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13F-EtOH @ 28 BRIRKERNHSEMHRBRREV 14 AMOEERRE 5
B OHERESREE S IED Cr:.CDSD)T v & BWTITo7c, REEIT 125
mg/kg/day % BB L L. 25 RS myg/kg/day D 3 FIEZERE L7, 125 mg/kg
BER UM AR BB BHE B 2 3R T o,

BEMEP R OEEHR ISR TIEA N2 T,

BEHE D OEMBE, BIERE, FERVEEE, REHRAKTEO
MEEBRER CRBEICREIA SN0l —HREEIZIUVT 25
mg/kg UL EDBEDMERETHIEOE R, 25 mg/kg LA EDBEDHER T 125 mg/lkg
BEOMECHER . 125 mg/kg B OMETHKEBET., WERERD . FIRA A
St BESHMKTE, MEAE(CERORIICRVT 125 mg/kg FFOMERE
Ty-INVEINETUARTFE—EDEM, #TT 7 =TI/ T
27 =T —FOEIM, HTRaIVATFao—/LOENAALN:, BFEEE
WZEBNT 25 me/kg BEDIE TATREO TR EEIBM, 125 mgkg B OB TH IR
OB EEEIN, MRS R UMM EEEMA A LN, FIRICR
VT 25 mg/kg BA_E DBEDHER TN 125 mg/kg BEDOMETHRSE, 25 mg/kg LA E
DEEOMER O 125 mg/kg BEOHE THTIRODIER ., 125 mg/kg BEDHETIRE OXS
BREHN L SN, HEARFOREIZRVT 125 mykg BEOMERETY)
OB T F AL FEMIADSEERD . BREOHETROKIE, HTHR
=W E VS RN EEEEES . SRS ORI . AFIR O/ NEEDERT
MRRAE A, M THIEO OFE AMATHRIBIER S A DT, '

EEEIC BV T, REHHTROREHMETRICH ONICOEOLR
@, BRI, BT ANVFHEBROSEFRBICINA T, FCICTRY
W OFREHEE, EANOMIRERE. RRHT T A LVFRBORSTE
NI bhi, B. BERUOFFRICR 3 3 EXERAUIER L TV,

LI DR S, 13F-EOH ® NOAEL X 25 mg/kg B DOMERETHIME D%
@, HCBERE ., M TIFBOMMEREOEM,. HBOBREALNLZ &
M, S mglkg/day &HEE ST,
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WREH7, FARRUCRETRSHMIIA— N7 L—7HE21C, 30 #E)Lzbo%
FERA LR, fAthi, MEEAN BARESTE L #F—TEBLIOWT —F 2 8E
TMABAFEL, TOHEEPXERERETHE EWEREIED 8B R MR E D75 G
WIEIRE](1979)%BEIC LT, YR ABEFNCEDEEERNTHD Z L2
RTEELOEER L, BEVKDBAMIZOWTL, F2 E, Ky RERES (%R
OREZLBEIRZTENTEBICB VW THE L. BAFBHEOKEELEICETS
EHSELEFBESE 10l SWRHEINTWIKEEELSEIZL T, HH#ERH
FERTEDFEEBZREL., TOT7T —FDEEENTHL I LEZHEHEL TV,

4. BEMBAK

BRI TROLIICRELE,

B’5E RBREFE BRS5RE B

R (mgkg/day) (mL/ke)  (wivs) HEEHES) IEHESD)
Bt BB . 0 10 0 S5C1 - 5) 5(31 -35)
LA PR EIE B 0 10 0 S5C 6 -10) S5(36 - 40)
KR ER 5 10 0.05 S(C11 - 15) 5( 41 - 45)
R 25 10 0.25 5(16 - 20) 5(46 - 50)
mAER 125 10 1.25 S(21 -25) S(S51 -55)
=R EEER 125 10 1.25 S(26 -30) S5(56 - 60)

HEABREES: YBIERBEEEMIBVWT 7 BRARERDREFHERERE 25,250,

S.

500 & UF 1,000 mgkg/day O 4 BETIT o7, TOFER. 250 mgkg
VLB CHBOEREMKR UREKR, 500 mgkg LA LD TEHIE
KT . BIEOEREM, 1,000 mgkg BHETIHRENA LN, L
S>T, ARBROAEIZ, BHEE% 125 mgkg/day & L. LT, 25 &
U5 mg/kg/day @ 3 EZERE L=, BIERIT 125 mgkg BER O{E
XHRBEIZERE L7,

WG DR EN

LS B BEERTICTC N3F-EOH OREM., BAREOH—E, TEMHRTRE
FESRRBR(X18-0839)) TEM L7-, RERAHT &R SHRETRICRN G I NEST
% VYT 4000 cm™ - 400 cm™ O THRARIR AR MEBIE LT, REFRMERT
i, RBELELVREINFT AR AL DEBICE VHEREZITV. RSHRK
Tkt BEBEAOR~RS ML e L TEEA RV T & &FER LT,
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6. REHEDOFAR
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8.1
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=M N

B 5 OFEBEE 100 wARE TRETLIZER. B EIIRRKRUOA Y
—THIZREBETH 12N, AV =T HF TORBRENRF ThoTolod, i
ELTAY—7H(e y NES 0400HY, Bt 7F IREmMZER LI,
TR MRE

WERME A ERCHEL, £)—T7HmEMZT 125 whiREFE L7z, 0.05
T U0 0.25 wiv%FABNR T 1.25 wvRED» b FIR L7, 2T b DOFREIT 7 Xid 8 BIiZ
| ElOSHE TITV, BARRIIOEETICRE LT,
¥ —HERE R R EMAER

