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B O BRI BIE BE 2 38T 72,
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BEHB R O—iRRE, FHER, BERE, ARERVEMRICEET
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ROMMNEEOHRM, M CHROEST K CHMEREOEMA L LT, &
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VERBREIZERERZXA LN 25T,

BEEEICBO TR, FRDEOREICEE LD S S, TIEITHd
HEEBITEHRIZBOTERE L LTHR LN, REMARENIC= T AL
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AEFBET FEWA 735) CARE &z Crl:CD(SD) T v M(SPF) % S 33 ILEEA L., 6 B
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FEHE., BMAEBEA BARSDOH eV F—CEBLIESTT — % 28BERPDOAF
L. Z0OEEBSKERERBTEEDEREIED FRE R CEEOIBERMERE)
(1979)%BEZIC L CUME I HEEFRCED - EBENTHI I L ZHRBTELY
OEER LT, SEKDOBABIZOWTIX, £2 E, Ky REFMSEROKREILB
HAEERCTEBICBWTAIEL., BEASBEOKEER BT 2EN(EETBE
HE 101 BITEREINTWEKERERELZSZIC LT UBEEAEET CTEDILE
BEREL. TOT—FPEEFENTHLHZ LEZHER LTS,

4. BERERK

BHERIITROLICRELL,

BEE REAE BR5RE B

REREE (mg/kg/day) (mL/kg) (wh%) HEHES) MHEMES)
POt R 0 10 0 51 - 5) 5(31 -35)
gt FREIE ¥ 0 10 0 5(6 -10) 5(36 - 40)
K& 1 10 0.01 5(11 -15) 5(41 - 45)
P HERH 5 10 0.05 5(16 - 20) 5( 46 - 50)
R 25 10 0.25 5(21 -25) 5(51 -55)
= EEER 25 10 0.25 5(26 - 30) 5(56 - 60)

BRERBHRTEER: USRS EICBVWT 7 BRIRERDBRESERRE 25,250,
500 K T* 1,000 mg/kg/day @ 4 FHETIT o7z, £DFER. 25 mghkg LA
L OB CHFIBROMBEEOHEM, 250 mgkg LA EDOBE TRFIBROMEST
EEOHEMN, BIBOBMNEEDOHEM, FEOEKX. 1,000 mgkg #T
FURALNE, LB TARBROARITEAES 25 mgkg/day
& LB S RO mg/kg/day D3 FIEZRE L7, HEH%Z 25 mg/kg
BER UM RBRICERE LTz,

5. HEBRMEOREME
WS B FEREFTIC T T13F-SFMA OZEM, RBKOW—E, BEMRTRE
FeRARBR(X18-0837)] TEM L7z, R5BAMA & REHBKTRICHRIAGIENES
% BV T 4000 cm™ - 400 cm” OHFIFE THRARINA RS MV ERIE LT, BEBAHT
X, BRREFE L VEBINE AR MV EDENIC X SR EITV., REHIRK
TEIZ, BEBRBHTIORRS M LB L TELS RN 2R L,

6. BERDOFAE
6.1 & &
HRME DMK SEENRRARZD, AV —T (2 v FEE 0400HY, B
2t 7F IBEmME AV,
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6.2 FARKRURE
EXT CHRYEZERICEEL, £V —7WE2M TEEL 0.25 wW%ik%E
FRAEL L7, 0.01 TR 0.05 wv%FHBKIX 0.25 wiRh b HIRAR L7z, ZhbdD
FEUX 1, S XX 7 BT 1 BlOSHEE TITV. BRKIIAERITICRE L.
6.3 H—HRRRIUORZEERR
WHHE B BEEFTIC TR = — N5 X18-0837 THEJE L7z, 1.0 R U00.01 wiv%
FELEORBERIZBVC, B, PROTE LV & =1 T 7V 7L, I
BEMEL T %, VA7 e~ b 774 - XV EBRYERELZE 1 BRIEL
TH—HL2HER L, I-RAMNEEAREFNICREL, SRV BRICEIEL T,
1.0 T 0.01 wh%REEN 8 HRIRETHDH Z L 2R LT,
6.4 BEEIRR
WHEHE H AEEFTIC CHRBR o — NE S X18-0837 THEHE L7, & 5-HakREIE
FAENIZAVVZ 025, 0.05 BTN 0.01 wvhiARRP OB EREZRIEL., ’E
L7-#ED 10010%DEHERNTH D Z L #HER LI, 728 0.01 wBIRDEREH
BREGEUT Choln/eddh, ZOBREDCHRODTHRAML, RELEHEBHAT
HBZLERER LI,

1. & &
XF N AT =TT VRS BB L ERB (T AVERRSE) AW
T, BHFETHIC 28 BRIRE L CERR AT S5 21To72, £0%IiX 14 BHOEE
M z®&RiT 7,

8. BE - -RE
BEROCEOBEEIX, &55F5EH % day 1, H5HATA % day -1, REFEBHEZ
week 1 & LT-, ¥/ EHEKBEB % day 1 (Bl1H). EIERLAE%Z week 1 (EIE)E
L7,
8.1 —AxiRAEE
2FlicoVT, BREHETIIER, BER. BEP-RE5R, TR 3 FEE
L7z, EEHERIEIER. FRIROFERO 2 BEBE LT,
82 FEMREE
ZHNZ OV TR ERMSRIIC | BT o7, EREHRTRCEESRTZEL
TAIEERTEEL, BERIZEEICI VI RToE 2N UOELX, REAS
A ERAWCTEREESHRITERVIREBTER L,
1) F—UrLEY BTBRORG
BB RETAIDICFEEESIT Y HDHVIIRFET 54 KB
HE % 527550 OEEE EORISZBIE LT,
BlEERB: HLBE, ®BF
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2) FIloTOHMREER
BEEE: $RE BRET. B, HEOREEOBEIL. AN,
RERVHEOBER. Bk, 77/ —8). ROZFEGGR.
ERERZE . BEFLR). WM. W
3) T U—FHNTOITBOER
BTV —THREEELIERWT I HREULEEER L, £/ 1 B0
PeEEOBRUHER(R O 7 — NV E)EE % ik LTz,
BEEE. S8 EEE, Rk, IREGEAG. SRR, RS- E - R,
ERTE. RETH
PERERE
2 ONWTHRE 4 BBIZfT T, 2 BRE4BEOREIZBWTEELA
bihighol-lzd, EEHETOREIIER L2217,
) RiSHERE
BEXNSR L RBREZITED2ATHEE2 5 4. 2T 28D RIS
PER L, REIERERICSIEHREERTIT o7
(1) REESE - fE): HEW 3 om IKAWVWBELESIT 4 PEEOE &

BLi-EEORIGERE L,

2 W ELECHRE2PEL L EORISERE L,

3 " R BBV I CROD 13 BREAZHRAL L & DRIG
ZEogR L7,

4 BELRH: HZESTREET, T A FOXKEY TELOKR
IS E R LT,

(5) ZEHIERRH: OB E LiCmiT 7 RETH30cmDOEm S H
BELI-LEDRIGSEREZ LI,
2) ®BAHPE
#8773 A — # (Grip strength meter, 22 7 > N {EY 2 AW TCER TRIE L7,
BIEIERIR R OB & 1T 2 BTV EHE % E OEE ORI R %R OE
L,
3) BREHEAE
B 5&E8h | E B (SCANET: MV-10, A 1 7 4 Z{LE)Z AVTEMWDES)
BEZBHE L, FABRE—L2BE--H2BEM@EE L, 1 B0 HFR
T 6 E)AIE L7=.
EERE
BEIRES TR, REHMTIX day 1. 3. 8, 12, 17, 21, 26 &X' 28, [EIE
Hdidday 1. 5. W0 R4 CHIELE, $BEOHMEELZEL 52D
IR BRI TR OCEEHRK T REORHEICZN TR | BRIE L,
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B ERIE

B SRRSO RE, REHIMFIT dayl, 3. 8. 15, 22 K28, [EEHFFIX
dayl, 4, § RO 4 ICHIEL., BIEANLKROBIE D ETOREELZRD, Fiy
1 BEEEEEZEH L,
MKZEORE

B SRR T RE(EIERISER O R O EE SRS TR 1 B R (16-20 BeR)D1&,
T —F VEREE T CHEEKBIARD 3R L THE b Ml S 5 Wik o T
TREEORERTo, RBAIETE RN FEDO DI MKRBHRIERLIE
BT, FEERIE LT, 7o ha v EUEREROEECES F e R T T 2F
VEERIORIEICIZ 3.2% 7 = VEET MU U AKEIKR(2 v M &S LTR3558, FndtHt
BT EHEASERV, ZOMOREIZIX EDTA2K(2 v &S G5071, R A
v 7 AERSDE AV, |

L) B Vi ®
1) FRMERE(RBC) (x10%uL) EREGE
2) B ERE(WBC) (x10%/puL) BERIEHE
3) ~FE Z 1 B R EE(HD) (g/dL) T ~ETOE
4y ~< +Z7 Vv MEHY (%) R';Cl’;;@
5) SEHRMEREFFHEMCV) (fL) BREHE
6) EHFRMEK~TE 7 1 £ E(MCH) (pg) Hl:: x 103
7) EHFRMEA~E 7 o © U EBEMCHC) (g/dL) HTT x 10?
8) I /INREk(Platelet) (x10%/uL) BRIEGIE
9) MEIRIR M EBREL L 2 (Reticulo) (%) RNA $faih
10) 7’1 kB ERRE(PT) (sec) BEErY—FR
1) IEHELES b v RS T AF BB (sec) R r—FiHK
(APTT)
12) HiERE 7= Zu—4%A FA M) —tE
(Differentiation of leukocyte) (%)
1 ER(Neutro)
#F & EX(Eosino)
IR FLER (Baso)

Y 73BK(Lymph)
B Ek(Mono)
REFEGEER(LUC)

RS 1)-8) 2BBRE MIRFEDITIEE(CELL-DYN3500, 7Ry hT &R T b U —X)

9),12) MBEMFFHREEEBADVIA 120, AT/ AT V)
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10), 11) M¥KEEE B BBIEEBKC-10A, T ANV T)
8.7 MEAELFRIRE
8.6 TH & FIREHICERIR T 2 MK b MEZDBEL. B ON MBI OV T TR
BHEOREEIT- T,
" B 5 7S
DTARTGXUBTI) TR (IU/L) UV ¥E(SCC EH(LXIGE)
7 = 7 —¥(AST)
NTF=vT7TI)NFVART7 2T —¥ (UL) UV EEJSCC EHE-{LIIIRNEE)
(ALT)
3N TNAAVET A7 7% —F(ALP) (IU/L) p-Nitrophenyl phosphate ¥
4) 1Y = A5 F—+¥(ChE) (IU/L) Butyrylthiocholine iodide %5
5Yy-INEIN DT ARTFHZ—F (IUL) L-y-glutamyl-3-carboxy-4-nitroanilide #
(y-GTP)

6) ¥ =1 L 25 1 —L(T-Cho) (mg/dL) COD-ADPS #:
7 FUZUEY FTG) (mg/dL) GPO-ADPS 7'V Eu— /L {HEiE
8) M5 (Glucose) (mg/dL) Hexokinase - G-6-PDH ¥
9) #% B (T-Protein) (g/dL) Biuret ¥
10) 7 /v 7 X /(Albumin) (g/dL) Bromocresol green ¥
. Albumin =
11) A/G H(A/G ratio) T Protein — Albumi (B E1E)
12) JREZEHRBUN) (mg/dL) Urease - GIDH k&
13) 7 V7 F = /(Creatinine) (mg/dL) Creatininase * F-DAOS %
14) A U L ¥ (T-Bil) (mg/dL) BERiE
15) BV 7 In(Ca) (mg/dL) OCPC
16) &V > (IP) (mg/dL) Fiske-Subbarow ¥
17) 7 N U U L(Na) (mEq/L) Crown-Ether IR B}
18) 7 U 7 AK) (mEq/L) Crown-Ether [REBIE
19) ¥R (C) (mEq/L) EEREE

i FH2R 1),2),4), 9), 10), 14) A (L5 B B 4T EEE (7150 Automatic Analyzer, B 3I)
3), 5)-8), 12), 13), 15), 16) A (b= B B /3H7 45 (7170 Automatic Analyzer, H 3I)
17)-19) EREDITEEBPVA-oIl, A&T)
8.8 RRE
B EHIM R B (EERH IR ), BEEHBEE B ICB L EEMNRE - —
(150 Wx200 Dx263 H mm)PIZINAE L, B HEKIZ T 15-17 RS RR 2 5B L7,
BERLZREZAVWCTREBEORIER2To, RILEIZ DWW TIIRaEaLHEL., &
SRR T BRI MR O SR FRBE R Of 25 mg/kg BEIC DWW TIRE L T2,
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" B 5 7
1) RE(Urine volume) (mL) BEE
2) faFA(Color) RERBLE
3) ¥ Y (Turbidity) WERBE
4) HE(Sp.Gr) BITRE
5) pH HEBRAKE
6) %= H(Protein) HBRKIE
7) ¥E&(Glucose) HBRKE
8) i (Occult blood) HBRKE
9) [RILEE(Urinary sediment) Sternheimer 2

ERES D ARV U —

8.9

4) 7 &# TImFEE BB N (SPR-N, #X&H#HT ¥ )
5)}8) ~TAVERTAYTR (NAT) AT A4 AN)
9) System £HBAMELBH2., AV R RAKFELE)
FREERE
N # &,
Sz oONWTHRE, BITLER, KT, S, ik, 8, BREL ZORE
DBE*ETARNER YT,
2) WEEEAE
LHZHOVWTUTOREDOEERZIE L, o ELZ b LITH
EF100g 4V OMMEEZEH L, *HIXEAEGLETRIE L.,
FFig(g). OlE(z). Blg*@e). FBE*(e). BE LE*(g). IR (mg). M¥(g).
flE(g). MIRR(mg). BIE*(mg)
3) TREHBENRE
(1) 2FICOWTCUTORE - MgEFEILE,

5 B BE - A

ERLETER KB R O

HIbE%R o, 5. B(HIEB-ER. S AuRE2ET), TR

O mEFR DR

WA B, RERE

A a2 R, RR LA AR, BE, R FEVE

PREER BCRAN. MR R OB E S Te), T, LFMHE

PP FR(RRRE). Vv HRER OBRBE Y > 8, iR, iR
IR T&E, FRBERNMEZET). BT

BRE AREK

K55 R ORERRIL 10% BB E R L~ U VKRB EARER L, BROB
X 10% S ERE R L~ U VR EALRZE, RIRICEEL. £0%RAEMZ K
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BeRE L, R LI-BE - BT 10% T EEE R L~ ) VIERTEE L., B
BEUORE YT 7 IRICEE Lz,
Q) HWIRHBEEHE LTUTORE - BRIV TR L,

