57 0.57 0.66 ** 0.73 *+
(%) ST.DEV. 0.06 0.06 0.11 0.08

N 35 38 37 40
ADRENALS MEAN ~0.010 0.010 0.011 0.012 **
(%) ST.DEV. 0.002 0.001 0.002 0.002

N 35 38 37 40
SPLEEN MEAN 0.162 0.165 0.186 * 0.195 **
(%) ST.DEV. 0.025 0.031 0.047 0.036

N 35 38 37 40
TESTES MEAN 0.66 0.67 0.69 0.70
(%) ST.DEV. 0.11 0.11 0.07 0.13

N 35 38 37 A0

*f**: Dunnett-test based on pooled variance sig. at 5% or 1X level.
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SAMe SD4 22-JUL-94
GROUP 1 GROUP 2 GROUP 3 GROUP &
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG

BRAIN MEAN 2.28 2.28 2.20 ** 2.11 **
(GRAM) ST.DEV. 0.10 0.08 0.10 0.10

N 35 38 37 40
PITUITARY MEAN 0.639 0.622 0.598 0.567 *
(%) ST.DEV. 0.127 0.095 0.105 0.121

N 35 38 37 40
HEART MEAN 91.617 89.565 92.063 95.633
(%) ST.DEV. 9.898 9.398 8.123 10.724

N 35 38 37 40
THYROIDS MEAN 1.827 1.716 1.593 * 1.708
(%) ST.OEV. 0.314 0.398 0.372 0.331

N 35 38 37 40
LIVER MEAN 1008.31 929.73 946.79 1008.01
(%) ST.DEV. 162.19 125.06 147.14 188.62

N 35 38 37 40
KIDNEYS MEAN .175.08 171.13 182.68 198.91 **
(%) ST.DEV. 17.06 18.77 26.17 27.83

N 35 38 37 40
ADRENALS MEAN 3.057 2.906 2.941 3.149
(%) ST.DEV. 0.366 0.440 0.383 0.368

N 35 38 37 40
SPLEEN MEAN 49.737 49.736 51.286 52.637
(%) ST.DEV. 8.432 8.305 11.883 8.838

N 35 38 37 40
TESTES MEAN 200.84 200.01 190.53 188.46 *
(%) ST.DEV. 15.12 21.49 14.27 26.28

N 35 38 37 40

¢/**: Dunnett-test based on pooled variance sig. at 5% or 1% level.
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SAMe SD4

Shds TS

"22-3UL-94

GROUP 1 GROUP 2 GROUP 3 GROUP &
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG
800Y W. MEAN 371.7 378.2 339.2 ** 312.9 «+
ST.DEV. 47.9 58.2 45.8 26.6
N 38 36 37 38
BRAIN MEAN 2.06 2.07 2.02 * 1.97 #+
ST.OEV. 0.09 0.09 0.07 0.10
N 38 36 37 38
PITUITARY MEAN 0.025 0.027 0.022 0.017
ST.DEV. 0.013 0.022 0.021 0.003
N 38 36 37 38
HEART MEAN 1.371 1.376 1.346 1.363
ST.DEV. 0.133 0.135 0.143 0.138
N 38 36 37 38
THYROIDS MEAN 0.029 0.028 0.027 0.028
ST.DEV. 0.005 0.006 0.004 0.007
N 38 36 37 37
LIVER MEAN ,11.20 11.56 11.18 11.46
ST.DEV. 1.52 1.97 1.89 1.32
N 38 36 37 38
KIDNEYS MEAN 2.30 2.47 2.70 ** 3.05 **
ST.DEV. 0.27 0.31 0.39 0.39%
N 38 36 37 38
ADRENALS MEAN 0.076 0.095 0.072 0.080
ST.DEV. 0.012 0.105 0.011 0.013
N 38 36 37 ’ 38
SPLEEN MEAN 0.736 0.723 0.723 0.808
ST.DEV. 0.141 0.153 0.158 0.124
N 38 36 37 38
OVARIES MEAN 0.090 0.088 0.080 0.081
ST.DEV. 0.029 0.035 0.029 0.028
N 38 36 37 38

*/**. Dunnett-test based on pooled variance sig. at 5% or 1X level.
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*/**: Dunnett-test based on pooled variance sig. at 5X or 1% level.

uR—ouit - O
SAMe SD4 22-JUL-94
GROUP 1 GROUP 2 GROUP 3 GROUP &
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG

BODY W. MEAN 371.7 378.2 339.2 ** 312.9 =+
(GRAM) ST.DEV. 47.9 58.2 45.8 26.6

N 38 36 37 38
BRAIN MEAN 0.56 0.56 0.60 * 0.63 =+
(%) ST.DEV. 0.07 0.07 0.07 0.05

N 38 36 37 38
PITUITARY MEAN 0.007 0.007 0.006 0.005
(%) ST.DEV. 0.004 0.006 0.005 0.001

N 38 36 37 38
HEART MEAN 0.372 0.368 0.400 ** 0.436 =+
(%) ST.DEV. 0.037 0.036 0.042 0.037

N 38 36 37 38
THYROIDS MEAN 0.008 0.007 0.008 0.009 *
(%) ST.DEV. 0.001 0.001 0.001 0.002

N 38 36 37 37
LIVER MEAN 3.02 3.06 3.29 ** 3.66 =+
(%) ST.DEV. 0.26 0.31 0.24 0.27

N 38 36 37 38
KIDNEYS MEAN 0.62 0.66 0.80 ** 0.98 **
(%) ST.DEV. 0.09 0.07 0.09 0.12

N 38 36 37 38
ADRENALS MEAN 0.021 0.026 0.022 0.026
(%) ST.DEV. 0.004 0.032 0.004 0.004

N 38 36 37 38
SPLEEN MEAN 0.198 0.192 0.212 0.258 **
(%) ST.DEV. 0.032 0.038 0.032 0.033

N 38 36 37 38
OVARIES MEAN 0.024 0.023 0.024 0.026
(%) ST.DEV. 0.007 0.008 0.008 0.008

N 38 36 37 38
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SAMe SD4 22-JUL-94
GROUP 1 GROUP 2 GROUP 3 GROUP &
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG

BRAIN MEAN 2.06 2.07 2,02 * 1,97 #*
(GRAM) ST.DEV. 0.0% 0.09 0.07 0.10

N 38 36 37 38
PITUITARY MEAN 1.203 1.326 1,082 0.846
(%) ST.DEV. 0.601 1.130 1.022 0.142

N 38 36 37 38
HEART MEAN 66.508 66.673 66.812 69.304
(%) ST.DEV. 6.561 6.265 7.092 6.352

N 38 36 37 38
THYROIDS MEAN 1.410 1.364 1,341 1.396
%) ST.DEV. 0.254 0.272 0.226 0.322

N 38 36 37 37
LIVER MEAN 543.75 559.81 554.28 583.57
(%) ST.DEV. 77.76 91.42 88.46 70.96

N 38 36 37 38
KIDNEYS MEAN J111.36 119.62 134.02 ** 155.39 **
(%) ST.DEV. 12.53 14.70 18.73 18.81

N 38 36 37 38
ADRENALS MEAN 3.673 4.587 3.591 4.081
(%) ST.DEV. 0.586 4,976 0.512 0.596

N 38 36 37 38
SPLEEN MEAN 35.729 34.926 35.833 41.160 **
(%) ST.DEV, 7.138 6.830 7.623 6.573

N 38 36 37 38
OVARIES MEAN 4.338 4.259 3.967 4.073
(%) ST.DEV. 1.381 1.658 1.398 1.395

N 38 36 3?7 38

*/%*: Dunnett-test based on pooled variance sig. at 5% or 1% level.
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SAMe SD4 22-AUG-94
GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG

BODY W. MEAN 730.6 729.6 642.0 * 503 .0 **

ST.DEV. 77.8 96.3 102.4 64.8

N 13 14 15 13
BRAIN MEAN 2.25 2.25 2.19 2.16

ST.DEV. 0.12 0.09 0.11 0.13

"N 13 14 15 13
PITUITARY MEAN 0.014 0.016 0.013 0.012

ST.DEV. 0.003 .0.003 0.002 0.002

N 13 14 15 13
HEART MEAN 2.155 2.133 1.999 1.967

ST.DEV. 0.246 0.232 0.352 0.210

N 13 14 15 13
THYROIODS MEAN 0.040 0.035 0.039 0.035

ST.DEV. 0.008 0.010 0.008 0.008

N - 13 14 15 13
LIVER MEAN 25.04 21.92 20.78 19.19 =

ST.DEV. 10.06 4.17 4.76 3.11

N 13 14 15 13
KIDNEYS MEAN 4.16 4.08 4,01 3.75

ST.DEV. 0.61 0.4} 0.66 0.55

N 13 14 15 13
ADRENALS MEAN 0.079 0.077 0.068 0.064 ¢

ST.DEV. 0.018 0.014 0.013 0.009

N 13 14 15 13
SPLEEN MEAN 1.336 1.193 1.138 1.163

ST.DEV. 0.726 0.167 0.266 0.207

N 13 14 15 13
TESTES MEAN 4.53 4.55 4.38 3.76 **

ST.DEV. 0.33 0.50 0.43 0.59

N 13 14 15 13

*/%*: Dunnett-test based on pooled variance sig. at 5X or 1% level.
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SAMe SD4 22-AUG-94
GROUP 1 GROUP 2 GROUP 3 GROUP &
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG

BODY W. MEAN 730.6 729.6 642.0 * 593.0 **
(GRAM) ST.DEV. 77.8 96.3 102.4 64.8

N 13 14 15 13
BRAIN MEAN 0.31 0.31 0.35 0.37 ¢+
(%) ST.DEV. 0.04 0.03 0.08 0.04

N 13 14 15 13
PITUITARY MEAN 0.002 0.002 0.002 0.002
(%) ST.DEV. 0.001 ,0.000 0.000 0.000

N 13 14 15 13
HEART MEAN 0.297 0.294 0.312 0.333 *+
(%) ST.DEV. 0.037 0.029 0.028 0.023

N 13 14 15 13
THYROIDS MEAN 0.005 0.005 0.006 0.006
(%) ST.DEV. 0.001 0.001 0.001 0.001

N 13 14 15 13
LIVER MEAN 3.41 3.00 3.20 3.24
(%) ST.DEV. 1.21 0.36 0.37 0.44

N 13 14 15 13
KIDNEYS MEAN 0.57 0.56 0.63 ¢ 0.63 *
(%) ST.DEV. 0.07 0.06 0.05 0.06

N 13 14 15 13
ADRENALS MEAN 0.011 0.011 0.011 0.011
(%) ST.DEV. 0.003 0.002 0.002 0.002

N 13 14 15 13
SPLEEN MEAN 0.182 0.165 0.178 0.197
(%) ST.DEV. 0.0%0 0.022 0.033 0.032

N 13 14 15 13
TESTES MEAN 0.62 0.63 0.70 0.64
(%) ST.DEV. 0.06 0.10 0.12 0.13

N 13 14 15 13

“/¢*: Dunnett-test based on pooled variance sig. at 5% or 1% level.

210



KLU FRUJCLT DLl oay —— —— .
SAMe SD4 22-AUG-94
GROUP 1 GROUP 2 GROUP 3 GROUP &
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG
BRAIN MEAN 2.25 2.25 2.19 2.16
(GRAM) ST.DEV. 0.12 0.09 0.11 0.13
N 13 14 15 13
PITUITARY MEAN 0.639 0.694 0.609 0.566
(%) ST.DEV. 0.136 0.120 0.096 0.107
N 13 14 15 13
HEART MEAN 95.721 94.506 91.149 91.060
(%) ST.DEV. 10.597 8.285 14.711 9.697
N 13 ia 15 13
THYROIDS MEAN 1.760 1.566 1.778 1.626
(%) ST.DEV. 0.345 0.429 0.366 0.357
N 13 14 15 13
LIVER MEAN 1111.67 969.82 946.31 888.02
(%) ST.DEV. 434.00 165.03 206.18 143.49
N 13 18 15 13
KIDNEYS MEAN .185.51 181.05 182.96 173.43
(%) ST.DEV. 32.39 14.90 27.92 24.31
N 13 14 15 13
ADRENALS MEAN 3.510 3.415 3.107 2.947
(%) ST.DEV. 0.757 0.635 0.546 0.424
N 13 14 15 13
SPLEEN MEAN 59.252 52.853 52.077 53.827
(%) ST.DEV. 31.365 6.4A40 12.485 9.301
N 13 14 15 13
TESTES MEAN 201.39 201.98 200.23 174,18 **
(%) ST.OEV. 15.31 22.64 17.72 28.77
N 13 14 15 13

*/**: Dunnett-test based on pooled variance sig. at 5% or 1X level.