WHHE H AEEFFICTRB o — FES X18-0839 TEME L, 10.0 KT 0.01
WV%TAREOFAMBERICBWT, £, PFRUTEB L OE =1 T TV 7L,
BB BRIEL (T ook, VA< b 57 4=l DV HBRMERE 2% | BRI
ELTH—ME2HERLE, FLRAMNBREGHRTICEEL, SRV BHZICAEL
T. 10.0 RTX0.01 wh%FAREN 8 BREETHHZ L 2R LT,
BREMHZRAR

WHE N AEEFNICCRE 2 — &S X18-0839 THEM L7z, &5 FMBE(WIE
FAEHIZ A2 0.05, 025 BT 125 wilRBUIRR OB ERELBIE L. ®RE
L7-IRED 100£10%DFEENTH D Z & zHR LTI,

' 5

2T AT =T MTNERRSH) B ER L ERET LV ERNSD AV

T, SEFEPIZ, 28 BRAREL THEHIBENRSZ1To7, TOEIT 14 BREIOE
EHMEEZRIT I,

B - RhE

AROEOREEIL, %5 E % day 1. IRE5BABATE Z day -1, RE5FHAME%

week 1 & L7, F-RERKRBEHE % day | (E1E). EERMBE% week | (BI1E) &
L7,

N

BEMEPIIER. &EH, REP-REHZ, FED 3 BEFE L, EEHR
FidEE., FRIRUFEZEO 2 EEE L,
FEARELER

2N OV TERERARNC 1 BT o7, S REHMPEUOEESRPLZEL
THEIBRERTHEL, 227V 7 %fTol, ERIFEKICLVETOEYE
FOEEZ, BRERI7VERWTEREENHIBITERVIKETER L/,
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1y F—UrLERYETEORS
B ERETADICFEEE ST HEVILRFET 572 CEMICHER
R EEXBEOBMOREN R CORISEFEE LT,
BERER: HLHE, ®F
2) FITEoTOHMRBIE
BRER: HBE. FRET. ME, HEOREGEOBEIL. FEHA).
ERERUMEOCRER. BFR. F7 /—F). ROREER.
IRERZE ., BEFLE). WL, WY
3) T U—FTHNTOTEIDELE
EBE T ) —TREERE LIV T I SMUEBEE L, £721 5680
P (FEOR) R UHER (RO 7 — V) E & RHE Lz,
BERER: L% EEME. k. RS, SITIRE. R 8 R,
BERITE. REITH
BREERRE
BHICONWTERE 4 BBEILITo7, BE4BEOREICBWTEREENRAONR
MmoloZ b, BIEHBFOREIIER L7,
) RIGHERE
REXS L 2 HRERICETDRARRNEE 5 2. ZHRICHT 28OS
EFEEL. ATV VI E o RENFMBEIISI EREERTITo 7,
(1) WMEEEL - ) BEAT 3 cm ICAWESEZESIT. 4 BT O R
FLi-LEZORGERE L,

2 B R BELETHREBELLEEEDOREEEH L,

Q) w®m K AV ITRD 13 BRBALZIEAL L EORIE
ZEoek L7,

4) BEILRAT: NEESTRET, XUTF74 MOXEHTHEILOX
I -Tak s A O

(5) ZEHPIEMKE: B OREE % EICATTORRE TR0 ecm OFH I 5
' BE LI EDORIGERE L,

18 51 A — % (Grip strength meter, = 7 N R8O E AW TER TRIE L7,
BIE IR R O & 12 2 BTV, FEE E & OBE ORI R UK DE
& L7,
3) BREDHEAUTE
B R EEHAIELEE (SCANET: MV-10, # A 7 4 At8Oh % v TEMW DOI1EE)
BERIE L, RABRE —L5BE -7 8EFAEMBE L, 1 B0 SR
T 6 BNAIE L7,
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8.4 {FEAIE :
BRI TR, BREHMPIL day 1. 3. 8. 12, 17, 21, 26 RV 28, [ElfE
R HIT day 1 (). S, 10 R4 ICRIE LT, BEOHEMEEZEH T
DIZF SRR TR OCREHBS TROMERICENLEN 1 BARIE LT,
8.5 HEEEEWAIE
BEFNIEES TR, REMMPII day 1. 3, 8. 15, 22 KU 28, EIEHEPIX
day 1. 4. SRUI4ICBAIEL. BIEB»BROBER ETOREEL KD, ¥
| BIEfEESEH LT,
8.6 MKFHIRE
B 5K T E(EERISR )R UEERRA TR 1 i R(06-20 B D%,
i—?wﬁ%TfE%k%%maﬁmLfﬁehtmﬁ%6VHM§mowf\
THREEDREEIT-72, BBRETERY»21HE DO OICMIREBHIEER % (E
L7, FUBEEARIE LT, 7o be B UEBEE NGRS ba o RT7 7 2F
VBRI DBIEITIZ 3.2% 7 =BT b U U AKEER(2 v &S LTR3558, Fajeil
W T ¥R EH) %2 AV, TO/MOBIEITIT EDTA2K(2 v &S G5071, A A
v 7 ABRRESH)E AV,
H = : sl *
1) FRIMEREL(RBC) (x10*/uL) EXEHE
2) B EkE(WBC) (x10%/uL) BRIEHE
3) ~F 7 1 v R E(Hb) (g/dL) BT o ~NTTOEE
4y ~< 7 U MEHY (%) %
5) IR M ERFFEMCV) (fL) BEXIETE
6) EHFRMER~F 7 1 &' B(MCH) (pg) LIRSS
7) THRMEIAE 7 0 £ L BEMCHC) (g/dL) i‘: X 102
8) M/ Ek(Platelet) (x10%uL) BEREGUE
9) MR IR M Bk %% bk 2. (Reticulo) (%) RNA Jxfa ik
10) 71 b o e ERRI(PT) (sec) MRt —HK
1) B S b v R T AF B (sec) BRt o —H3K
(APTT)
12) RIER S 7 & ’ Jua—H%A MA K —I&
(Differentiation of leukocyte) (%)
4F FEK(Neutro)
4 B& EK(Eosino)
R FER (Baso)