REREEHED) BE - AR
5 mg/kg B (No. 18) d
25 mg/kg BENo. 53) 4

() UFTOHEOBRE - HEicoWTAT 7 4 ARSI ERE, ~~ hXY
Y - AP UHEREERK L, XERMBENICRE L, OIERUERECK
BB IEI 0 LB 10%85%E: - R~ Y VIRIC K BBURBEL T 7, &
O )NIX HE LGEAZER LN, RRAEH CHEZNICEELRDL
NIRRT HERETLRN o7,

cos i st R 1 5 25 25
BE - *f‘%ﬁﬁ:ﬁ ElERE  mgkg B mgkg B mgkg B é’%éké
g8 et e
i e (33
il ? (13 33 e M MeHE MR
B1E et et
%%E MR 3
+ = $Em-
by e Mg
B-EE MR e
Rl ® e (i) (i) (i) 133 ()
Lol e e
B hit ¥ i3 (%) () (1) 33 ()
PERE e e
R R 3
W 3 e
IRTA e e
HE e e
SRES i e
H i e
B e e
jtﬂl-é%d\ﬂlé s .
556 e e
A R Mt e
BB 3 MRt
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a) MEEED & BEEIE R CHBRME OB 5ICEEE L e BA RO TD, o

+_TORERER CEERIC oW CREREZNRE S £k L,

b) X ITHEDOH A REH CREERICHBRNEOREICHE L 2 ELs b
Tetedd DT ATOREHREERIC OV TS HE RaBAREER LT,

4) HWIRAYRZER L L CUUTORE - BRI HOWTRE L,

RBREEDER)

#wE - M

1 mg/kg BEWNo. 12)
5 mg/kg £ (No. 18)
5 mg/kg FENo. 47)
25 mg/kg F(No. 53)

HEHFER A

HREM@HREZR), BERE, MRFORE. LREFRE., RE. RILE,
BEEE. BH. BREHEORKEIZ OV T, Bartlett IEIC L 5E5BBREZITV .
S%BEBKETESBRBRBO bNHE. —REESBOWNEITolc. FBOWICE
WTHEEBEZENRD LNHET., BIERRE L SREHOMICZIYVYT, Dunnett £

WL BAREEITo T

ESEMARD SN VVES . Kruskal-Wallis ORBREZ TV, EEEVBROLNLE

BAE. BHEMEREESREROBICBWT, /%72 MY v 7 ® Dunnett BT
L REEITo T

HHEEOEEH., ERRO7—VE)EEIL, Kruskal-Wallis DREZITV, F
BEENEDOOLNEHEX, BEMBHLESFREHOMICBNT, JUN"FA My
27 @ Dunnett IEIZ L DR EZIT o T,
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RBREEDOEEEICEEERE L EPh OREER

IRV T BIE SR P OB BREE K U 25 mg/kg 3 THERE S HIT day 14
ICHMBAH BN, SEOR_RIIFE LIRS, KR, £7 %, B2 2w
RBLER, BERRVWI LN LERIIFETERPoM, L LR 658
F R day 14 DA OEEHMF OREER CEECEE RSO TRV &
DOWBRMBEOHELIIZBAONT, RBREROFMIITRELERX DI,

AEBRER

1. —f%IR#E(Table 1, Addendum 1)
1.1 BEHE+
M BEZOBOFREN, HAESRET26, 1 mgkg T2, Smgkg#T
141,25 mg/kg BETOBNZH DTz, T DIEMNIZ 5 mgkg BED 1 FITBRHIK.
PR R OB A b,
M BB DB OFHEED, AR T 46, 25 mghkgHET 7HIICAH DN,
ZDIEDIT 25 mgkg BED 1 FITHREBAA BN,
12 EEHRS
HE: 25 mg/kg HETBROREE A 2FIAH BT,
E: 25 mg/kg BETRERE D 1 BlIcAH b,

2. BEMI#Z (Table 2, Addendum 2)
21 ®EHRAP
HE: B FEREED week 2 R U8 25 mg/kg BED week 3 12K 1 I T —UNORY
H3BRICER LI RBERA LT,
i BEIXA ORI 5T,
22 EEHIRE
MERE L HIZEF XA NPT,

3. HERERRAT(Tables 3, 4, 5, Addenda 3, 4, 5)
3.1 BEHREP

ML BICREIZXA R 0T,
32 [EE#HEE

BREZTOR»oT,

4. {K HE(Fig.1, Table 6, Addendum 6)
41 HBEHEF
MEREL BICEE XA LN o T,
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42 [EEHIREF
ML HIZRE XA RN T,

5. $EAfEE(Fig.2, Table 7, Addendum 7)
51 #®&EHMT
MEREL HIZERFE XA OGN N T,
52 [EEHFS
SR FREE K& U 25 mg/kg BEDRERE & & 1T day 14 [T H BV,

6. IMKFEAIMRE(Table 8, Addendum 8)
6.1 WEHMKTHE
HE: 25 mg/kg BECIEMMES b v RTFRAF UVRRIORAERIERRA LIV,
M BRERADNRI ST,
6.2 [EIEHIRE TR
HE: BEIXH DN o7z,
: 25 mg/kg HEC~Eu VUV REDHERBL B A LN,

7. KA LFEERREE(Table 9, Addendum 9)
71 BREHIEKTE

HE: BERA O oT,

M I mgkgBETa Y VAT F—EOFERBEMBA LN,
72  [EIEHIER TR

HE: 25 mg/kg BECERY L OEEREMAA LN,

i BEIZA DN o7,

8. JR#RA(Table 10, Addendum 10)
8.1 HREHIRK TR

HEREL BICRE XA DR o1,
82 [EIEHIMIME TR

HEHEE HICERFE XA DN o T,

9. ZFEEE(Tables 11, 12, Addenda 11, 12)
9.1 HREHIRMMETRE

HE: 25 mg/kg B CEBBOMMEEOTEREMAZ b,

i#: 25 mg/kg B THIBOMESN R O EEDOHA B REMAHZ LT,
9.2 EIEHMKTE

ML BICBRE XA LN o T,
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10. #] #&(Table 13, Addendum 13)
10.1 HBEHAMK TR
He: 1 mg/kg B CRIBROHIE Lo B AN 1 FlNo. 12), S mgkg HTREDHE
28 1 Fl(No. 18)A Bz,
B St REL CIEIROHIE LD B A 1 FlNo. 34). 5 mg/kg B TRIKERD
EZEO/NEER 1 FINo. 47), 25 mgkg B TRECER)DBEEH 1 Fl(No. 53)
H ol
102 EIEHAEKETR
HE: 25 mg/kg BETOREDBEREE A 3 Fi(Nos. 27, 29, 3024 L=,
BE: 25 mg/kg BT HREOBEIREEAS 1 Fl(No. 56)ITAH biTz,

11. JRERAR 2 RUBRZE(Table 14, Addendum 13)
1.1 BREHAMK TR
HE: AR CBEROBE OIMEMED 2 FiNos. 1, 2). BEOBEEMHIRO
ZEMEAN 1 BI(No. 3). 1 mg/kg BE TRERO WL 2 1 Hl(No. 12), 5 mg/kg BT
B O B2 T AELER D MRS R O EEZ AL AS 1 Fl(No. 18). 25 mg/kg B THIE
DB = F A VRO SRERRED A 2 Hl(Nos. 24, 250 H b7,
M SR REE CRIRO R BEER MO EILED 1 FI(No. 32). FEROEKIERK H3
1 Fl(No. 34), 5 mg/kg BETRRBROEZIKTERA 1 HI(No. 47), 25 mg/kg B
TEIR ORI~ F A VEEHBA D SR ERBIA S 1 Hl(No. 51), BFE DB
S8 1 FlNo. 53NTH BTz,
112 EEHRE TR
MERE L HIZBEEIRXA LR o T,

z %5

13F-SFMA % Crl:CD(SD)7 v MZ 0, 1. 5 RO 25 mg/kg/day D& CEHIE O &S
L. 28 AFEIOEMRBRE O 14 ABOEERBREITo 72,

BEHRPROEEHRIFICECIIA LR o7,

EREREIZL V., FREOERICTT 2EELRET IE{bBA LT,
GIEIxTARE L LT, RSB TRIOFEERFMREICEB VT 25 mg/ke 3
DO TEIHR ORI = F A VFHRROSKRERBO R b, #KBRME 1L OES
W7 vyBERELTEY., 7y bOXSEBAED= T ANVERBEZFH O8IV T,
7 vt EIC K D =) A VEBR O RENEER OB KT T A VIR DM,
BEREBHBOND LOBREDINHBZ 0D, TNOOELIIEBRMEDOHELE
b,

FRBIC X 288 L LT, 25 mgkg #HOME TEx R UHEXIEEOEM,. Bl
HEEBL LT, 25 mgkg BOHETHMERDHEMMNA L, KRBROBSHERED
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7= HIZEH L7z 13F-SFMA @ 7 B MK E#H SEHRBRER 2 — FE S P11-0837N)IC BV
Th, FREOBBOEEIHEML., &5ICFEDEK, EEFATIIBBOBENEAD
NieZ b, WTFNLLERVEDRELZZ O,

—RRBIZRBW T, RESBEOEAS REEL SO IO BEER U 25
mgkg HTHOND, HRFVLREREIHZONT, WThHRERDLDOERTHS
TED, BEEFENERICZLWELEEB X bV, £7- 5 mgkg BEOHED | HITEH
W, MEFEREORENRALRZN, LIEUIEERREREL LTHLERINDZ L,
b, BROEEEZ DN,

HABIEIZBV T, 25 mgkg HOHED 1 T week 3 1257 — U LIV T BRITER
L7 RBERH LI BROBRE T EERRECBNTHALN TSI &b,
EEBMEOREBLIXEZ DRI oT:,

MERFERREIZBUVT, 25 mgkg BHOBETHEEES b RS T RAF VRHEOE
ERH bR, EREOBREIHL . ¥REYOHEENOEE TCHHZ b, HEY
BOEEBLIIBZBXONRPoT,

MREFZAIREICBNT, I mgkg HOMETa ) VX7 7 —EDEMABHL LV
B, ABEEEORVWELTHo T,

RERAR R AR IV T, 25 mg/kg DD 1 FICHEOEBRWOBL LN, B
RENCIIEHOBETH o728, LIRLIXBRREREL LTHEEINDHZ b,
BROELEX DN,

EIERICBWTIL, BRYWEOREICEE LD 5 LElEiox 3 2281 BiR
ICRBWTHERSE E LTA LN, BROERE TREDOZ T ANVEIZEITTLES 1),
W BRAORT RICHIS T 2 B (LITREEBENICRE X b iRd o 7223, =7 A VEERRRIC
BERXHBONEZD-T-Z b, SIROMRICHES T, ARMER LEEMICEET S
LOLEZ LN, EEHBROBRBOEERICHLEERA DL Z b, W
NHEEEEZET AL EEZ DI, ZDIENIT 25 mgkg BEORECER Y o DM,
HET~NES E U BEOBANA LN BEHFK TRICIXFEROEITH bR
WZ & ZNDICEET S X O RET RS EE SRR T ROBBIUIROIRE 2 EICH b
ninz b, BERHELEEX DT,

LA E. 13F-SFMA O EFZEIIEIHE OB =~ F AN FHIaOBKERBD ThoTz, %
BBEOFBOEERMAI A BT, Lo 7T 13F-SFMA @ NOAEL (X, 25 mgkg
B O MR TEIHE DA - A VIEBE O SRR . BECBIROMXEEOEM.
CTHIRDOMES R O EEOEMB L LNT=Z b, 5 mgkg/day EHEI T,

1) BABHRBEZESFEQCO)EEFREMETE. p.137-152. HABMERBEZSELER.
B

2) IMEB TR, KAE—(1995)EAEROAE R L UOEKBICETIME,. —H. BOWR
BI ORI RIZSTCEDEOER —. HIEEEE, 105, 305-318
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Table 1 Twenty-eight-day repeated;dose oral toxicity study in rats

B11-0837

Summary of clinical signs
Sex Signs Administration Period Recovery Period
vC 25
m da vC 1 5 25 vC 25
whe/day ®) ®)
Male fa ta ta tfa ta fa ta ta
59 5 5 5 5 5 5 5
No abnormalities detected 4 4 3 3 1 5
Salivation 1 1 2 1 5 4
Mottled teeth 5
Exudate 1
Scab formation ' 1
Loss of hair 1
Female ' ta ta ta ta ta ta ta ta
50 5 5 5 5 5 5 5
No abnormalities detected 3 3 5 5 3 5 4
Salivation 2 2 2 5
Mottled teeth 1
Loss of hair 1

a) Number of animals examined.
VC, Vehicle control; (R), Recovery
ta, terminal autopsy.
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Table 2 Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837

Summary of detailed clinical observations (scoring scale for detailed clinical observations)

REMOVAL FROM CAGE
Ease of removal
-2
-1
0
+1
+2
Vocalization
0
+1
+2
HANDLING OBSERVATIONS
Muscle tone
-1
0
+1
Subnormal temperature
+
Piloerection
+
Staining hair
+
Unkempt hair
+
Paleness
+
Reddening
+
Cyanosis
+
Lacrimation
+

No reaction

Very easy

Easy (slight resistance)
Difficult

Very difficuit

None
Vocalization during handling

Continuous vocalization

Decreased
Normal

Increased

Absent

Present

Absent

Present

Absent

Present

Absent

Present

Absent

Present

Absent

Present

Absent

Present

Absent

Present
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Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of detailed clinical observations (scoring scale for detailed clinical observations)

B11-0837

HANDLING OBSERVATIONS-continued

Exophthalmos

Pupillary size

Salivation

Secretion

OBSERVATIONS IN ARENA
Posture
0
+1
+2
Motor activity
-2
-1
0
+1
+2

Respiration

+1
+2
+3

Lid closure

Gait

o= »

Absent

Present

Miosis
Normal
Mydriasis

Absent

Present

Absent

Present

Normal
Crouching position or hunchback position
Prone position or lateral position

Significantly decreased
Decreased

Normal

Increased

Significantly increased

Normal

Slightly insufficiency
Moderately insufficiency
Severely insufficiency

Absent

Present

Normal

Staggering gait

Tip toe gait

Shuffling (paralytic) gait
Gait disturbance
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Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837

Summary of detailed clinical observations (scoring scale for detailed clinical observations)

OBSERVATIONS IN ARENA-continued
Tremor/twitch/convulsion
0
+1
+2
+3
Stereotypic behavior

w Q0

H

Abnormal behavior

< € " OW®

-]

None
Tremor
Twitch or convulsion

Systematic tonic convulsion (opisthotonus or episthotonus etc.)