Y



M | It W | e -

SAMe SD4 22-AUG-94

ORGAN WEIGHTS (GRAM) SUMMARY
AFTER 60 WEEKS

GROUP 1 GROUP 2 GROUP 3 GROUP &
0 MG/XG A40 MG/KG 1000 MG/KG 2 X 1000 MG/KG
BODY W. MEAN 394.2 307.6 334.5 ** 317.9 *+
ST.DEV. 62.2 42.2 40.7 27.1
N 14 15 15 15
BRAIN MEAN 2.07 2.02 1.99 1.92 -+
ST.DEV. 0.08 0.08 0.09 0.10
N 1a 15 15 15
PITUITARY MEAN 0.02% 0.024 0.020 0.018
ST.DEV. 0.024 0.009 0.008 0.009
N 14 is 15 15
HEART MEAN 1.426 1.480 1.332 1.374
ST.DEV. 0.257 0.102 0.117 0.121
N 14 15 15 15
THYROIDS MEAN 0.027 0.026 0.02% 0.025
ST.DEV. 0.004 0.006 0.004 0.005
N 1a 15 15 15
LIVER MEAN . 11.70 12.00 10.31 * 10.17 *
ST.DEV. 1.70 1.38 1.27 1.23
N 14 . 15 15 15
KIONEYS MEAN 2.33 2.59 * 2.51 2.57
ST.DEV. 0.22 0.21 0.28 0.33
N 14 15 15 15
ADRENALS MEAN 0.074 0.075 0.071 0.073
ST.DEV. 0.017 0.013 0.015 0.014
N 14 15 15 15
SPLEEN MEAN 0.946 0.862 0.774 * 0.820
ST.DEV. 0.305 0.11a 0.109 0.173
N 1a 15 15 » 15
OVARIES MEAN 0.156 0.095 0.080 0.087
ST.DEV. 0.210 0.047 0.035 0.027
N 14 15 15 15

*/*%: Dunnett-test based on pooled variance sig. at 5X or 1% level.
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SAMe SD4 22-AUG-94

ORGAN/BODY WEIGHT RATIOS SUMMARY .
AFTER 60 WEEKS

GROUP 1 GROUP 2 GROUP 3 GROUP &
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG

BODY W. MEAN 394.2 407.6 334.5 ** 317.9 ¢
(GRAM) ST.DEV. 62.2 42.2 40.7 27.1

N 14 15 15 15
BRAIN MEAN 0.54 0.50 0.60 * 0.61 **
(%) ST.DEV. 0.07 0.05 0.07 0.05

N 14 15 15 15
PITUITARY MEAN 0.006 0.006 0.006 0.006
(%) ST.DEV. 0.005 0.003 0.002 0.003

N 14 is 15 15
HEART MEAN 0.362 0.366 0.401 * 0.434 *+
(%) ST.DEV. 0.032 0.037 0.039 0.038

N 14 15 15 15
THYROIDS MEAN 0.007 0.006 0.007 c.008
(%) ST.DEV. 0.001 0.001 0.001 0.002

N 14 15 15 15
LIVER MEAN . 2.99 2.95 3.09 3.20
(%) ST.DEV. 0.37 0.27 0.25 0.29

N 14 . 15 15 15
KIDNEYS MEAN 0.60 0.64 0.76 ** 0.81 *+
(%) ST.DEV. 0.08 0.08 0.08 0.08

N 14 15 15 15
ADRENALS MEAN 0.019 0.019 0.021 0.023 ¢
(%) ST.DEV. 0.004 0.003 0.005 0.005

N 14 15 15 15
SPLEEN MEAN 0.239 0.214 0.233 0.259
(%) ST.DEV. 0.067 0.036 0.036 0.05¢

N 14 15 15 15
OVARIES MEAN 0.04l 0.024 0.024 0.027
(%) ST.DEV. " 0.059 0.012 0.009 0.008
: N 14 15 15 15

*/**; Dunnett-test based on pooled variance sig. at 5% or 1X level.
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SAMe SD4 G-94
GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 440 MG/KG 1000 MG/KG 2 X 1000 MG/KG

BRAIN MEAN 2.07 2.02 1.99 1.92 #«
(GRAM) ST.DEV. 0.08 0.08 0.09 0.10

N 14 15 15 15
PITUITARY MEAN 1.205 1.181 1.004 0.924
%) ST.DEV. 1.166 0.484 0.406 0.460

N 14 15 15 15
HEART MEAN 68.637 73.130 66.939 71.503
(%) ST.OEV. 10.377 .5.115 7.085 6.088

N 14 15 15 15
THYROIDS MEAN 1.305 1.275 1.232 1.309
(%) ST.DEV. 0.181 0.273 0.219 0.222

N 14 15 15 15
LIVER MEAN 563.62 592.32 518.30 530.09
(%) ST.DEV. 68.30 57.54 73.99 71.16

N . 14 15 15 15
KIDNEYS MEAN 112,61 ' 127.79 * 126.28 * 134.04 **
(%) ST.DEV. 9.15 9.99 - 15.30 20.44

N 14 - 15 15 15
ADRENALS MEAN 3.549 3.723 3.584 3.807
(%) ST.DEV. 0.793 0.648 T- 0.813 c.877

N 14 15 15 15
SPLEEN MEAN 45.420 42.608 38.901 42.563
(%) ST.DEV. 13.65% 5.872 5.921 8.378

N 14 15 15 15
OVARIES MEAN 7.551 4,713 3.992 4.46)
(%) ST.DEV. 10.260 2.346 1.670 1.288

N 14 15 15 15

*/**. Dunnett-test based on pooled variance sig. at 5% or 1X level.
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