Y > 73Bk(Lymph)



B EK(Mono)
KAEFEG A EK(LUC)
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F FAREER 1)-8) £BHEKRA MIRESWTEERE(CELL-DYN3500, 7Ry b7 &R T b Y —X)
9),12) HREMBEFHREEEADVIA 120, SA T/ AT 4 A)V)
10), 11) MikEEBBRIEEBKC-10A, 7T AL T)

8.7 MEAELFHIRE

8.6 TH L FEFHICHBR T 2 MBE b MEEHBEL. BON MBIV TTR

REDOREZIT-T,

H B

] &

DWTARTZIEXUETI) bNT A (IU/L)
7 =7 —E(AST)

NTI=TI/)bNFTURT7x2T—E (IUL)
(ALT)

NTNAAVMET + A7 7 & —F(ALP) (IU/L)

4) =) = A5 Z—¥(ChE) (IU/L)

V- NEINKT U ARTFFZ—F (IUL)
(y-GTP)

UV #£(JSCC R EE(LX G TE)
UV ¥£(JSCC BRI ISHE)
p-Nitrophenyl phosphate 1%

Butyrylthiocholine iodide ¥&
L-y-glutamyl-3-carboxy-4-nitroanilide £

6) 4= L 25 1 — L(T-Cho) (mg/dL) COD-ADPS ¥k
7) R Z Uk Y K(TG) (mg/dL) GPO-ADPS 7 U & 1 — LIl ik
8) M ¥E(Glucose) (mg/dL) Hexokinase - G-6-PDH £
9) #7& B (T-Protein) (g/dL)  Biuret ¥
10) 7 /v 7 X > (Albumin) (g/dL) Bromocresol green {4
Albumin

11) A/G EHe(A/G ratio)

GtEE

T - Protein — Albumin

12) JRFEZEF#E(BUN) (mg/dL) Urease * GIDH &

13) 7 L 7 F = /(Creatinine) (mg/dL) Creatininase + F-DAOS /&

14) ¥ & U )L & (T-Bil) (mg/dL) BEEIE

15) J1/v 7 In(Ca) (mg/dL) OCPC £

16) EH Y 2 (IP) (mg/dL) Fiske-Subbarow &

17) 7 kU o A (Na) (mEg/L) Crown-Ether fEE Rk

18) 7 VU 7 A(K) (mEg/L) Crown-Ether [EEHRE

19) t23%(Cl) (mEq/L) BEHEE

AR 1),2),4),9), 10), 14) {5 B B HTEER (7150 Automatic Analyzer, B 37T)
3),5)-8), 12), 13), 15), 16) £{LF BB EERE (7170 Automatic Analyzer, B L)
17)-19) ERE ST EEPVA-alll, A&T)
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8.8 IRIRE
BEHMMERB(EEHIIRC). ESBEK BB 2 BENARH T —Y

(150 Wx200 Dx263 H mm)PIZINE L, B BEKIZ T 15-17 B REREIR 2 B L 7,
BEBRLEZREAVTTREREOME 2Tz, RILEIZ DWW TIEIRELKL, &
S HARE T BRI O AT BEE L U 125 mg/kg BEICOWTHRAE L,
T g | % i

1) FRE(Urine volume) (mL) BREE

2) f&EA(Color) HIREE

3) Y (Turbidity) HEIRELE

4) . E(Sp.Gr.) JEPrERiE

sy pH HEBRIE

6) & B (Protein) HERHIE

7) #E(Glucose) RERMEIE

8) ¥ IM(Occuit blood) HERARIE

9) FRILIE(Urinary sediment) Sternheimer 2815

ERAE 1) ARV U H—

8.9

4) 7 & IMEZEBEHE N (SPRN, KXt 7 4 o)
5)}8) ~TIALERT 4y TR (NRAZI) AT 4 HIL)
9) System £ FAMEL(BH2, AV RANFETE)
REFERRE
N B o
2FNZ OV TRk, BT, BB, ik, BEL FORNEOBRELETA
IRREEZTo 7,
2) HEBEEEAE
EHNZONT, LTORBOERZAE Lz, /o, IMEROEEL L LI
FE100g E Y OEMEEZEH L,
Fridi(e). Lhi(g). Bl (g). ¥E*(g). MR LE*(g). IPFE*(mg). M(g).
Mg (). MAR(mg). BIE*(mg)
*HNIELES LY TAIEL =,
3) REMABFENORE
() 2FNZOWTLTORE - BEkEER L,

5 BE - A4

FREE RERUW

Bless  OE B, BHTEB-ER. S T AREST). B
L MER O

WREF B R

ATERF W, BELEG. NN HE. PR FE B
AR RACKR. MR OB A &), HEE. LB
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1 [ 25 R BRE(CKRRE), VU ERERUBRE Y /38, i,
Fa fix

Mo % TEE, PRBCERNMEEZETe), BIF

RS AREK

S R OBERT 10% D HEE R L~ ) VIR E EASRER L, SRV
X 10% P HEREE R~ ) VIREEA L%, RIRICIEEL. TO%AEDE K
BERRZE Lo, Ehc. IR LCHBE - Ali3 10%FHEE L~ ) VR TEE L
Too FREUBEEEFIIT 7 VRICEE LT,
(2) EOMORRIFRERE LTLUTORHRE - Mlie R LI,