None
Circling
Grooming
Sniffing
Head bobbing

None
Self-biting
Backing
Circling
Rolling
Writhing
Vocalization
Straub tail

Tail lashing behavior
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Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations
Removal from cage
Sex Period Exp. group Number of Ease of removal Vocalization
(mg/kg/day) animals -2 -1 0 +1 +2 0 +1 +2
Vehicle control 10 0 0 10 0 0 9 1 0
. 1 0 0 0 0 5 0 0
Predosing
5 0 0 0 0 5 0 0
25 10 0 0 10 0 0 10 0 0
Vehicle control 10 0 0 10 0 0 10 0 0
1 5 0 0 5 0 0 5 0 0
week 1
5 5 0 0 5 0 0 4 1 0
25 10 0 0 10 0 0 10 0 0
Vehicle control 10 0 1 1 0 7 2 1
1 5 0 0 0 0 4 1 0
week 2
5 5 0 0 0 0 5 0 0
25 10 0 0 10 0 0 9 1 0
Male
Vehicle control 10 0 1 9 0 0 8 2 0
1 5 0 2 3 0 0 4 1 0
week 3
5 5 0 0 5 0 0 5 0 0
25 10 0 1 8 1 0 8 1 1
Vehicle control 10 0 0 10 0 0 10 0 0
1 5 0 0 5 0 0 5 0 0
week 4
5 5 0 0 5 0 0 5 0 0
25 10 0 1 9 0 0 9 1 0
Recovery Vehicle control 5 0 0 5 0 0 5 0 0
week 1 25 5 0 0 5 0 0 5 0 0
Recovery Vehicle control 5 0 0 5 0 0 4 1 0
week 2 25 5 0 0 5 0 0 4 1 0
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Table 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations
Removal from cage
Sex Period Exp. group Number of Ease of removal Vocalization
(mg/kg/day) animals -2 -1 0 +1 +2 0 +1 +2
Vehicle control 10 0 0 10 0 0 9 1 0
) 1 5 0 0 5 0 0 5 0 0
Predosing
5 0 0 5 0 0 5 0 0
25 10 0 0 10 0 0 10 0 0
Vehicle control 10 0 0 10 0 0 8 2 0
1 0 0 0 0 5 0 0
week 1
5 0 0 0 0 5 0 0
25 10 0 0 10 0 0 8 2 0
Vehicle control 10 0 0 10 0 0 8 2 0
1 0 0 0
week 2 0 5 0 5 0
5 5 0 0 5 0 0 5 0 0
25 10 0 0 10 0 0 8 2 0
Female
Vehicle control 10 0 0 10 0 0 5 5 0
1 0 0 5 0 0 5 0 0
week 3
5 5 0 0 5 0 0 5 0 0
25 10 0 0 10 0 0 8 2 0
Vehicle control 10 0 0 10 0 0 7 3 0
1 5 0 0 5 0 0 5 0 0
week 4
5 5 0 0 5 0 0 4 1 0
25 10 0 1 9 0 0 10 0 0
Recovery  Vehicle control 5 0 0 5 0 0 5 0 0
week 1 25 5 0 0 5 0 0 5 0 0
Recovery  Vehicle control 5 0 0 5 0 0 4 1 0
week 2 25 5 0 0 5 0 0 5 0 0
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Table 2-3 Twenty-¢ight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations

Handling observations

Sex Period Exp. group Number of Muscle tone Subnormal temperature Piloerection
(mg/kg/day) animals -1 0 +1 - + - +
Vehicle control 10 0 10 0 10 0 10 0
. 1 5 0 0 5 0 5 0
Predosing

5 0 0 5 0 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 5 0 5 0

week 1
5 0 5 0 5 0 5 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 5 0 5 0

week 2
5 5 0 5 0 5 0 5 0
25 10 0 10 0 10 0 10 0

Male

Vehicle control 10 0 10 0 10 0 10 0
1 0 5 0 5 0 5 0

week 3
5 0 5 0 5 0 5 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 5 0 5 0

week 4
5 5 0 5 0 5 0 5 0
25 10 0 10 0 10 0 10 0
Recovery Vehicle control 5 0 5 0 5 0 5 0
week 1 25 5 0 5 0 5 0 5 0
Recovery Vehicle control 5 0 5 0 5 0 5 0
week 2 25 5 0 5 0 5 0 5 0
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Table 2-4 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations

Handling observations
Sex Period Exp. group Number of Muscle tone Subnormal temperature Piloerection
(mg/kg/day) animals -1 0 +1 - + - +
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 5 0 5 0
Predosing

5 0 5 0 5 0 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 0 5 0 5 0

week 1
5 5 0 5 0 0 5 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 0 5 0 5 0 5 0

week 2
5 0 0 5 0 5 0
25 10 0 10 0 10 0 10 0

Female

Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 0 5 0

week 3
5 5 0 5 0 0 5 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 5 0 0

week 4
5 5 0 5 0 5 0 5 0
25 10 0 10 0 10 0 10 0
Recovery Vehicle control 5 0 5 0 5 0 5 0
week 1 25 5 0 5 0 5 0 5 0
Recovery Vehicle control 5 0 5 0 5 0 5 0
week 2 25 5 0 5 0 5 0 5 0
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Table 2-5 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations

Handling observations

Sex Period Exp. group Number of  Staining hair Unkempt hair Paleness Reddening
(mg/kg/day) animals - + - + - + - +
Vehicle control 10 10 0 10 0 10 0 10 0
. 1 5 0 5 0 0 5 0
Predosing

5 5 5 0 5 0 5 0 0
25 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
1 5 5 0 5 0 5 0 5 0

week 1
5 0 5 0 5 0 5 0
25 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
1 5 5 0 0 5 0 5 0

week 2
5 5 5 0 5 0 5 0 5 0
25 10 10 0 10 0 10 0 10 0

Male

Vehicle control 10 10 0 10 0 10 0 10 0
1 0 5 0 5 0 5 0

week 3
5 5 0 5 0 5 0 5 0
25 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
1 5 5 0 0 5 0 0

week 4
5 5 5 0 5 0 5 0 5 0
25 10 10 0 10 0 10 0 10 0
Recovery Vehicle control 5 5 0 5 0 5 0 5 0
week 1 25 5 5 0 5 0 5 0 5 0
Recovery Vehicle control 5 5 0 5 0 5 0 5 0
week 2 25 5 5 0 5 0 5 0 5 0
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Table 2-6 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations
Handling observations
Sex Period Exp. group Number of  Staining hair Unkempt hair Paleness Reddening
(mg/kg/day) animals - + - + - + - +
Vehicle control 10 10 0 10 0 10 0 10 0
) 1 5 5 0 5 0 5 0 5 0
Predosing

5 5 5 0 5 0 5 0 0
25 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
1 5 5 0 0 5 0 5 0

week 1
5 5 0 0 0 5 0
25 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
1 5 0 5 0 0 5 0

week 2
5 5 5 0 5 0 0 0
25 10 10 - 0 10 0 10 0 10 0

Female

Vehicle control 10 10 0 10 0 10 0 10 0
1 5 5 0 5 0 5 0 5 0

week 3
5 5 5 0 5 0 5 0 5 0
25 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
1 5 5 0 5 0 5 0 5 0

week 4
5 5 5 0 5 0 5 0 5 0
25 10 10 0 10 0 10 0 10 0
Recovery Vehicle control 5 5 0 5 0 5 0 5 0
week 1 25 5 5 0 5 0 5 0 5 0
Recovery Vehicle control 5 5 0 5 0 5 0 5 0
week 2 25 5 5 0 5 0 5 0 5 0
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Table 2-7 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations
Handling observations
Sex Period Exp. group Number of  Cyanosis Lacrimation Exophthalmos
(mg/kg/day) animals - + - + - +
Vehicle control 10 10 0 10 0 10 0
. 1 .5 0 0 5 0
Predosing

5 5 5 0 5 0 5 0
25 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
1 5 5 0 0 0

week 1
5 5 5 0 5 0 0
25 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
1 5 5 0 5 0 0

week 2
5 5 5 0 5 0 0
25 10 10 0 10 0 10 0

Male

Vehicle control 10 10 0 10 0 10 0
1 5 5 0 5 0 5 0

week 3
5 0 5 0 5 0
25 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
1 5 5 0 5 0 5 0

week 4
5 5 5 0 5 0 5 0
25 10 10 0 10 0 10 0
Recovery  Vehicle control 5 5 0 5 0 5 0
week 1 25 5 5 0 5 0 5 0
Recovery Vehicle control 5 5 0 5 0 5 0
week 2 25 5 5 0 5 0 5 0
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Table 2-8 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations

Handling observations

Sex Period Exp. group Number of  Cyanosis Lacrimation Exophthalmos
(mg/kg/day) animals - + - + - +
Vehicle control 10 10 0 10 0 10 0
1 0 5 0 5 0
Predosing

5 5 0 5 0 0
25 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
1 5 0 0 5 0

week 1
5 5 5 0 0 5 0
25 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
1 5 5 0 5 0 5 0

week 2
5 5 5 0 0 5 0
25 10 10 0 10 0 10 0

Female

Vehicle control 10 10 0 10 0 10 0
1 5 5 0 5 0 5 0

week 3
5 5 0 5 0 5 0
25 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
1 5 5 0 5 0 5 0

week 4
5 5 5 0 5 0 5 0
25 10 10 0 10 0 10 0
Recovery Vehicle control 5 5 0 5 0 5 0
week 1 25 5 5 0 5 0 5 0
Recovery Vehicle control 5 5 0 5 0 5 0
week 2 25 5 5 0 5 0 5 0
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Table 2-9 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837

Summary of detailed clinical observations

Handling observations

Sex Period Exp. group Number of Pupillary size Salivation Secretion
(mg/kg/day) animals -1 0 +1 - + - +
Vehicle control 10 0 10 0 10 0 10 0
. 1 0 5 0 5 0 5 0
Predosing )

5 0 5 0 5 0 5 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 0 5 0 5 0 5 0

week 1
5 0 5 0 0 5 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 5 0 0

week 2
5 5 0 0 5 0 0
25 10 0 10 0 10 0 10 0

Male

Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 5 0 5 0

week 3
5 5 0 5 0 5 0 5 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 5 0 0

week 4
5 5 0 5 0 5 0 5 0
25 10 0 10 0 10 0 10 0
Recovery Vehicle control 5 0 5 0 5 0 5 0
week 1 25 5 0 5 0 5 0 5 0
Recovery Vehicle control 5 0 5 0 5 0 5 0
week 2 25 5 0 5 0 5 0 5 0
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Table 2-10 Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations
Handling observations
Sex Period Exp. group Number of Pupillary size Salivation Secretion
(mg/kg/day) animals -1 0 +1 - + - +
Vehicle control 10 0 10 0 10 0 10 0
. 1 5 0 5 0 5 0 5 0
Predosing

5 5 0 5 0 5 0 5 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 0 5 0 5 0

week 1
5 5 0 0 5 0 5 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 0 0 5 0

week 2
5 5 0 0 5 0 5 0
25 10 0 10 0 10 0 10 0

Female

Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 0 0

week 3
5 5 0 5 0 0 5 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 5 0 5 0

week 4
5 5 0 5 0 5 0 5 0
25 10 0 10 0 10 0 10 0
Recovery Vehicle control 5 0 5 0 5 0 5 0
week 1 25 5 0 5 0 5 0 5 0
Recovery Vehicle control 5 0 5 0 5 0 5 0
week 2 25 5 0 5 0 5 0 5 0
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Table 2-11 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations

Observations in arena

Sex Period Exp. group Number of Posture Motor activity
(mg/kg/day) animals 0 +1 +2 -2 -1 0 +1 +2
Vehicle control 10 10 0 0 0 0 9 1 0
) 1 5 0 0 0 0 5 0 0
Predosing
5 5 0 0 0 0 5 0 0
25 10 10 0 0 0 0 10 0 0
Vehicle control 10 10 0 0 0 0 10 0 0
1 0 0 0 0 5 0 0
week 1
5 5 0 0 0 0 0 0
25 10 10 0 0 0 0 10 0 0
Vehicle control 10 10 0 0 0 0 9 1 0
1 5 5 0 0 0 0 5 0 0
week 2
5 0 0 0 0 5 0 0
25 10 10 0 0 0 0 10 0 0
Male
Vehicle control 10 10 0 0 0 0 9 1 0
1 0 0 0 0 5 0 0
week 3
5 5 5 0 0 0 0 5 0 0
25 10 10 0 0 0 0 10 0 0
Vehicle control 10 10 0 0 0 0 10 0 0
1 5 5 0 0 0 0 5 0 0
week 4
5 5 5 0 0 0 0 5 0 0
25 10 10 0 0 0 0 10 0 0
Recovery Vehicle control 5 5 0 0 0 0 5 0 0
week 1 25 5 5 0 0 0 0 4 1 0
Recovery Vehicle control 5 5 0 0 0 0 5 0 0
week 2 25 5 5 0 0 0 0 3 2 0
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Table 2-12 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations
Observations in arena
Sex Period Exp. group Number of Posture Motor activity
(mg/kg/day) animals 0 +1 +2 -2 -1 0 +1 +2
Vehicle control 10 10 0 0 0 0 10 0 0
. 1 5 0 0 0 0 5 0 0
Predosing
5 5 5 0 0 0 0 5 0 0
25 10 10 0 0 0 0 9 1 0
Vehicle control 10 10 0 0 0 0 10 0 0
1 5 0 0 0 0 5 0 0
week 1
5 5 5 0 0 0 0 5 0 0
25 10 10 0 0 0 0 10 0 0
Vehicle control 10 10 0 0 0 0 10 0 0
1 5 3 0 0 0 0 1 0
week 2
5 5 5 0 0 0 0 4 1 0
25 10 10 0 0 0 0 9 1 0
Female
Vehicle control 10 10 0 0 0 0 10 0 0
1 5 5 0 0 0 0 5 0 0
week 3
5 5 5 0 0 0 0 5 0 0
25 10 10 0 0 0 0 8 2 0
Vehicle control 10 10 0 0 0 0 9 1 0
1 5 0 0 0 0 4 1 0
week 4
5 5 5 0 0 0 0 5 0 0
25 10 10 0 0 0 0 9 1 0
Recovery  Vehicle control 5 5 0 0 0 0 5 0 0
week 1 25 5 5 0 0 0 0 4 1 0
Recovery Vehicle control 5 5 0 0 0 0 4 1 0
week 2 25 5 5 0 0 0 0 3 2 0
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Table 2-13 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations
Observations in arena
Sex Period Exp. group Number of Respiration Lid closure
(mg/kg/day) animals 0 +1 +2 +3 - +
Vehicle control 10 10 0 0 0 10 0
. 1 5 0 0 0 5 0
Predosing