RBREEAVES) BE - HE
i At BR[E17E B (No. 9) 41
5 mg/kg BE(No. 13) K&
25 mg/kg B(No. 17) K&
25 mg/kg BE(No. 49) K&

(3) UTOEORE - B NWT T 74 BB EREZ, ~~ b F Y
Y- A VUHEREFHL, XFREEDICRE L, 2B, ERVFE
BE(CRBEBNIUD 0 L OENIZ 10%EES - R A< U URIC L BRRIKERIEE 1T o T2,
FHO( YNIL HE REREZER L, SRER CHREBEFEMICEENR
LMol DEREITOR NS T,

o gy JEE BEEEE s 25 s B
BB [EEEE  mykg B mgkg B¥ mwgﬁ Bl B

g8 i 1 e

i e e e T

i e i 7 e i MR R

BITE Y e (MERE)  (MERE)  (MERE)  MEEE (ERE)

g o Mede MR sk MEHE O MERE MR

+é§;ﬂ%‘ e it

B Y M s i s i s

Rl © e it e e i MERE Mg

) i i

% B i i b T

B i e

s s e

8 ik s s

AT 9 s 1 s s e e

HE s s

gREs i e
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a) MERED B A ER K U A BEE S THRET R GIEAY

[she 4

B

BMBEEbN-7-9,

A BER OB AERIC OV TREBHRBFNREZTo 7o, SMEDCR
BEH THERYEOREICEE LI-BiRbiz/cd, thodT~TokE
HEUOEEFHIC VT HREMERFIORELER LT,
b) DB AR TH B ILBBRYE DR SIEE LBk Ebnic /oo, #i
BIZOWTHBRBIESET 2B E L T TR ToRSHRKUVEERIC

DUNT HE REEREFRLT,

o) HEHED B A B THBMEOREICEE LB kAo ic/iod, thod -~
TORSHERUVEEREHIZOVW T HRBABENREL ER LT,
d) HEDE AR THRRWE OREICBE LB bhEbhn oo o3 <T
DOFEFHECEEBIC OV T HREBARFEORE 2 FEM L 7=,

(4) PRAYBREIE L TUTORE - fEkicOVWTEBE L,

RBEGDES) B - AR
LA BB EIE B£(No. 9) K&
S mg/kg BE(No. 13) &
25 mg/kg BE(No. 17) K&
25 mg/kg B (No. 49) B
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HEtFERFIE

EEERHELR ). BEE, MEEORE. MRELFORE, RE. RILE,
sEER BH. BERETHEOMBKEIZIOWVT, Bartlett IRIC K A2ESBBRE LTV,
5% EEKETESESRD bNEHE, —TBREBEIBAMEIT o7, SEOTICE
WTHBENRRD bN-BAIE. BEEMBE & SREHOMITIBV T, Dunnett &
WCEBDREZERIT-T,

SN L2V IBE . Kruskal-Wallis DREZITV.. BAEENRBD NI
EAT. BASBE L EBEHOMICBWT, /237 A2 MY v 27 ® Dunnett #1IC
LBAREEIToT

HE(E OB, HER(RO 7 — A E0EEIE. Kruskal-Wallis DREZITV. A
ZENTD LN-BEIL. BEMBE L EREFHOMICBNT, /37 A M)y
27 @ Dunnett ¥EIZ X DREZ1T - 7

SREN IR DOEEMEICEEYRITLI-E BN AREER

REARBOEREICEELRII LI L BN OREZRIIBO b ah o7,

1.
1.1

HEBRALAR

— A% IRHE(Table 1, Addendum 1)
&5 HF T

HE: B 5% O RN BT BEE T 9 ), Smgkg L EDEETRBNIHA LN, T
D5t 125 mgkg BETRFEEINCH 1 HITHREMICHA LN, EEE
R EREECER OWaRIERA 1 B, 5 R 25 mg/keg BETIE, MK
VBN E 1 B, 125 mg/kg BE THRED 1 B $6nt°:®&ﬁm@ﬁ
DIEH 25 mekg BET 26, 125 mg/kg BETEM, BEREA 25 mg/kg BET
11, 125 mgkg BET 8 Bl btz F7z 125 mg/kg BET day 7 DFEIC
HARAS | 5, day 18 12 b LA LB BOEEM 1§, day 6 LLBEDREE XITF
OB, BREHETITTE BN, PREED PEFEEC 8
Bl BT,

M 5% DI OFEEENS AR BREE T 2 ], S mg/kg BET 3 B, 25 mg/kg BET 2
B, 125 mgkg BETRMICH BTz, T OIEIMIT 25 mgkg BETHE. M
Fpk. BHIEROHE 1 Fl. 125 mg/kg BETRED 1 flicAH bl i
Y1 DI ADS 25 me/kg BET 3 B, 125 mg/kg BETEH], BRKEAS 125 mg/kg
BT BlicHLNT,
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1.2 [EEHRESP
HE: A BB THE ., MIRTEARR OB HIEH | B, 125 mg/kg BETUIHOEE
RUBERENS 2. TRUEILHEORTHIBED 4 fllcH bR,
i 125 mg/kg BETYIH OE &, BERE & OV T 3REIH St ik DR @ H B 25112 A
b,

2. EPERBLE(Table 2, Addendum 2)
2.1 &EHIEP

H: BREIIA LN T,

fE: 25 mg/kg BET week | IZWDs 1 BlCH LT,
22  [EFEHEAREF

MERE L HIZERFEIIHA OGN DT,

3. 4EERRES(Tables 3, 4, 5, Addenda 3, 4, 5)
3.1 #HEHES

MERE L HICERF IR LN T,
3.2  [EEHEAR G

BREHIThRIoT,

4. {k HE(Fig.1, Table 6, Addendum 6)
4.1 EE5HEP

MEHE L HLICERE AN ST,
42 [EEHRTF

MERE S BICERBIXHA N7,

5. 1BEEE(Fig.2, Table 7, Addendum 7)

51 BEHRMF
MEE L HICERB XA OGN o7,

52 [EEHRES
HE: 125 mg/kg BET day 4-14 CH B RIKER A DT,
fHE: RE AN 2T,

6. IMi&FHIFEZT(Table 8, Addendum 8)
6.1 BE MK TR
MERE & HICREEA N7,
6.2 [EIEHIRIET B
e BERXHRLNRDST,
M 125 mg/kg BETEHRMEEA~E 7 a I REORERBMBH LN,
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7. MiRA LSRR Z(Table 9, Addendum 9)
7.1 BEHRME TR
HE: 125 mglkg BETT 9=VT7 ) AV RT7 2T —EROYy-FNAEF IV ET
VARTFE—EDFERBEMMBH LI,
ME: 25 mg/kg BETHEEOHERBL . 125 mghkg BHETYy-INVE IN T AR
FH PRI VAT o—/LOFBRBEMNALNT,
72 EEHIREET R
H: 125 mgkgBHTaY Y RT T—EOFERBALBHE LI,
M 125 mg/kg BECIRBEROFERBMMAH LN,

8. PRI (Table 10, Addendum 10)
8.1 BEHRKTR

MERE & BICRE XA DN o T,
8.2 [EEHARIE T B

BEHEE HIZEREIXA LN o T,

9. S3E EE(Tables 11,12, Addenda 11,12)
9.1 HEHMKTE
HE: 125 mg/kg BE CHIBOMMEREOTERIBMMEH LN,
M 25 mg/kg BETHITIBOHEXEROF E 23BN, 125 mg/kg B THIBEDES R T
X EEOHERBMMB A LT,
9.2 [EEHAREIRT R
HE: 125 mg/kg BE CHEDENBEEORERBNAH LN,
i 125 mg/kg BECHIBR OCSIR OB EEDOFERBMAH LN,

10. &) #(Table 13, Addendum 13)
101 RE5HRK T |
AR R TRIBOWE L O BRI | Hi(No. 4). Smgkg BHETHREOUVL
A 1 l(No. 13), 25 mg/kg B TBEREEAS 2 Bl(Nos. 17, 18), REDOU LA
25 1 (No. 17). 125 mg/kg BE CTBURE 23 £FI(Nos. 21, 22, 23, 24, 25), RE
DFSFEEAERA 2 H(Nos. 21, 22), FFHAEDAERAS 2 Fl(Nos. 22, 23). RKD R
B OESKED 1 FI(No. 23). BRIBOEED /IR 1 HI(No. 220UTH 5
nir.
B g AR ot BREE TR B DB ZILFEAS 1 BI(No. 34). 25 mg/kg B TRFEOE R K U
8 OFEFERLH 1 Fil(No. 49). 125 mg/kg BE TBER A 4 Fl(Nos. 51, 52, 54,
55). FFIgDIEAR B 2FI(Nos. 51, 52, 53, 54, SHITH b ALT,
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102 [EEHAFEK TR
fe: ARSI EREE TRIG DB E R OFE A | Hl(No. 9). 125 mg/kg B THEKE
PMAFI(Nos. 26, 27, 28, 29, 30), LI OREBED 2 Fl(Nos. 26, 28). BRE D
FERERRMER A 1 FI(No. 28)IC A b Tz, :
M A FBEE GRS ORSRERRLIERAS 1 Bl(No. 36). 125 mg/kg B THURE A £
Bi(Nos. 56, 57, 58, 59, 60). TN DR EMIEA 4 H(Nos. 56, 57, 58, SHTA D
nic.

11. JRERAE A F A9 (Table 14, Addendum 13)
1.1 HE5HEK TR
e Ao BB EE TATIRO /NAFERED 1 fil(No. 3). BIROSEOMEMERD 1
Bl(No. 4). 550 B FHR AR OB H R E & O%E F#fa o EERAUEHEDS 1
{Fl(No. 2). MEEROMERES A5 1 FI(No. 4), S mg/kg BE TRILARDRBEZEED
1 Fl(No. 12). FZ/& DIEEM 1 Hl(No. 13). 25 mg/kg B THIRD/NAZFIED 1
FHI(No. 17). EEDEEN 1 Fi(No. 17). 125 mg/kg B THIHE DALEH = 7 A
VIR DS ERH | FiNo. 23), IRE OFSIETEOKER U HIm A 1
Fl(No. 21). 58 OB EMGEREEEEITA 2 Fl(Nos. 21, 22). FERGOF AR
A3 1 Fl(No. 24). ATl /NERD MR HERRAE K23 26 (Nos. 21, 22, 23, 24,
25). BISIIEOEREA 1 BiNo. 21). KEMORMENLIEL N FE R USEE O
BRASRIBAS 1 Bl(No. 23). FURARDEIFEEFZALAH 1 Fl(No. 22)TH LT,
M AT EREE CEIROB BIED 1 Fi(No. 34). S mg/kg B THFIED/ AR
M 1 Fl(No. 44).25 mg/kg B TR O /N RZFIE R OB DIRIEHS 1 F1(No. 49),
125 mg/kg BE THIHE DO RLEAEA = 7 A VAR D8 &R 232 Fl(No. 54, 55).
Bl OETBOKIE 1 FINo. 52), KO OVE AMERTFHIBRRE R A 251
(Nos. 51, 52, 53, 54, SSHTH BT,
11.2 EEHARK TR
i B STEREE TG OIIEDS 1 Hl(No. 9). 125 mg/kg B TEIHE DA A DR
2. BV T T A VRO SRR R URRE 0 B EREAIEE T
1 fFil(No. 28)iz & b7z,
fE: 125 mg/kg BETHIE O W AR OAIARIZEA | FI(No. 59), EIHE DA~
A VEMIEOSEERDD 1 FHi(No. 56), BN O RKEVER T F- A VB DBEC
B REE DS 3 f5i(Nos. 56, 58, ST H biviz,.
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%z 5