5 5 0 0 0 5 0
25 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
1 5 5 0 0 0 5 0

week 1
5 5 5 0 0 0 5 0
25 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
1 5 0 0 0 5 0

week 2
5 5 5 0 0 0 5 0
25 10 10 0 0 0 10 0

Male -

Vehicle control 10 10 0 0 0 10 0
1 5 5 0 0 0 5 0

week 3
5 5 5 0 0 0 5 0
25 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
1 5 0 0 0 5 0

week 4
5 5 5 0 0 0 5 0
25 » 10 10 0 0 0 10 0
Recovery Vehicle control 5 5 0 0 0 5 0
week 1 25 5 5 0 0 0 5 0
Recovery Vehicle control 5 5 0 0 0 5 0
week 2 25 5 5 0 0 0 5 0
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Table 2-14 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations
Observations in arena
Sex Period Exp. group Number of Respiration Lid closure
(mg/kg/day) animals 0 +1 +2 +3 - +
Vehicle control 10 10 0 0 0 10 0
! 1 5 5 0 0 0 5 0
Predosing

5 5 0 0 0 0
25 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
1 0 0 0 5 0

week 1
5 0 0 0 5 0
25 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
1 5 0 0 0 5 0

week 2
5 0 0 0 5 0
25 10 10 0 0 0 10 0

Female

Vehicle control 10 10 0 0 0 10 0
1 5 5 0 0 0 5 0

week 3
5 5 0 0 0 5 0
25 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
1 5 5 0 0 0 5 0

week 4
5 5 5 0 0 0 5 0
25 10 10 0 0 0 10 0
Recovery Vehicle control 5 5 0 0 0 5 0
week 1 25 5 5 0 0 0 5 0
Recovery Vehicle control 5 5 0 0 0 5 0
week 2 25 5 5 0 0 0 5 0
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Table 2-15 Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations

Observations in arena

Sex Period Exp. group Number of Gait
(mg/kg/day) animals - S T P GD
Vehicle control 10 10 0 0 0 0
. 1 5 0 0 0 0
Predosing

5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10, 0 0 0 0
1 5 5 0 0 0 0

week 1
5 5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
1 5 5 0 0 0 0

week 2
5 5 5 0 0 0 0
25 10 10 0 0 0 0

Male

Vehicle control 10 10 0 0 0 0
1 5 0 0 0 0

week 3
5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
1 5 5 0 0 0 0

week 4
5 5 5 0 0 0 0
25 10 10 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 1 25 5 5 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 2 25 5 5 0 0 0 0
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Table 2-16 Twenty-cight-day repeated-dose oral toxicity study in rats

Summary of detailed clinical observations

B11-0837

Observations in arena

Sex Period Exp. group Number of Gait
(mg/kg/day) animals - S T P GD
Vehicle control 10 10 0 0 0 0
. 1 5 5 0 0 0 0
Predosing

5 5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
1 5 5 0 0 0 0

week |
5 5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
1 0 0 0 0

week 2
5 0 0 0 0
25 10 10 0 0 0 0

Female

Vehicle control 10 10 0 0 0 0
1 5 5 0 0 0 0

week 3
5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
1 5 5 0 0 0 0

week 4
5 5 5 0 0 0 0
25 10 10 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 1 25 5 5 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 2 25 5 5 0 0 0 0
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Table 2-17 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations
Observations in arena
Sex Period Exp. group Number of Tremor/twitch/convulsion Defecation Urination
(mg/kg/day) animals 0 +1 +2 +3 (count/min)? (count/min)®
Vehicle control 10 10 0 0 0 0.4 +0.70 1.7 £1.83
. 1 5 5 0 0 0 0.0 +0.00 5.6 £12.52
Predosing
5 0 0 0 0.2 £0.45 4.0 +1.87
25 10 10 0 0 0 0.0 +0.00 3.7 +£5.21
Vehicle control 10 10 0 0 0 0.6 +0.70 2.2 +3.74
1 5 5 0 0 0 0.2 +0.45 0.8 +1.30
week 1
5 5 5 0 0 0 0.6 £1.34 1.6 +1.67
25 10 10 0 0 0 0.6 +1.26 1.1 £1.66
Vehicle control 10 10 0 0 0 0.4 +0.70 2.0 £4.40
1 5 5 0 0 0 0.4 *0.55 1.6 +3.05
week 2
5 5 5 0 0 0 1.4 +0.89 1.0 £1.00
Mal 25 10 10 0 0 0 0.5 +0.85 1.0 +£1.49
e
Vehicle control 10 10 0 0 0 0.8 +0.92 0.9 =1.10
1 5 5 0 0 0 0.4 +0.89 2.0 +£3.08
week 3
5 5 5 0 0 0 0.8 +1.30 1.0 £2.24
25 10 10 0 0 0 1.4 +2.07 2.1 £2.73
Vehicle control 10 10 0 0 0 0.1 +0.32 1.1 £1.73
1 5 5 0 0 0 0.4 +0.89 1.6 +3.58
week 4
5 5 5 0 0 0 0.2 +0.45 2.0 +4.47
25 10 10 0 0 0 0.3 +0.67 0.7 £0.95
Recovery Vehicle control 5 5 0 0 0 0.4 +0.89 0.0 +0.00
week 1 25 5 5 0 0 0 0.0 +0.00 0.0 +0.00
Recovery  Vehicle control 5 5 0 0 0 0.4 +0.55 46 +8.71
week 2 25 5 5 0 0 0 0.8 =1.79 32 #4.09
a) Mean+S.D.

*  Significantly different from vehicle control at P<0.05.
** Sionificantly different from vehicle control at P<0.01.
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Table 2-18 Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations

Observations in arena

Sex Period Exp. group Number of Tremor/twitch/convulsion Defecation Urination
(mg/kg/day) animals 0 +1 +2 +3 (count/min)” (count/min)”
Vehicle control 10 10 0 0 0 0.1 £0.32 0.8 £1.62
. 1 5 0 0 0 0.0 +0.00 1.2 +1.64
Predosing
5 5 5 0 0 0 0.0 £0.00 1.2 £1.64
25 10 10 0 0 0 0.1 +0.32 0.7 £1.16
Vehicle control 10 10 0 0 0 0.4 £1.26 0.3 =0.95
1 5 5 0 0 0 0.4 +0.89 0.8 £1.30
week 1
5 5 5 0 0 0 0.0 +0.00 1.0 £1.41
25 10 10 0 0 0 0.1 +0.32 0.3 +0.95
Vehicle control 10 10 0 0 0 0.1 +0.32 0.6 +1.58
1 5 5 0 0 0 0.0 £0.00 0.0 +0.00
week 2
5 5 5 0 0 0 0.0 +0.00 0.4 +0.89
25 10 10 0 0 0 0.0 +0.00 0.2 +0.63
Female
Vehicle control 10 10 0 0 0 0.0 +0.00 0.3 £0.95
1 5 5 0 0 0 0.0 +0.00 0.0 £0.00
week 3
5 0 0 0 0.0 +0.00 0.0 +0.00
25 10 10 0 0 0 0.0 +0.00 0.3 +0.67
Vehicle control 10 10 0 0 0 0.0 +0.00 1.7 5.03
1 5 5 0 0 0 0.0 +0.00 0.8 £1.79
week 4
5 5 5 0 0 0 0.0 +0.00 0.0 +0.00
25 10 10 0 0 0 0.0 +0.00 0.0 +0.00
Recovery Vehicle control 5 5 0 0 0 0.0 +0.00 0.2 +0.45
week 1 25 5 5 0 0 0 0.0 +0.00 0.0 £0.00
Recovery  Vehicle control 5 5 0 0 0 0.0 +0.00 0.6 £1.34
week 2 25 5 5 0 0 0 0.0 +0.00 0.0 0.00
a) Mean+8.D.

*  Significantly different from vehicle control at P<0.05.
** Gionificantly different from vehicle control at P<0.01.
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Table 2-19 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of detailed clinical observations

Observations in arena

Sex Period Exp. group Number of Stereotypic behavior
(mg/kg/day) animals - C G S H
Vehicle control 10 10 0 0 0 0
. 1 5 5 0 0 0 0
Predosing

5 5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
1 5 5 0 0 0 0

week 1
5 5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
1 5 5 0 0 0 0

week 2
5 5 5 0 0 0 0
25 10 10 0 0 0 0

Male

Vehicle control 10 10 0 0 0 0
1 5 5 0 0 0 0

week 3
5 5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
1 5 0 0 0 0

week 4
5 5 5 0 0 0 0
25 10 10 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 1 25 5 5 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 2 25 5 5 0 0 0 0
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Table 2-20 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

B11-0837

Observations in arena

Sex Period Exp. group Number of Stereotypic behavior
(mg/kg/day) animals - C G S H
Vehicle control 10 10 0 0 0 0
. 1 5 0 0 0 0
Predosing

5 5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
1 5 0 0 0 0

week 1
5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle conirol 10 10 0 0 0 0
1 5 5 0 0 0 0

week 2
5 5 5 0 0 0 0
25 10 10 0 0 0 0

Female

Vehicle control 10 10 0 0 0 0
1 5 5 0 0 0 0

week 3
5 5 5 0 0 0 0
25 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
1 5 0 0 0 0

week 4
5 5 5 0 0 0 0
25 10 10 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 1 25 5 5 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 2 25 5 5 0 0 0 0
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Table 2-21 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

B11-0837

Observations in arena

Sex Period Exp. group Number of Abnormal behavior
(mg/kg/day) animals - S B C R w v ST T
Vehicle control 10 10 0 0 0 0 0 0 0 0
. 1 0 0 0 0 0 0 0 0
Predosing

5 5 5 0 0 0 0 0 0 0 0
. 25 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
1 5 5 0 0 0 0 0 0 0 0

week 1
5 0 0 0 0 0 0 0 0
25 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
1 0 0 0 0 0 0 0 0

week 2
5 5 5 0 0 0 0 0 0 0 0
25 10 10 0 0 0 0 0 0 0 0

Male

Vehicle control 10 10 0 0 0 0 0 0 0 0
1 5 5 0 0 0 0 0 0 0 0

week 3
5 5 5 0 0 0 0 0 0 0 0
25 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
1 5 5 0 0 0 0 0 0 0 0

week 4
5 5 5 0 0 0 0 0 0 0 0
25 10 10 0 0 0 0 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0 0 0 0 0
week 1 25 5 5 0 0 0 0 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0 0 0 0 0
week 2 25 5 5 0 0 0 0 0 0 0 0
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Table 2-22 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of detailed clinical observations

B11-0837

Observations in arena

Sex Period Exp. group Number of Abnormal behavior
(mg/kg/day) animals - S B C R w v ST T
Vehicle control 10 10 0 0 0 0 0 0 0 0
) 1 5 5 0 0 0 0 0 0 0 0
Predosing

5 5 0 0 0 0 0 0 0 0
25 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
1 5 0 0 0 0 0 0 0 0

week 1
5 5 0 0 0 0 0 0 0 0
25 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
1 5 0 0 0 0 0 0 0 0

week 2
5 5 0 0 0 0 0 0 0 0
25 10 10 0 0 0 0 0 0 0 0

Female

Vehicle control 10 10 0 0 0 0 0 0 0 0
1 5 5 0 0 0 0 0 0 0 0

week 3
5 5 5 0 0 0 0 0 0 0 0
25 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
1 5 5 0 0 0 0 0 0 0 0

week 4
5 5 5 0 0 0 0 0 0 0 0
25 10 10 0 0 0 0 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0 0 0 0 0
week 1 25 5 5 0 0 0 0 0 0 0 0
Recovery  Vehicle control 5 5 0 0 0 0 0 0 0 0
week 2 25 5 5 0 0 0 0 0 0 0 0
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Table 3 Twenty-cight-day repeated-dose oral toxicity study in rats

Summary of reflex (scoring scale for reflex )

B11-0837

SENSORIMOTOR FUNCTION
Approach contact/touch response
-1 No reaction
0 Normal
+1 Hyper reaction
Pinna response
-1 No reaction
0 Normal
+1 Hyper reaction
Pain response (tail pinch)
-1 No reaction
0 Normal
+1 Hyper reaction
Pupillary reflex
+ Normal

- Abnormal reaction
Air righting reflex
+ Normal

- Abnormal reaction
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Table 3-1 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of reflex
Sensorimotor function
Sex Period Exp. group Number of Approach contact Pinna response
(mg/kg/day) animals touch response
-1 0 +1 -1 0 +1
Vehicle control 10 0 10 0 0 10 0
1 5 0 5 ] 0 5 0
Male week 4
5 0 5 0 0 5 0
25 10 0 10 0 0 10 0
Vehicle control 10 0 10 0 0 10 0
1 5 0 5 0 0 5 0
Female week 4
5 5 0 5 0 0 5 0
25 10 0 10 0 0 10 0
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Table 3-2 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of reflex
Sensorimotor function .
Sex Period Exp. group Number of Pain response (tail pinch) Pupillary reflex Air righting reflex
(mg/kg/day) animals -1 0 +1 + - + -
Vehicle control 10 0 10 0 10 0 10 0
1 0 5 0 0 5 0
Male week 4
5 0 5 0 0 0
25 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
1 5 0 5 0 0 5 0
Female week 4
5 5 0 5 0 0 0
25 10 0 10 0 10 0 10 0
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Table4 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of grip strength
Sex Period Exp. group Number of Forelimb Hindlimb
(mg/kg/day) animals (8 (8)
Vehicle control 10 583.2 £105 435.5 £72
1 5 516.8 £104 432.0 £59
Male week 4
5 5 552.0 £101 452.0 37
25 10 556.1 £103 473.4 £46
Vehicle control 10 534.9 £71 438.8 +39
1 5 477.4 £57 372.0 =49
Female week 4
5 5 537.6 91 474.4 £26
25 10 510.7 £60 407.8 +87

Mean +S.D.
* Significantly different from vehicle control at P<0.05.
** Sjgnificantly different from vehicle control at P<0.01.
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Table 5  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Summary of motor activity

Sex Period Exp. group Number of Interval (min)
(mg/kg/day) animals 0-10 10-20 20-30 30-40 40-50 50-60 Total

Vehicle control 10 4171 3734 3063 1545 1391 745 14650
+964 +1062 +1202 +846 +1100 +943 +4187

1 5 3858 4090 3564 2350 2423 1420 17705

+2025 +810 +870 +1260 +1589 +866 +5977
Male week 4

5 5 3728 3206 2096 1376 665 306 11377
+2183 +1881 +1327 +1267 +921 +509 +7024

25 10 3477 3582 3119 1979 1875 1608 15640
+1497 +399 +1409 +1137 +1163 +1262 +4761