13F-EtOH % Crl:CD(SD)7 v hiZ 5.25 BT 125 mg/kg/day D B THRHIZEORS L.
28 BRI EMRBRE N 14 BRIOBERREZTo 7=,

BEHM P R OCEEHMAPICECEA DR 2T,

WERYWERSICLVOE, FiE. BROBECNTIEEEZRET IEIBALN
77

I AREE LT, WML TEORBMABFENREIZI VT 125 mg/kg £
DM TR = 7 A LR OSEREB O NBH LI, Ty PO X D ITREBEDO= T A
WVERBEEHSBMIIBOTL 7 vt 5L 0 = F ALVFHIBORENERRED
BRI A VERADEN, B ENRAONELOBRE "IRHEZ LD, #
BYEOHELEX bR, BBOIEOELE. PIRIICIE 25 mg/kg Ui EOBEOMERE
TH LN EAXIIRTFEOHER D 125 mg/kg BEOME TH LN TZBRRE Th o 7208, BIK
DOEMTREDT T ANVERETTLE )72, T HICRHET 2 FREBHEBRFNELIX
Rz behoT,

FRiBIC 4 288 L LT REHRK T RORBEMRENREIZIBVT 125 mg/kg B
O HERE TR K DS & 5 A, B2 T 25 mg/kg LA EDEE R OHED 125 mg/kg BT
FHBOERA S ST, MRALFRREIZRBVTIE 125 mygkg BEOMMHE Ty- 715
NES VAR FL—FOEM, #T7I7=T3) bT A7 2T —EDOHEM, #ET
Ma L 2T o—/)LOBMNE LN, B3E EE THEED 125 mg/kg B THEXTEE DN,
D 25 mg/kg B T E B OB, 125 myg/kg B TR R UEIEEOBMNA AL b,

BRUOBEICRTHIREEL LT, BR5HBKTROMREBBEBRFVREICIRVWT 125
mg/kg BEDMERE TRRE OFSIET B OKIE, [ TRE Ok OE KRR, B15
OFHRRRD B H b, TR TIE, BTREDHBEREERAA LI,

—ARRBEIC BT, BEHIRIPIC 125 mg/kg BEDOMHE T H FEBVET . FEREDRD .
AL b, 05 HBEEERHETROMEREEASEREHFELEL THLNT, #ﬁ
Rix day 7 DADELTH 710, HRMEDOHEBEEE TE R0 o7, 125 mgkg B
DD 1FITHLA LICEZBOERH LN ORI LOENMIER T 2ELEE
ZbNEN, OB ELE LT, ZOEBHORIESTIE LBNENT 2 & 5 2080
BERZIALN T RN LD, BEFNERIITATh o7, E-BEtRELZE L
TRTUDETHREDRA SN AT EACTBREROHIDORER TH 705, B 1 FHlTHIED
CRESERCLBREINTWA Z b HRME DK EICER LI &M RE O
NEZ LN, BEFHERICZ LVWELEEX DN, TOEMNITHRE. MR IUL
BHIEM., HEOTRTOBEROMD 25 mgkg U EDETH LN, T OIZEEL TH
BREVOFEBAGEEMBREBEIILBVTEEOULARWEEN» b, LALRAbL, W
FTHOEL 1 HIOLORET, LIELEBARBERL L LTLBRRIND ZEMD, #
BMEDEBETIIRNEEZZ LI,

MBIV T, BESHMP O week 1 12 25 mg/kg BETH WM H G, —ARIKEE
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BT ARICHET AT Tho1-M,. BEERFEHEIIAL DN,

A LSRR EICB O T, BE5HRK TEIC 25 mg/kg BOM TEROBD 45
ni-». AREFEHEORVWELTH >, |

TR AR A A ARR 2 IT 30V T L B S HARIAR T BRI 125 mg/kg BEDHE T RAMDAMEYLIR L
I EEROBIE DS KB, BRBOLEERFES & b, T T RBEOKE O
SRERORRBOEENULTH 228, Wb 1 floHT, LI LITBARLER
L LTHEEIND LMD, BRAIE(LEZXA NI, ZTOENICS KU 25 mgkg
ﬁ@%&ﬁ%m@gﬁ@ﬁfﬁﬁwmﬁﬁﬁﬁ&Uﬂ%m@gﬁ@ﬁ?%ﬁ%®%%
BRI BRT=A, WERD 1 FloRT, AREFHECZ LS, LELEBERBEREL L
THEEINDZ &b, BREHELEEZ LN,