Vehicle control 10 4876 3589 2185 1745 1580 1252 15227
+1546 +1289 +1969 +2006 +1581 +1401 +8884

1 5 4549 3650 2815 2035 1581 938 15569

+864 +1134 +1907 +1689 +1503 +1072 +6472
Female week 4

5 5 4291 2810 2750 1774 652 1044 13321
+1028 +1296 +686 +2041 +541 +1050 +4222

25 10 4830 3676 2931 2142 1520 1542 16640
+723 +1034 +1495 £1270 +1568 +1406 +6204

Mean +S.D.
* Significantly different from vehicle control at P<0.05.
** Sionificantly different from vehicle control at P<0.01.
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ght-day repeated-dose oral toxicity study in rats
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B11-0837

Addendum 1-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals

Vehicle control
Administration Period Recovery Period
Signs Sex 1 2 3 4 1 2 (week)
lf?’g’ 1,2,3, 2,3,4, 1,2,3, 6.7.8 6.7.8
No abnormalities detected Male 7’ 8’ 9’ 4,5,6, 5,6,7, 4,5,6, ’9 ’1 0’ ’9 ’1 0’
’16’ 7,8,9 8,9 7,8,9 ’ ?
""""""" 5 1 -7
33, 34, 32,33, 32,33, 32,33, 36, 37, 36, 37,
34, 35, 34, 35, 35,37,
Female 35, 36, 38, 39, 38, 39,
37 38 37, 38, 37, 38, 38, 39, 40 40
3940 40 39,40 40
Salivation Male 10 1,10 10
""""""""""""" I T I 7
Female 39 31,36 36

a) Animal number.
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Addendum 1-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals

B11-0837

1 mg/kg/day
Administration Period Recovery Period
Signs Sex 1 2 3 4 1 2 (week)
1,912, 12,13 12,13 11,12
No abnormalities detected Male 13, 14, e [ e
15 15 15 13, 15
""""""" 7 S N A § N R U -
Female 43,44, 43,44, 43,44, 43,44,
45 45 45 45
Salivation Male 11,14 11,14 14
Female
a) Animal number.
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B11-0837

Addendum 1-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals

5 mg/kg/day
Administration Period Recovery Period
Signs Sex 1 2 3 4 1 2 (week)
16, 17, 16, 17,
No abnormalities detected Male 18, 19, 18, 19, 16,17, 16,17,
5 20 20 19, 20
Y6, 47, 46,47, 46,47, 46,47, T
Female 48, 49, 48, 49, 48, 49, 48, 49,
50 50 50 50
Salivation Male 19
Female
Exudate(neck) Male 18 18
Female
Scab formation(neck) Male 18
Female
Loss of hair(neck) Male 18
Female
a) Animal number.
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B11-0837

Addendum 1-4 Twenty-cight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals

25 mg/kg/day
Administration Period Recovery Period
Signs Sex 1 2 3 4 1 2 (week)
21, 22,
21,22, 2213 2226 23, 24,
No abnormalities detected Male 23, 26, 28, 29’ 26, 27, 28 26
28,29 ;0 ’ 28, 29,
............. 5 15230
55, 56, o [ ol 59, 60 59, 60
60 59 60
59
21,22,
23, 24,
Salivation Male 2247’ 2356 24’235’ 25 25, 26,
> 27,29,
.................................................... 0 e ceecemnmisecemcnrman———————na-
57.58 53, 57, 53, 56, 53, 54,
Female ,60 ’ 56, 58, 57, 58, 56, 57,
59 60 58
26, 27,
Mottled teeth Male 27,28, 28, 29,
29, 30
30
Female 56 56
Loss of hair(neck) Male
Female 53

a) Animal number.
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Addendum 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Predosing)

Exp.groy Removal from cage
Sex P-group Animal No. g

(mg/kg/day) Ease of removal Vocalization
0 0

V_ehicle
control

Ao RN - B B U T T - ]
O O O 0 o o O

—
o
+
—

—
I T
D R W N =

Male

L
DN st e s
S v o =

N NN NN
h _ W N -

25

N NN
0o ~x O

-
N &
©C 0O 0 0 0 0 0 o0 o ol o o O Ol O O O OO0 0 0 0 O O C ©

O 0O 0O 0O 0 0 0 O O ol 0O 0 0 ol 0o o0 © ol

W
o
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Addendum 2-2  Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Predosing)

Sex Exp.group Animal No. Removal from cage

(mg/kg/day) Ease of removal Vocalization
31 0 0
32 0

33

34

Vehicle 35

control 36

37

38

39

40

41

42

1 43

44

45

46

47

5 48

49

50

51

52

53

54

55

56

57

58

59

60

=

Female

25

O O O 0 0 O O O O ol 0 0 o ol 0O o OO0 0 OO0 0 O o o @@
o © 0o 0o 0 00 0 © ol o o o ol o 0 Ol © 0 ©C © ©
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Addendum 2-3  Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 1)

Exp.group
(mg/kg/day)

Animal No.

Removal from cage

Ease of removal

Vocalization

Male

Vehicle
control

O 00 N3 N AR W N

—
<

0

0

P st b fed b
W AW N -

D) e ot s
S 0 0 a9

o o ol o o o Oojlo © 0 O © © © ©

-+
—

25

W NN N NN NN NN
S O 0 9N L AW N e

O O 0O 0 0 o0 o0 o O Ol O O Cjlo 0 0 0 Oj0O 0 o0 0 0 0 O o o

©C O O O O ©O O O O o|C
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Addendum 2-4  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 1)

Exp.grou Removal from cage
Sex P-EOUP 4 imal No. g

(mg/kg/day) Ease of removal Vocalization
31 0 0

Vehicle 35
control 36

-+
—

44

Female 45
46

47

5 48

49

o ol ©o 0o © ol © © © Oo|©C @

o o

25

+1

O O 0O 0o 0o 0 o0 0 o o|lo o 0 ol o0 © Ol 0 OO0 C O 0 O o
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Addendum 2-5  Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 2)

Exp.group ) Removal from cage
Sex Animal No,
(mg/kg/day) Ease of removal Vocalization
1 0 0
2 0 +1
3 0
4 0
Vehicle 5 +1 +2
control 6 -1 0
7 0 0
8 0 0
9 0 +1
10 0 0
11 0 0
12 0 0
1 13 0 +1
14 0 0
Male 15 0 0
16 0 0
17 0 0
5 18 0 0
19 0 0
20 0 0
21 0 0
22 0 0
23 0 0
24 0 0
25 25 0 0
26 0 0
27 0 0
28 0 0
29 0 +1
30 0 0
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Addendum 2-6  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 2)
Sex Exp.group Animal No. Removal from cage

(mg/kg/day) Ease of removal Vocalization

31 0 0
32
33
34
Vehicle 35
control 36
37
38
39
40
41

0
0

0

0

0

0

0

0

0

0

42 0

1 43 0

44 0

Female 45 0
46 0

47 0

5 48 0

49 0

50 0

51 0

52 0

53 0

0

0

0

0

| 0
0

0

OOOOOOOOOOOOOOOOOO

o X

54
55
56
57
58
59
60

25

+1
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Addendum 2-7 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 3)

Sex Exp.group Animal No. Removal from cage
(mg/kg/day) Ease of removal Vocalization

1 0 0

2 0 +1

3 0 0

4 0 0

Vehicle 5 0 0
control 6 0 0
7 0 0

8 0 0

9 0 +1

10 -1 0

11 -1 0

12 0 0

1 13 -1 0

14 0 0

Male 15 0 +1
16 0 0

17 0 0

5 18 0 0

19 0 0

20 0 0
21 +1 +2

22 0 0

23 0 0

24 0 0

25 25 -1 0
26 0 0

27 0 0

28 0 0

29 0 +1

30 0 0
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Addendum 2-8  Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 3)

Exp.group
(mg/kg/day)

Animal

No.

Removal from cage

Ease of removal

Vocalization

Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

0

0
0
+1

L teo X tooe

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60

0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0

OOOOOOOOOOOOOO
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Addendum 2-9  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 4)

Exp.grou, Removal from cage
Sex P-ETOUP 4 himal No 28

(mg/kg/day) " Ease of removal Vocalization
0

Vehicle
control

\DW\!O\U\AMN-—-

—
(=4

—
s jmma bmmh et el
Vi & W N -

Male

LA
N+t e ke
=R I I )

+OCOOOOOOOOOOOOOOOOOO

N
—
—

0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0

NN
w N

-1

NN
wn

25

[}
(=)}

N
-

N
\O
o O 0 O O 0 o o

N
~
o O 0 0 @ o Q

W
o
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Addendum 2-10 Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837
~ Detailed clinical observations of individual animals (week 4)

Exp.group . Removal from cage

Sex Animal No.

(mg/kg/day) Ease of removal Vocalization
31 0 0

32 0

33 0

34 0

Vehicle 35 0

control 36 0

37 0

38 0

39 0

40 0

41 0

42 0

1 43 0

0

0

0

0

0

0

0

0

0

0

0

+1
0
+1

o o 0 O Q

+
L

44
45

46

47

5 48
49

50

. 51

52

53

54

55

56

57

58

59

60

Female

ol © © © ©

+
—

1
—

25

o © © © O
o 0o 00 O ©C O O O Ol o ©
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Addendum 2-11 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (Recovery week 1)

Exp.group ) Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal Vocalization
6 0 0
Vehicl 7 0 0
ehicle
control 8 0 0
9 0 0
10 0 0
Male
26 0 0
27 0 0
25 28 0 0
29 0 0
30 0 0
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Addendum 2-12 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Recovery week 1)

Exp.group . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal Vocalization
36 0 0
Vehicl 37 0 0
chicle

control 38 0 0

39 0 0

40 0 0

Female

56 0 0

57 0 0

25 58 0 0

59 0 0

60 0 0
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Addendum 2-13 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Recovery week 2)

Exp.group ) Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal Vocalization
6 0 0
Vehicl 7 0 0
ehicle
control 8 0 0
9 0 +1
10 0 0
Male

26 0 +1
27 0 0
25 28 0 0
29 0 0
30 0 0
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Addendum 2-14 Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837

Detailed clinical observations of individual animals (Recovery week 2)

Exp. Removal from cage
Sex Xp-group Animal No. o8
(mg/kg/day) Ease of removal Vocalization
36 0 +1
Vehidl 37 0 0
ehicle
control 38 0 0
39 0 0
40 0 0
Female
56 0 0
57 0 0
25 58 0 0
59 0 0
60 0 0
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Addendum 2-15 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Predosing)

Handling observations
Sex Exp.group AnimalNo. Muscle  Subnormal Piloerection Staining  Unkempt  Paleness  Reddening
(mg/kg/day) tone temperature hair hair
0 - - - - - -

Vehicle
control
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Addendum 2-16 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Predosing)

B11-0837

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Muscle

tone

Subnormal Piloerection

temperature

Staining

hair

Unkempt

hair

Paleness

Reddening

Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO
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Addendum 2-17 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 1)

Handling observations
Sex Exp. group Animal No. Muscle Subnormal Piloerection  Staining Unkempt Paleness  Reddening
(mg/kg/day) tone temperature hair hair
0 - - - - - -

Vehicle
control

1
Male
5
|
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Addendum 2-18 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 1)

B11-0837

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Muscle

tone

Subnormal Piloerection

temperature

Staining
hair

Unkempt
hair

Paleness

Reddening

|
|
Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO
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Addendum 2-19 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 2)

Handling observations
Sex Exp. group Animal No. Muscle  Subnormal Piloerection Staining Unkempt  Paleness  Reddening
(mg/kg/day) fone temperature hair hair

Vehicle
control
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Addendum 2-20 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 2)

B11-0837

Sex Exp. group Animal No.

(mg/kg/day)

Handling observations

Muscle

tone

Subnormal Piloerection

temperature

Staining
hair

Unkempt

hair

Paleness

Reddening

Vehicle
control

31
32
i3
34
35
36

37

38
39
40

- -

Female

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60

OOOOOOOOOOOOOOOOOCOOOOOOOOOOOO
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Addendum 2-21 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 3)

Handling observations
Sex Exp. group Animal No. Muscle  Subnormal Piloerection Staining Unkempt Paleness  Reddening
(mg/kg/day) tone temperature hair hair
0 - - - - - -

Vehicle
control

O 0 1 & W AW NN -

—
(=1

—
Tt pemd fumd b ek
R W N e

Male

1%,
DY et et
S O ®

NN N NN
W B W N =

25

N N NN —

O 0 N =)
OOOOOOOOOQOOOOOOOQOOOOOOOOOOO
'

)
1
1
'
[

w
o

_.99..