BB BV TR, BRYVEORFICEELEE(D S b, IEIIHT R
125mg/kg BEOMERE TG, BERER O FERYEEHORTRIBS EEHMMFICH b0
7. EMEEARIR TR IE, BIRIC ISV THERE TRUR S R R EHEDN A b i, JRERAR
@pereh o 1 3 SHIRTR T R B b =) A LSRR OSKEFERAITIMA T, MET
BN OIS, TR T T A LEEBEORFIRERR bR b, EEE
NEHFE VR 2ot BICTT AEEIT, 125 mykg BOHED | HITHONTIRE
D FEREREMER R NS R EREEIEEE DA T H 0 . OE(LITHEE L T, B
SLE Y MR LTV, FFRUC R DR ET. 125 mgkg HOMOREMEEEMOATH
BErmb. B EBROFRICHT 2REIEEEEFT IO EELLNI, 2D
EDNCIERE B OIS 125 mg/kg BEDHETH b, I OEBICHEREZIT R < &
B bLREILONTWANI Enb, EMENERIITATH >, MRFHREC
30T 125 mg/kg BEOME TEHFRMEANTE 2 0 £ BE OB, MRECFOHREICK
WT 125 mgkg BEORET I ) V2R T T — OB METREEROWMAH LI,
BEEOT AR EHEG THIOEA N TRV & 20 Th b ERE DOFEERN
DERMAETE THAZ LMD, BBRHEOEBLIIZEZX OhhoT, KEERIZBW
T 125 mg/kg BEDRETREE O BRI, M TIBEOMMERBMPH ONTZH3, #E
SHEEICE(ES LN T BEHEETERICBVWTEROELEZ LN TN &5
5. WRMBEOEBLIIBXONEMOTS

Ll k. 13F-EtOH DR 2T, IO — 7 ANV FRROSERRD. RE OHIE
FROKIE. ik OE EREL ST, fI§ORMRIaED . FigOFMREX. EE
R ONMIRAE(L SR RE Ch oo, - ORBIIEEHNMR TR E TEF L,
L 7= 25> 13F-EtOH ® NOAEL iZ. 25 mg/kg BEDOMEHE TOIE DA G, HETHLRE ., Mt
CHFIBROME Tt E RO, FIROERAH SN Z &b, S mgkg/day &HE SN,

1 B ASMREESHEQ)EMFHEMBRE. p137-152. BABEWREESERR.
9
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2) MEBF. KABE—(1995)FEEEOERER L OEBIZET 2HE. —F., BOFK

B L ORI RETLEEOER —.

3) WHHE B MEEFOETRMEO1-138E). a4 —T7H

105, 305-318

5 H 1 n | FP | Mean-2S.D. | Mean+2S.D.
EHFRMEK~T o v BB (g/dL) | M | 186 | 345 33.3 35.7
a2l = A7 7 —E(1UL) H | 186 | 46 29 75
JRFZZE F(mg/dL) i | 186 | 16.1 11.3 20.9
n: fREFIEK
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of clinical signs

Sex Signs Administration Period Recovery Period
mg/kg/day VC z/RC; 5 25 125 2}25 vC 125
Male ta ta ta ta ta ta ta ta
59 5 5 5 5 5 5 5
No abnormalities detected 1 4
Salivation 4 5 5 5 5 5
Loss of hair 1 1 1 1 1
Scab formation - 1 1 1 1
Exudate \ 1 1 1
Discoloration of teeth 2 5 5 5
Mottled teeth 1 4 4 5
Decreased spontaneous locomotion 5 5
Decreased respiratory rate 3 5
Incomplete eyelid opening 1
Much food on tray 1
Delamination of lower incisor tip surface 4
Female ta . ta ta: ta ta ta ta ta
5% 5 5 5 5 5 5 5
No abnormalities detected 4 4 2 1 5
Salivation 1 1 3 2 5 5
Loss of hair 1 1
Scab formation 1
Exudate 1
Reddish tear 1
Discoloration of teeth 3 5 5 5
Mottled teeth 4 2 5
Delamination of lower incisor tip surface 5

a) Number of animals examined.
VC, Vehicle control; (R), Recovery
ta, terminal autopsy.
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Table 2 Twenty-eight-day repeaied-dosc oral toxicity study in rats

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

B11-0839

REMOVAL FROM CAGE
Ease of removal
-2 No reaction
-1 Very easy
0 Easy (slight resistance)
+1 Difficult
+2 Very difficult
Vocalization
0 None
+1 Vocalization during handling
+2 Continuous vocalization
HANDLING OBSERVATIONS
Muscle tone
-1 Decreased
0 Normal
+1 Increased
Subnormal temperature
- Absent
+ Present
Piloerection
- Absent
+ Present
Staining hair
- Absent
+ Present
Unkempt hair
- Absent
+ Present
Paleness
- Absent
+ Present
Reddening
- Absent
+ Present
Cyanosis
- Absent
+ Present
Lacrimation
- 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)

B11-0839

HANDLING OBSERVATIONS-continued

Exophthalmos
- Absent
+ Present
Pupillary size
-1 Miosis
0 Normal
+1 Mydriasis
Salivation
- Absent
+ Present
Secretion
- Absent
+ Present
OBSERVATIONS IN ARENA
Posture
0 Normal
+1 Crouching position or hunchback position
+2 Prone position or lateral position
Motor activity
-2 Significantly decreased
-1 Decreased
0 Normal
+1 Increased
+2 Significantly increased
Respiration
0 Normal
+1 Slightly insufficiency
+2 Moderately insufficiency
+3 Severely insufficiency
Lid closure
- Absent
+ Present
Gait
- Normal
S Staggering gait
T Tip toe gait
P Shuffling (paralytic) gait
GD Gait disturbance
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Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839%

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

OBSERVATIONS IN ARENA-continued

Tremor/twitch/convulsion

0 None

+1 Tremor

+2 Twitch or convulsion
+3 Systematic tonic convulsion (opisthotonus or episthotonus etc.)