Addendum 2-22 Twenty-cight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

B11-0837

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Muscle

tone

Subnormal Piloerection
temperature

Staining

hair

Unkempt
hair

Paleness

Reddening

Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

0

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60

0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
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Addendum 2-23 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 4)

Handling observations
Sex Exp. group Animal No. Muscle  Subnormal Piloerection Staining Unkempt  Paleness  Reddening
(mg/kg/day) tone temperature hair hair
0 - - - - - -

Vehicle
control
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1
Male
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Addendum 2-24 Twenty-cight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 4)

B11-0837

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Muscle

tone

Subnormal Piloerection

temperature

Staining
hair

Unkempt
hair

Paleness

Reddening

Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO
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Addendum 2-25 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Recovery week 1)

Handling observations
Sex Exp.group Animal No. Muscle Subnormal Piloerection  Staining Unkempt Paleness  Reddening
(mg/kg/day) tone temperature hair hair
6 0 - - - - - -
Vehicl ’ 0 ) ) ) ) ) )
c:):ntlrco‘le 8 0 ) ) ) ) ) )
9 0 - - - - - -
Male 10 0 - - - - - -
26 0 - - - - - -
27 0 - - - - - -
25 28 0 - - - - - -
29 0 - - - - - -
30 0 - - - -

- 103 -



Addendum 2-26 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0837
Detailed clinical observations of individual animals (Recovery week 1)
Handling observations
Sex Exp. group Animal No. Muscle  Subnormal Piloerection  Staining  Unkempt  Paleness Reddening
(mg/kg/day) tone temperature hair hair
36 0 - - - - - -
Vehicl 7 0 ] ) ) ) ) )
c::ntl:of 38 0 ) ) ) ) ) )
39 0 - - - - - -
Female 40 0 . - - - - -
56 0 - - - - - -
57 0 - - - - - -
25 58 0 - - - - - -
59 0 - - - - - -
60 0 - - - -
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Addendum 2-27 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Recovery week 2)
Handling observations
Sex Exp.group Animal No. Muscle Subnormal Piloerection  Staining Unkempt Paleness  Reddening
(mg/kg/day) tone temperature hair _hair
6 0 - - - - - -
Vehicl ’ 0 ) ) ) ) ) )
c:n‘:::o? 8 0 ) ) i} ) ) )
9 0 - - - - - -
Male 10 0 - - - - - -
26 0 - - - - - -
27 0 - - - - - -
25 28 0 - - - - - -
29 0 - - - - - -
30 0 - - - - - -
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Addendum 2-28 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0837
Detailed clinical observations of individual animals (Recovery week 2)
Handling observations
Sex Exp. group AnimalNo. Muscle  Subnormal Piloerection Staining Unkempt  Paleness  Reddening
(mg/kg/day) tone temperature hair hair
36 0 - - - - - -
Vehicl 7 0 ] ) ) ) ) )
B
39 0 - - - - - -
Female 40 0 . - - - - .
56 0 - - - - - -
57 0 - - - - - -
25 58 0 - - - - - -
59 0 - - - - - -
60 0 - - - -
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Addendum 2-29 Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Predosing)

Handling observations
Sex Exp.group Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation  Secretion
(mg/kg/day) size
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Addendum 2-30 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Predosing)

Handling observations

Sex Exp. group Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation  Secretion
(mg/kg/day) size
31 - - - 0 - -
32 - - -
33 - - -
34 - - -

Vehicle 35 - - -
control 36

37 - . -
38 - . .
39 . . .
40 - . -
41 - - -
42 - - -
1 43 - - -
44 - . .
45 - . .
46 - . -
47 - . -
5 48 - . .
49 - - .
50 - - -
51 - - -
52 - - .
53 - . -
54 - - -
55 - . -
56 - . .
57 - . .
58 - . -
59 . . .
60 - . .
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Addendum 2-31 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 1)

B11-0837

Handling observations

Sex Exp. group Animal No. Cyanosis Lacrimation Exophthalmos Pupillary
(mg/kg/day) size

Salivation

Secretion

Vehicle
control
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Addendum 2-32 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 1)

B11-0837

Sex

Exp. group Animal No. Cyanosis

(mg/kg/day)

Handling observations

Lacrimation Exophthalmos Pupillary

size

Salivation

Secretion

|
|
Female
|

Vehicle
control

31
32
33
34
35
36
37
38
39
40

- 0

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
35
56
57
58
59
60

0
0
0
0
0
0
0
0
0
0
0
0
0
0
- 0
0
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0
0
0
0
0
0
0
0
0
0
0
0
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Addendum 2-33 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 2)

Handling observations
Sex Exp. group Animal No. Cyanosis Lacrimation Exophthalmos Pupillary ~ Salivation  Secretion
(mg/kg/day) size
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Addendum 2-34 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 2)

B11-0837

Sex

Exp.group Animal No. Cyanosis

(mg/kg/day)

Handling observations

Lacrimation Exophthalmos Pupillary  Salivation

size

Secretion

Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
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60

0
0
0
0
0
0
0
0
0
0
0
0
0
0
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0
0
0
0
0
0
0
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Addendum 2-35 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837

Detailed clinical observations of individual animals (week 3)

Handling observations
Sex Exp. group Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation  Secretion
(mg/kg/day) size
- - - 0 - -
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Addendum 2-36 Twenty-cight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

B11-0837

Sex

Exp. group Animal No. Cyanosis

(mg/kg/day)

Handling observations

Lacrimation Exophthalmos

Pupillary
size

Salivation

Secretion

|
Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

0

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60

0
0
0
0
0
0
0
0
0
0
0
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0
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0
0
0
0
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Addendum 2-37 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 4)

B11-0837

Handling observations

Sex Exp. group Animal No. Cyanosis Lacrimation Exophthalmos Pupillary
(mg/kg/day) size

Salivation

Secretion

Vehicle
control
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Addendum 2-38 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 4)

B11-0837

Sex

Exp. group Animal No. Cyanosis

(mg/kg/day)

Handling observations

Lacrimation Exophthalmos Pupillary

size

Salivation

Secretion®

Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60
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Addendum 2-39 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Recovery weck 1)
Handling observations
Sex Exp.group Animal No. Cyanosis Lacrimation Exophthalmos Pupillary Salivation  Secretion
(mg/kg/day) size
6 - - - 0 - -
Vehicl 7 ) ) i 0 ) )
c:n:':of 8 ) ) ) 0 ) )
9 - - - 0 - -
Male 10 - . - 0 - -
26 - - - 0 - -
27 - - - 0 - -
25 28 - - - 0 - -
29 - - - 0 - -
30 - - - 0 - -
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Addendum 2-40 Twenty-cight-day repeated-dose oral toxicity study in rats

B11-0837
Detailed clinical observations of individual animals (Recovery week 1)
Handling observations
Sex Exp. group Animal No. Cyanosis Lacrimation Exophthalmos Pupillary  Salivation  Secretion
(mg/kg/day) size
36 - - 0 - -
Vehicl ¥ ) ) 0 ) )
c:ntl:of 38 ) ) 0 ) )
39 - - 0 - -
Female 40 ~ - 0 - -
56 - - 0 - -
57 - - 0 - -
25 58 - - 0 - -
59 - - 0 - -
60 - - 0 - -
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Addendum 2-41 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Recovery week 2)

Handling observations
Sex Exp.group Animal No. Cyanosis Lacrimation Exophthalmos Pupillary  Salivation  Secretion

(mg/kg/day) size

6 - - - 0 - -

Vehicl 7 ) ) ) 0 ) )

c:n;rcoic 8 ) ) - 0 ) )

9 - - - 0 - -

Male 10 ~ . . 0 - -

26 - - - 0 - -

27 - - - 0 - -

25 28 - - - 0 - -

29 - - - 0 - -

30 - - - 0 - -
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Addendum 2-42 Twenty-eight-day repeated-dose oral toxicity study in rats : B11-0837
Detailed clinical observations of individual animals (Recovery week 2)

Handling observations
Sex Exp. group Animal No. Cyanosis Lacrimation Exophthalmos Pupillary  Salivation Secretion
(mg/kg/day) size
36 - - - 0 - -
Vehicl 37 ) ] ) 0 ) ’
c(‘:ntlfo‘l3 38 - - ) 0 ) )
39 - - - 0 - -
Female 40 - - - 0 - -
56 - - - 0 - -
57 - - - 0 - -
25 58 - - - 0 - -
59 - - - 0 - -
60 - - - 0 - -
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Addendum 2-43 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Predosing)

Observations in arena
Sex Exp.group Animal No.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
0

Vehicle
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Addendum 2-44 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Predosing)

B11-0837

Sex Exp. group  Animal No.

(mg/kg/day)

Observations in arena

Posture

Motor
activity

Respiration

Lid

closure

Gait

Vehicle
control

31
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35
36
37
38
39
40

41
42
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44
45

46
47
48
49
50
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5
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Addendum 2-45 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 1)

Observations in arena
Sex Exp. group Animal No.  Posture Motor  Respiration Lid Gait

(mg/kg/day) activity closure
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Addendum 2-46 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 1)

B11-0837

Sex

Exp. group  Animal No.

(mg/kg/day)

Observations in arena

Posture

Motor

activity

Respiration

Lid

closure

Gait

Female
\

Vehicle
control

31
32
33
34
35
36
37
38
39
40

0

41
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46
47
48
49
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59
60

o o 0o 0o o 0o 0o o0 o o|lo oo o ol oo ojo o OO0 C O O C Q@

o o0 o0 o0 o0 o0 o0 o ol oo o ol oo o ol 0O 0 O O Q0O

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

- 124 -



Addendum 2-47 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 2)

B11-0837

Sex

Exp. group  Animal No.

(mg/kg/day)

Observations in arena

Posture

Motor

activity

Respiration

Lid

closure

Gait

Male

Vehicle
control
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Addendum 2-48 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 2)

Observations in arena
Sex Exp. group Animal No.  Posture Motor  Respiration Lid Gait

(mg/kg/day) activity closure
31 0

32

33

34

Vehicle 35
control 36
37

38

39

40

41

42

1 43

44

0

0

0

0

0

0

0

0

0

0

0

0

0

| 0
Female 15 0
46 0

47 0

0

0

0

0

0

| 0
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S o0 © ©

5 48
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Addendum 2-49 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 3)

Observations in arena
Sex Exp. group Animal No.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
0
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control
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Addendum 2-50 Twenty-eight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (week 3)

B11-0837

Sex

Exp. group  Animal No.

(mg/kg/day)

Observations in arena

Posture

Motor
activity

Respiration

Lid

closure

Gait

Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60
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Addendum 2-51 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 4)

Observations in arena
Sex Exp. group Animal No.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
0

Vehicle
control

1
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5
|
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Addendum 2-52 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 4)

B11-0837

Sex

Exp. group  Animal No.

(mg/kg/day)

Observations in arena

Posture

Motor

activity

Respiration

Lid

closure

Female
|
|

Vehicle
control

31
32
33
34
35
36
37
38
39
40

0
0

+
—

41
42
43
44
45

olo ©o ©o 0o © © ©
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48
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0
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0
0
0
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Addendum 2-53 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Recovery week 1)

Observations in arena

Sex Exp.group Animal No.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
6 0 0 0 - -
Vehicl 7 0 0 0 - -
c:ntl:of 8 0 0 0 ) )
9 0 0 0 - -
Male 10 0 0 0 - -
26 0 0 0 - -
27 0 0 0 - -
25 28 0 +1 0 - -
29 0 0 0 - -
30 0 0 0 - -
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Addendum 2-54 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0837
Detailed clinical observations of individual animals (Recovery week 1)
Observations in arena
Sex Exp. group Animal No.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
36 0 0 0 - -
. 37 0 0 0 - -
v S S S S
39 0 0 0 - -
Female 10 0 0 0 - -
56 0 0 0 - -
57 0 0 0 - -
25 58 0 0 0 - -
59 0 0 0 - -
60 0 +1 0 - -
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Addendum 2-55 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Recovery week 2)

Observations in arena

Sex Exp.group Animal No.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
6 0 0 0 - -
Vehicl 7 0 0 0 - -
c:n;:of 8 0 0 0 ) )
9 0 0 0 - -
Male 10 0 0 0 - -
26 0 0 0 - -
27 0 0 0 - -
25 28 0 +1 0 - -
29 0 0 0 - -
30 0 +1 0 - -
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Addendum 2-56 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Recovery week 2)

Observations in arena
Sex Exp. group Animal No.  Posture Motor  Respiration Lid Gait
(mg/kg/day) activity closure
36 0 +1 0 - -
. 37 0 0 0 - -
eSS S S S
39 0 0 0 - -
Female 10 0 0 0 " .
56 0 +1 0 - -
57 0 0 - -
25 58 0 0 - -
59 0 0 - -
60 0 +1 0 - -
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Addendum 2-57 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Predosing)

Observations in arena

Sex Exp.group  Animal No. Tremor/twitch/ Defecation Urination  Stereotypic Abnormal
(mg/kg/day) convulsion  (count/min) (count/min)  behavior  behavior

1 0 0 2 - -

, 2 0 0 1 - -

3 0 1 3 - -

4 0 0 0 - -

Vehicle 5 0 0 2 - -

control 6 0 0 1 - -

7 0 0 0 - -

8 0 1 6 - -

9 0 0 0 - -

10 0 2 2 - -

11 0 0 0 - -

12 0 0 0 - -

1 13 0 0 0 - -

14 0 0 28 - -

Male 15 0 0 0 - -

16 0 0 7 - -

17 0 0 4 - -

5 18 0 0 3 - -

19 0 0 2 - -

20 0 1 4 - -

21 0 0 1 - -

22 0 0 4 - -

23 0 0 1 - -

24 0 0 1 - -

25 25 0 0 0 - -

26 0 0 0 - -

27 0 0 0 - -

28 0 0 4 - -

29 0 0 11 - -

30 0 0 15 - -
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Addendum 2-58 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (Predosing)

B11-0837

Sex

Observations in arena

Exp. group Animal No. Tremor/twitch/ Defecation

(mg/kg/day)

convulsion

(count/min)

Urination

(count/min)

Stereotypic  Abnormal

behavior

behavior

Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

0

0

41
4
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60
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Addendum 2-59 Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 1)

Observations in arena
Sex Exp. group Animal No. Tremor/twitch/ Defecation Urination  Stereotypic Abnormal
(mg/kg/day) convulsion (count/min)  (count/min)  behavior  behavior
0 1 - -
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Addendum 2-60 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 1)

B11-0837

Sex

Observations in arena

Exp. group Animal No. Tremor/twitch/ Defecation

(mg/kg/day)

convulsion

(count/min)

Urination

(count/min)

Stereotypic Abnormal

behavior

behavior

Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

0

0

41
42
43
44
45

46
47
48
49
50

25

51
52
53
54
55
56
57
58
59
60
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Addendum 2-61 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837

Detailed clinical observations of individual animals (week 2)

Observations in arena

Sex Exp. group Animal No. Tremor/twitch/ Defecation Urination  Stereotypic Abnormal
(mg/kg/day) convulsion (count/min) (count/min)  behavior  behavior

1 0 0 0 - -

, 2 0 0 0 - -

3 0 1 0 - -

4 0 0 0 - -

Vehicle 5 0 0 1 - -

control 6 0 0 0 - -

7 0 0 14 - -

8 0 0 0 - -

9 0 1 1 - -

10 0 2 4 - -

11 0 0 0 - -

12 0 1 1 - -

1 13 0 1 0 - -

14 0 0 7 - -

Male 15 0 0 0 - -

16 0 2 2 - -

17 0 1 1 - -

5 18 0 2 2 - -

19 0 0 0 - -

20 0 2 0 - -

21 0 0 0 - -

22 0 0 1 - -

23 0 0 2 - -

24 0 2 0 - -

25 25 0 0 0 - -

26 0 0 0 - -

27 0 0 0 - -

28 0 0 3 - -

29 0 1 4 - -

30 0 2 0 - -
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Addendum 2-62 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 2)

B11-0837

Sex

Observations in arena

Exp. group Animal No. Tremor/twitch/ Defecation
(mg/kg/day) convulsion (count/min)

Urination

(count/min)

Stereotypic Abnormal

behavior behavior

i
|
Female

31 0 1
32
33
34
Vehicle 35
control 36
37
38
39
40

0

41
42
1 43
44
45

46
47
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56
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59
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Addendum 2-63 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (week 3)

Observations in arena
Sex Exp. group Animal No. Tremor/twitch/ Defecation Urination  Stereotypic Abnormal
"(mg/kg/day) convulsion  (count/min) (count/min)  behavior  behavior
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Addendum 2-64 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 3)

B11-0837

Sex

Observations in arena

Exp. group  Animal No. Tremor/twitch/ Defecation

(mg/kg/day)

convulsion

(count/min)

Urination

(count/min)

Stereotypic
behavior

Abnormal
behavior

|
Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

0

0

41
42
43
44
45

46
47
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50

25

51
52
53
54
55
56
57
58
59
60
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Addendum 2-65 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837

Detailed clinical observations of individual animals (week 4)

Observations in arena
Sex Exp. group Animal No. Tremor/twitch/ Defecation Urination  Stereotypic Abnormal
(mg/kg/day) convulsion  (count/min) (count/min)  behavior  behavior
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Addendum 2-66 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 4)

B11-0837

Observations in arena

Sex Exp. group Animal No. Tremor/twitch/ Defecation

(mg/kg/day)

convulsion

(count/min)

Urination
(count/min)

Stereotypic Abnormal

behavior

behavior

Vehicle
control

31
32
33
34
35
36
37
38
39
40

41
42
43
44
45

46
47
48
49
50

1
Female
5
25
|

51
52
53
54
55
56
57
58
59
60
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Addendum 2-67 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Recovery week 1)
Observations in arena
Sex Exp.group  Animal No. Tremor/twitch/ Defecation Urination  Stereotypic ~Abnormal
(mg/kg/day) convulsion (count/min)  (count/min)  behavior behavior
6 0 0 0 - -
Vehicl 7 0 0 0 - -
e .o o0 -
9 0 0 0 - -
Male 10 0 2 0 - -
26 0 0 0 - -
27 0 0 0 - -
25 28 0 0 0 - -
29 0 0 0 - -
30 0 0 0 - -
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Addendum 2-68 Twenty-cight-day repeated-dose oral toxicity study in rats
Detailed clinical observations of individual animals (Recovery week 1)

B11-0837

Observations in arena

Sex Exp. group  Animal No. Tremor/twitch/ Defecation Urination  Stereotypic Abnormal
(mg/kg/day) convulsion (count/min)  (count/min)  behavior  behavior

36 0 0 0 - -

Vehicl 37 0 0 1 - -

c::n’::;o‘l3 38 0 0 0 ) )

39 0 0 0 - -

Female 40 0 0 0 - .

56 0 0 0 - -

57 0 0 0 - -

25 58 0 0 0 - -

59 0 0 0 - -

60 0 0 0 - -
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Addendum 2-69 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Detailed clinical observations of individual animals (Recovery week 2)

Observations in arena

Sex Exp.group  Animal No. Tremor/twitch/ Defecation Urination  Stereotypic Abnormal
(mg/kg/day) convulsion (count/min)  (count/min)  behavior behavior

6 0 0 0 - -

Vehicl 7 0 1 3 - -

c:n::o‘f 8 0 0 0 ) )

9 0 0 20 - -

Male 10 0 1 0 - -

26 0 0 0 - -

27 0 0 0 - -

25 28 0 0 1 - -

29 0 4 9 - -

30 0 0 6 - -
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Addendum 2-70 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (Recovery week 2)

B11-0837

Observations in arena

Sex Exp. group Animal No. Tremor/twitch/ Defecation Urination  Stereotypic Abnormal
(mg/kg/day) convulsion (count/min)  (count/min)  behavior behavior

36 0 0 0 - -

Vehicl 37 0 0 3 - -

c:ntl:o? 38 0 0 0 ) ;

39 0 0 0 - -

Female 40 0 0 0 . -

56 0 0 0 - -

57 0 0 0 - -

25 58 0 0 0 - -

59 0 0 0 - -

60 0 0 0 - -
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Addendum 3-1  Twenty-cight-day repeated-dose oral toxicity study in rats B11-0837
Reflex of individual animals (week 4)

Sensorimotor function

Sex Exp. group  Animal No. Approach contact/ Pinna Pain response ~ Pupillary  Air righting
(mg/kg/day) touch response response (tail pinch) reflex reflex
0 0 0 +

Vehicle control
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Addendum 3-2  Twenty-eight-day repeated-dose oral toxicity study in rats
Reflex of individual animals (week 4)

B11-0837

Sex Exp. group  Animal No. Approach contact/

(mg/kg/day)

Sensorimotor function

touch response

Pinna Pain response

response (tail pinch)

Pupillary  Air righting

reflex

reflex

Vehicle control

31
32
33
34
35
36
37
38
39
40

0

0

0

41
42
43
44
45

46
47
48
49
50

|
1
Female
5
25
|
|
|
|
|

51
52
33
54
55
56
57
58
59
60
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0
0
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Addendum 4-1 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Grip strength of individual animals (week 4)

Sex Exp.group Animal No. Forelimb (g) Hindlimb (g)

(mg/kg/day) Triall Trial2  Mean Triall  Trial2  Mean
1 565 447 506 371 434 403

2 779 653 716 465 380 423

3 839 590 715 415 464 440

4 309 545 427 507 446 471

Vehicle 5 411 501 456 355 408 382
control 6 502 540 521 320 380 350
7 672 554 613 301 462 382

8 622 592 607 530 433 482

9 805 585 695 512 695 604

10 496 656 576 400 424 412

11 359 352 356 371 529 450

12 634 494 564 366 548 457

1 13 546 407 477 431 474 453

14 710 542 626 252 401 327

Male 15 634 488 561 473 473 473
16 551 435 493 469 407 438

17 496 622 559 455 493 474

5 18 583 865 724 519 372 446

19 537 405 471 357 447 402

20 517 509 513 479 521 500

21 630 526 578 430 473 452

22 599 430 515 412 409 411

23 696 497 597 517 466 492

24 629 610 620 585 491 538

’s 25 416 388 402 439 464 452
26 429 560 495 502 581 542

27 501 407 454 488 389 439

28 563 411 487 532 358 445

29 820 586 703 515 524 520

30 752 668 710 513 372 443
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|
Female

Addendum 4-2  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Grip strength of individual animals (week 4)
Sex Exp.group Animal No. Forelimb (g) Hindlimb (g)
(mg/kg/day) Trial 1 Trial 2 Mean Trial 1 Trial 2 Mean
31 576 430 503 418 450 434
32 500 415 458 411 397 404
33 565 660 613 569 415 492
34 577 340 459 363 405 384
Vehicle 35 576 535 556 408 490 449
control 36 424 522 473 421 469 445
37 673 628 651 343 416 380
38 609 520 565 477 433 455
39 424 524 474 436 487 462
40 631 562 597 492 474 483
41 551 508 530 346 399 373
42 430 385 433 419 318 369
1 43 474 350 412 295 289 292
44 439 504 472 370 462 416
45 607 472 540 498 321 410
46 500 482 491 509 478 494
47 539 596 568 440 428 434
5 48 535 611 573 478 447 463
49 465 352 409 537 454 496
50 665 629 647 448 522 485
51 572 529 551 344 353 349
52 592 411 502 321 312 317
53 611 607 609 273 248 261
54 485 592 539 469 501 485
25 55 482 441 462 344 407 376
56 524 415 470 401 581 491
57 430 584 507 471 527 499
58 590 585 588 453 480 467
59 493 412 453 511 456 484
60 408 444 426 429 268 349
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Addendum 5-1 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Motor activity of individual animals (week 4)
Sex Exp. group Animal No. Interval (min)
(mg/kg/day) 0-10 10-20 20-30 30-40 40-50 50-60 Total
1 4439 5166 4269 3336 3061 2569 22840
2 5449 4069 4645 2160 1987 261 18571
3 3740 3857 2506 1835 1647 2103 15688
4 3760 4220 3790 2195 2546 0 16511
Vehicle 5 5157 4537 3668 1224 27 7 14620
control 6 4914 4390 1990 791 578 390 13053
7 2386 1692 505 774 1828 325 7510
8 3390 2191 3345 665 27 1451 11069
9 4934 3407 3094 992 209 30 12666
10 3540 3813 2820 1476 2003 315 13967
11 6636 5263 4621 4213 3914 2337 26984
12 3844 4202 4191 2418 3175 1529 19359
1 13 1138 4080 3619 2607 3369 1446 16259
14 3035 3912 2739 1711 1644 1787 14828
Male 15 4635 2993 2652 800 13 2 11095
16 4792 3297 2072 265 8 4 10438
17 5206 4851 3310 3125 2194 1202 19888
5 18 7 11 205 11 183 74 491
19 5094 3649 1511 1772 864 235 13125
20 3540 4222 3382 1706 75 16 12941
21 4567 3533 3743 2807 2399 2645 19694
22 5073 4575 4435 2416 2815 3037 22351
23 4917 3533 3724 2289 1192 1483 17138
24 1137 3550 4600 2000 2234 1288 14809
25 25 3583 3267 2080 27 18 36 9011
26 4623 3172 1986 1786 2616 1777 15960
27 1537 3345 3921 3541 2718 2509 17571
28 2315 3870 753 134 1100 35 8207
29 2408 3572 4482 2955 3424 3264 20105
30 4614 3402 1469 1837 231 3 11556
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Addendum 5-2  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0837
Motor activity of individual animals (week 4)
Sex Exp. group Animal No. Interval (min)
(mg/kg/day) 0-10 10-20 20-30 30-40 40-50 50-60 Total
31 3297 3200 1879 3983 3031 2243 17633
32 4547 2587 3547 288 1192 806 12967
33 7974 6896 6451 6029 5010 4325 36685
34 3480 2865 723 1867 1730 23 10688
Vehicle 35 4860 3480 348 164 8 17 8877
control 36 7052 4486 3916 2898 2335 2132 22819
37 .5366 2608 2367 1331 1621 1722 15015
38 3668 3251 1024 0 0 48 7991
39 4553 2917 88 66 52 5 7681
40 3965 3595 1503 828 818 1201 11910
41 3971 3788 3692 3526 2404 841 18222
42 4085 3610 3329 2833 1976 2750 18583
1 43 6070 4057 5163 3402 3442 797 22931
44 4256 1844 233 160 79 0 6572
Female 45 4363 4952 1658 256 5 303 11537
46 5509 2516 1766 1594 489 1790 13664
47 3964 2598 2813 1915 582 2439 14311
5 48 4817 3121 3700 5115 1499 820 19072
49 2758 1110 2673 95 689 0 7325
50 4405 4707 2796 153 3 169 12233
51 3840 2195 2781 1597 1478 2298 14189
52 5644 4012 3295 2631 631 3441 19654
53 4461 3101 2352 3911 375 4 14204
54 5248 4313 5239 2881 3465 1946 23092
25 55 4444 3691 212 10 2 2 8361
56 5661 3535 3575 1791 2438 2853 19853
57 4660 2176 1679 484 148 2 9149
58 3863 3507 1727 1573 4 5 10679
59 4689 4841 3962 3188 2244 1852 20776
60 5791 5387 4483 3356 4415 3012 26444
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B11-0837

Addendum 13-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

Sex Exp.group A;n:al Fate Macroscopic findings Histopathological findings®
1 ta No abnormalities detected Kidney
............................................................. Solitary cyst inmedulla+
2 ta No abnormalities detected Kidney
. . .
Ma]e Vehicle control ------------------------------- meeseeccccasccccccmecnncaaon- § .0.1 .l.ta.l:x .(E.).,Et- }l} .I}}?.d.u.l} -a -----------------
3 ta No abnormalities detected Testis
............................................................. Degeneration of spermatocytes +
.4 B Noabnormalitiesdetected  __ Noabnormalities detected
5 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: trachea, lungs, incisor, forestomach, glandular stomach, duodenum, jejunum, ileum,
cecum, colon, rectum, liver, heart, kidneys, urinary bladder, testes, epididymides, prostate, seminal vesicle, cerebrum,
cerebellum, pons, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph node, spleen, thymus,
pituitary gland, thyroid, parathyroid, adrenals and eye ball.

ta, terminal autopsy.

+, slight.
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B11-0837

Addendum 13-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

Sex Exp.group Ar;;:nal Fate Macroscopic findings Histopathological findings®
..... 6....1 Noabnormalitiesdetected _ ___ Noabnormalitiesdetected
. ta No abnormalities detected No abnormalities detected
Vehicle control  =====s=ssessccommmmooonaaaaaan. T e L et L LELEEEEEEEEEE
Male (Recovery)  -o-S......3 Noabnormalitisdetected _ _ Noabnommalitiesdetected
..... J......1a_Noabnormalitiesdetected _  _Noabnormalitiesdetected
10 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: incisor.
ta, terminal autopsy.
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B11-0837

Addendum 13-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Exp.group Animal

Sex (mg/ke/day) No. Fate Macroscopic findings Histopathological findings®
.1 ta_Noabnommalitiesdetected Noabnormalities detected
12 ta Spleen Spleen
Whitish region on capsule Capsulitis +
Male 1 SRR &1 2L o
.13 .. ta_Noabnormalitiesdetected = Noabnormalitiesdetected
.14 ta Noabnormalities detected ~  Noaboormalities detected =
15 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: incisor and macroscopic lesion.
ta, terminal autopsy.
+, slight.
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B11-0837

Addendum 13-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Exp.group Animal

Sex (meke/day) No. Fate Macroscopic findings Histopathological findings®
..J6___ta Noabnormalitiesdetected ~  Noabnormalitiesdetected
.17 ta Noabnormalitiesdetected =~~~ Noabnormalities detected
18 ta Skin Skin
Male 5 Loss of hair (neck) Cell infiltration in subcutis +
............................................................. Scab formation+
.19 2 Noabnormalities detected ~  No abnormalities detected
20 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: incisor and macroscopic lesion.
ta, terminal autopsy.
+, slight.
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B11-0837

Addendum 13-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Exp.group Animal

Sex (mg/ke/day) No. Fate Macroscopic findings Histopathological findings®
.21 ta Noabnormalitiesdetected  Noabnormalitiesdetected ..
.22 ta_ Noabnormalitiesdetected  Noabnormalitiesdetected .
.23 ta_Noabnormalitiesdetected Noabnormalitiesdetected .
24 ta No abnormalities detected Incisor
Male 25

Decreased iron pigments of
............................................................. ameloblasts at maturation stage +

25 ta No abnormalities detected Incisor

Decreased iron pigments of
ameloblasts at maturation stage +

a) Organs/tissues examined as follows: trachea, lungs, incisor, forestomach, glandular stomach, duodenum, jejunum, ileu-m,
cecum, colon, rectum, liver, heart, kidneys, urinary bladder, testes, epididymides, prostate, seminal vesicle, cerebrum,
cerebellum, pons, spinal cord, sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph node, spleen, thymus,
pituitary gland, thyroid, parathyroid, adrenals and eye ball.

ta, terminal autopsy.

+, slight.
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B11-0837

Addendum 13-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Exp.group Animal

Sex (me/ke/day) No. Fate Macroscopic findings Histopathological findings®
....26 1t Noabnormalitiesdetected ____ Noabnormalitiesdetected
27 ta Oral cavity No abnormalities detected
reeeeomeeeeonneo Mottled teeth (upperincisors)
Male 25 ...28  ta_ Noabnormalitiesdetected ____ Noabnormalitiesdetected
(Recovery) 29 ta Oral cavity No abnormalities detected
eeeeeeeemeeenoo Mottled teeth (upperincisors)
30 ta Oral cavity No abnormalities detected

Mottled teeth (upper incisors)

a) Organs/tissues examined as follows: incisor.
ta, terminal autopsy.
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B11-0837

Addendum 13-7 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

Sex Exp.group Ax;lu:al Fate Macroscopic findings Histopathological findings”
we3) .52 Noabnormalities detected ~  _ Noabnormalitiesdetected .
32 ta No abnormalities detected Kidney
Mineralization in
............................................................. cortico-medullary junction +
Female  Vehicle control 33 ta No abnormalities detected __ __ _Noabnormalities detected
34 ta Spleen Spleen
Whitish region on capsule Capsulitis +
SN .0 :1<1 L% L
35 ta No abnormalities detectedp No abnormalities detected

a) Organs/tissues examined as follows: trachea, lungs, incisor, forestomach, glandular stomach, duodenum, jejunum, ileum,
cecum, colon, rectum, liver, heart, kidneys, urinary bladder, ovaries, uterus, vagina, cerebrum, cerebellum, pons, spinal cord,
sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph node, spleen, thymus, pituitary gland, thyroid, parathyroid,
adrenals and eye ball.

ta, terminal autopsy.

+, slight.
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B11-0837

Addendum 13-8 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

Sex Exp.group Ax;;r;aal Fate Macroscopic findings Histopathological findings®
.36 ..ta_Noabnormalities detected _  Noabnormalitiesdetected
) 37 ta No abnormalities detected No abnormalities detected
Vehicle control  ====z=r====n==samrecasecccaann. D e e e LR L SRR L L L EL L L L L
Female pecovery)  --.38.....12. Noabnormalitiesdetected Noabnormalities detected
.32 .1 Noabnormalitiesdetected  _ Noabnormalitiesdetected
40 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: incisor.
ta, terminal autopsy.
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Addendum 13-9 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Exp.group Animal

Sex (mg/ke/day) No. Fate Macroscopic findings Histopathological findings®
.. A1 ta Noabnormalitiesdetected ~~  Noabnormalities detected =~
A2t Noabnormalities detected =~ No abnormalities detected
Female 1 ..A3 ta Noabnormalitiesdetected =~ No abnormalities detected
.4 ta Noabnommaliiesdetected =~ Noabnormalities detected
45 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: incisor.
ta, terminal autopsy.
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Addendum 13-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Exp.group Animal

Sex (me/ke/day) No. Fate Macroscopic findings Histopathological findings®
..A6 ta Noabnormalitiesdetected =~ Noabnormalitiesdetected
47 ta Thyroid Thyroid
Female 5 ceeeremeeneenne 0CTCRSEd i size of leftlobe ] Hypoplasia of left lobe + ..
.48 ta Noabnommalitiesdetected ~~ ~~ Noabnormalitiesdetected .~
.9 ta Noabnormalitiesdetected =~ Noabnormalitiesdetected
50 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: incisor and macroscopic lesion.
ta, terminal autopsy.
+, slight.
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Addendum 13-11 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

Exp.group Animal

Sex (me/ke/day) No. Fate Macroscopic findings Histopathological findings?
51 ta No abnormalities detected Incisor
Decreased iron pigments of
............................................................. ameloblasts at maturation stage +
‘ 52 ta No abnormalities detected No abnormalities detected
Female 25 eeeetsmecneievaeenes R e
53 ta Skin Skin
ceeeeeeenene SpESed fur (neck) ] Decreased hair follicles * ..
et .2 Noabnormalitiesdetected __ __ Noabnommalitiesdetected
55 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: trachea, lungs, incisor, forestomach, glandular stomach, duodenum, jejunum, ileum,
cecum, colon, rectum, liver, heart, kidneys, urinary bladder, ovaries, uterus, vagina, cerebrum, cerebellum, pons, spinal cord,
sciatic nerve, bone marrow, axillar lymph node, mesenteric lymph node, spleen, thymus, pituitary gland, thyroid, parathyroid,
adrenals, eye ball and macroscopic lesion.

ta, terminal autopsy.

+, slight.
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Addendum 13-12 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Exp.group Animal

Sex (mg/ke/day) No. Fate Macroscopic findings Histopathological findings®
56 ta Oral cavity No abnormalities detected
eeemeeennn.Mottled teeth (upper incisors) e,
Female 25 .37 o Noabnormaliiesdetected  Noabnommalifiesdetected ==
(Recovery) 58  ta_Noabnormalities detected ~ Noabnormalitiesdetected
.39 .ta_Noabnormalities detected _  Noabnormalitiesdetected
60 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: incisor.
ta, terminal autopsy.
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Photo. 1 Incisor of a male rat from vehicle control group.
Normal.

No. 2 animal. HE. x180.

Photo.2  Incisor of a male rat from 25 mg/kg/day group.
1 Decreased iron pigments of ameloblasts at maturation stage.

No. 24 animal. HE. x180.
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EE
1.496 g/cm*(25°C)
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REA
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A
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BEHHK T RICBV TR EHMBA & LB L THEBRYED AT PAICEL
BROONRNBEEIIRETHD LB L,

3. RMIROY—E, BEMER B ERRRER

TR T OBBRWE DB MOV T, FRRORHEZ BV TE, PRV
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7Y UL, BIABBREEIToLE. GCILIVHRMERE S 1 BIRIE L,

TEK R DR E DBREFERIZOVTIL, d& & R I2RBROBEBHBRFICRV
TER L, MEEORARERICBWTTELY =l T 7D 7L, MilER
HafTort, GCIL LV HBRMEREY | HAIELE, 28, HECKRE. 9H
FRRUZIBVNT 0.01 wVRRIROBRENSHIBERELR/I- S 2o 772D, 0.01 wi%
ARBEOBRAMZITV. BRAEL-ARBROBREZHEA L, £z, 025 XU
0.05 wV%RBIEIZ OV TiX, RBICEREDA TV, BRIEORREHRALE,

2B, HRYERUOBAEKIIELT CTREV., iTABRERITo 7.,

3.1 FRENK
1) BH—HRUOREMERER
(1) RE
1.0 2T*0.01 wv%
(2) AR
WRHE 1.0 g 2 ERICFHEL, AV —7WEMA THEE LT 100 mL i
EAEL.1.0 wA%REE 2 T/ L7, 0.01 w%ITRENEIE 1.0 wv%iRSLE 1 mL
AV —7HTI00mL IZHRL CHRE L,
K AV —T (e v FEE 0400HY., B¥REMLT F I BEKF)
2) BERERHRR
W&k & 72 ZRBROBERRARED 025, 0.05 RTR0.01 wveiRBlikE Lz,
32 STEOHME
WRBRMEERIZB W TIH GLP T CEMLIATENY T — a VORRIZES
ENEERE LT,
) SfrEASNYF—a v
(1) RIERAEOFR
a) DWENYT—va v RERRK
BWHRWE 0.10047 g2 100 mMLAART7 T RAIREL, FFBATF AT
EA LT 10047 pgmL OHHENY F—va ABEREZRE L,
b) HERMEARE
SIENY T — a CRBERRZEFS—F AV THRL T 20.1 pg/mL
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DEBEBRCEECG ) —7#)% 20 vwhHET(FRMER 5 FHRY)
20.1 pg/mL OEAERMEELBR LU=, BTNV ERBET S 78 L,
Fh, BEEZ 20 WHEDEET TV ERE L,
EL AR SR
DFENY F— s VAERRKZEBE-F L THRLT 100, 201"
KU 402 pg/mL OEREFIREZRE LT,
*1: B2 MEARED 20.1 pg/mL OEMEAEREER L,
BEEROOHTHEERRE
BB RS & FHEIC 10.0, 20.1 R U*40.2 pg/mL OEHERIR % BWEUE
BE=3)L7,
e Rt
FHRUEAREE GCIT X W RAE Ui, HERMEETOWRYE DR HIE
(B— 7 @mRIL. EERKTOEBRDEORBMEIZR U, FBIX 1.7% & kT
EIEESW UM BRI L TWAZ L 2R L, o, BT 77 RO
BT 70N TRLERDEEY — I MBIC ) A AR — I BBV L E
REERL 7=,
E &R
EREAREZ GC It LV BIE Lz, BEICERMERE., HHEICERY
HEOBRHEL LERERZER L, /N _REICL Y B o zERABR
REEY . FRBIRED R=0.999 L HIBTEXE0.999 LLEYER-LTWa T L
FHER LT,
EERUHHTHE
BEEROHTEEAREZ GCIZLVAIE L, BERETROZERRE
VERMEREZEN L. EERUVBHTRE LR,
10.0 pg/mL DEEFIRICBWTEEIX 02, 04 KT 1.0%ThH o7,
20.1 pg/mL OIEHEFFIRICBVTEEIZ-0.5. 0.0 RV 0.0%Th-o7,
40.2 pg/mL DEEBKIZBVTEEIX-0.1, -02 XKT0.0%Th-o7=,
10.0.20.1 X T'40.2 pg/mL D EEEBFERIZBWOTHITREIX TN EN 04,
03 XU 0.1%Th o7z,
BEERUHTRE L bHIEEEELI0%UA., HHTRE SU T2
LTWAZ L&RER LT,

FRERROFR

HBRYEHN01g % 100mL BART 7 AaEEICHEL BB FLTE

AL T# 1000 pg/mL DIEREFR TR LT, EHEFHK 0.5mL 2 25 mL A X
TIRATERIZE D, BB F LV CTER LI 20 pg/mL OEERIKEZFRL
Yl
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Xy Y7 —HAFEE: 1.0 mL/min
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EYL 0 REBREICRT B HEERN)EZR D, T b DED 100£10% L N TH
B, o, BIERA v NOEBRHERE LV RREZDREEGY—HERER
WWBWTHIE LR EREOTHE)ICKT 2HFERFBERPI)KT RN.EZXR
B, TNFNOMED 100£10% LN TH D Z &,
FREBETBRICEETHD LHBT L,

HEBE
RERE

RN(%) = 100

BIERE

100
AREEORE

R.P.(%) =

3) BEMRHER
FHEZOERYERE L YREREIIXT 25 LRN)EZRD, T OEHN
100£10%LANTHAH Z L ZFER LT,

s
RERE

RN.(%) = 100

REAEOFEEMICEELRIE L R 3REER

REBEKEOEERICEE2RIELL L BDNIREERIBD bnizh o,

HBRHBEEIC DR 722 8 & LT RBRHEZ AR T 2 ERBROBEEN
10 pg/mL & FEE LTV a3, T 20 pg/mL ORREEH TH Y. EEEITIE 20.0 pg/mL
ERB LI, HITEAY T — ¥ a VICBW T, BRECER U RERIRIE 20.1 pg/mL
THY. 100, 20.1 X402 pg/mL DEBEFBE CERAELHR L TR Y, BREFRE
D GCREDEEIIR20 ug/mL TH DB Z WD RRBRBE~DOEEIT RV LWL,

RREER UEE

1. HBRAE

1.1 #HRYEOREMERR
MR L2 ARBROBEEBAINCHEIE Lo BRMWE O IR(Figure DNITRRELE
X Dt 7z IRReference 1) & 2 TORIVFIZDOWTAEE L TWE,
R ERDIARBROBLEHFERTRICEE LT R(Figure 2) & B EBRLARIICHEIE
L7z IR(Figure DIZBWTELIZA bz o Tz,
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12 RREEOH—M. TEHRVEERIRR
1) B—HERUELEERR
Table | IZRABRUEDOH—EROEELHRBREREZ R LT,
(1) B—HEHR
1.0 BT} 0.01 wA%TRBE DB BRID CVIZ 05 RUN1.0%TH Y Pkl
2T LW,
(2) HEHERR
a) 1.0 wv%FRENK
FABRLEE D RNIX 99.0~99.9% TH o> 7=,
R85 B D RNIX 100%, RP.IX100%TH -7,
TR 9 B D RNIL 99.9%, RPIX100%ThH o1,
RN.EURP.IZE HIZ, 2TORERA ¥ MZBWTHBEEEZHZL
TV,
b) 0.01 wv%FEBLIK
FREH DO RNIT 99.1~101%ThH o=,
FABL S B% D RN.JX 100%. R.P.iX 100%Tho 7z,
P9 BE O RN.IX 102%, RPIX 102%ThH o7z,
RN.EURP.IZE HIZ, ETORERAS ¥ MTBWTHIBTEEZH-L
TNz,
2) RERERHAR
Table 2 ICFAHBROBRERRARBEREZ R LT,
0.25, 0.05 % T} 0.01 wiv%FRENE D RN.iX 96.9~100%ThH v . HEFEESH
=L TWe,

2. BE
HRMBEITHRE R IRBROBREHRITEE TH o1,
1.0 TR 0.01 w%FRBE T OBBRMEIXRFRH—E%2F L, SR RE TR
%8 ABKRE TCH-oTz, T, MEL2DRBKRD 025, 0.05 KT 0.01 w%FARIK
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Table 1 Homogeneity and stability of the test substance in formulation
Ng(l:::al Tlmeofrgomt Layer of ACEE:I:I R.N. Mean conc. R.P. Cv
* * 0, 0, 0, 0,
(Wiv%) | measurement measurement (WV%) (%) (wiv¥%) (%) (%)
Immediately Upper 0.998 99.8
after Middle 0.999 99.9 0.996 - 0.5
preparation Lower 0.990 99.0
5 days
1.0 after Middle 1.00 100 100 -
preparation
9 days
after Middle 0.999 99.9 100 -
preparation
Immediately Upper 0.0101 101
after Middle 0.0100 100 0.0100 - 1.0
preparation Lower 0.00991 | 991
5 days
0.01 after Middle 0.0100 | 100 100 ]
preparation
9 days
after Middle 0.0102 102 102 -
preparation

R.N.: Rate to the nominal concentration

R.P.: Rate to the concentration measured immediately after preparation

CV: Coefficient of variation

Table 2 Concentration of the test substance in dose formulation

. Nominal conc. Actual conc. R.N.
Date of analysis
(Wiv%) (Wiv%) (%)
0.25 0.250 100
Feb. 27,2007 0.05 0.0500 100
0.01 0.00969 96.9

R.N.: Rate to the nominal concentration
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Figure 1 IR spectrum measured pfior to the administration period
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