Stereotypic behavior

- None

C Circling

G Grooming

S Sniffing

H Head bobbing

Abnormal behavior

- None

S Self-biting

B Backing

Cc Circling

R Rolling

w Writhing

v Vocalization
ST Straub tail

T Tail lashing behavior
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Table 2-1 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
. 5 5 0 0 5 0 0 4 1 0
Predosing

25 5 0 0 5 0 0 4 1 0
125 10 0 0 10 0 0 10 0 0
Vehicle control 10 0 0 10 0 0 8 2 0
5 5 0 0 5 0 0 4 1 0

week 1
25 5 0 0 5 0 0 4 1 0
125 10 0 1 9 0 0 9 1 0
Vehicle control 10 0 0 9 1 0 8 2 0
5 5 0 0 5 0 0 4 1 0

week 2
25 5 0 0 5 0 0 4 1 0
125 10 0 0 10 0 0 9 1 0

Male

Vehicle control 10 0 1 9 0 0 9 | 0
5 5 0 0 0 0 4 1 0

week 3
25 5 0 1 4 0 0 3 2 0
125 10 0 0 10 0 0 8 2 0
Vehicle control 10 0 0 10 0 0 9 1 0
5 5 0 0 5 0 0 4 1 0

week 4
25 5 0 0 5 0 0 3 2 0
125 10 0 0 10 0 0 9 1 0
Recovery Vehicle control 5 0 0 5 0 0 5 0 0
week 1 125 5 0 0 5 0 0 2 3 0
Recovery Vehicle control 5 0 0 5 0 0 4 1 0
week 2 125 5 0 0 5 0 0 3 2 0

_32_



Table 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats : B11-0839

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
. 5 5 0 0 5 0 0 S 0 0
Predosing

25 5 0 0 5 0 0 4 1 0
125 10 0 0 10 0 0 9 1 0
Vehicle control 10 0 0 10 0 0 10 0 0
5 5 0 0 5 0 0 4 1 0

week 1
25 5 0 0 5 0 0 4 1 0
125 10 0 0 10 0 0 7 3 0
Vehicle control 10 0 0 10 0 0 7 3 0
5 5 0 0 5 0 0 3 2 0

week 2
25 5 0 0 5 0 0 3 2 0
125 10 0 0 10 0 0 8 2 0

Female

Vehicle control 10 0 0 10 0 0 10 0 0
5 5 0 0 5 0 0 4 1 0

week 3
25 5 0 0 5 0 0 2 0
125 10 0 0 10 0 0 8 2 0
Vehicle control 10 0 0 10 0 0 10 0 0
5 5 0 0 5 0 0 5 0 0

week 4
25 5 0 0 5 0 0 5 0 0
125 10 0 0 10 0 0 10 0 0
Recovery Vehicle control 5 0 0 5 0 0 5 0 0
week | 125 5 0 0 5 0 0 5 0 0
Recovery Vehicle control 5 0 0 5 0 0 5 0 0
week 2 125 5 0 0 5 0 0 4 1 0
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
. 5 5 0 S 0 5 0 5 0
Predosing

25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 1
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 2
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0

Male

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

week 3
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 4
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Recovery  Vehicle control S 0 5 0 5 0 5 0
week 1 125 5 0 5 0 5 0 5 0
Recovery  Vehicle control 5 0 5 0 5 0 5 0
week 2 125 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 B11-0839
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
. 5 5 0 5 0 5 0 5 0
Predosing

25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 1
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 2
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0

Female

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

week 3
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 4
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Recovery ~ Vehicle control 5 0 5 0 5 0 5 0
week 1 125 5 0 5 0 5 0 5 0
Recovery  Vehicle control 5 0 b 0 5 0 5 0
week 2 125 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

B11-0839
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
. 5 5 5 0 5 0 0 5 0
Predosing

25 5 5 0 5 0 5 0 5 0
125 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
5 5 5 0 5 0 5 0 5 0

week 1
25 5 5 0 5 0 5 0 5 0
125 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
5 5 5 0 5 0 5 0 5 0

week 2
25 5 5 0 5 0 5 0 5 0
125 10 10 0 10 0 10 0 10 0

Male

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

week 3
25 5 5 0 5 0 5 0 5 0
125 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
5 5 5 0 5 0 5 0 5 0

week 4
25 5 5 0 5 0 5 0 5 0
125 10 10 0 10 0 10 0 10 0
Recovery  Vehicle control 5 5 0 5 0 5 0 5 0
week 1 125 5 5 0 5 0 5 0 5 0
Recovery Vehicle control 5 5 0 5 0 5 0 5 0
week 2 125 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

B11-0839
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
. 5 5 5 0 5 0 5 0 5 0
Predosing :

25 S 5 0 5 0 5 0 5 0
125 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
5 5 5 0 5 0 5 0 5 0

week 1
25 5 5 0 5 0 5 0 5 0
125 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
5 5 5 0 5 0 5 0 5 0

week 2
25 5 5 0 5 0 5 0 5 0
125 10 10 0 10 0 10 0 10 0

Female

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

week 3
25 5 5 0 5 0 5 0 5 0
125 10 10 0 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0 10 0
5 5 5 0 5 0 5 0 5 0

week 4
25 5 5 0 5 0 5 0 5 0
125 10 10 0 10 0 10 0 10 0
Recovery  Vehicle control 5 5 0 S 0 5 0 5 0
week 1 125 5 5 0 5 0 5 0 5 0
Recovery  Vehicle control 5 5 0 5 0 5 0 5 0
week 2 125 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

Summary of detailed clinical observations

B11-0839

Handling observations

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

25 5 5 0 5 0 5 0
125 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
5 5 5 0 5 0 5 0

week 1
25 5 5 0 5 0 5 0
125 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
5 5 5 0 5 0 5 0

week 2
25 5 5 0 5 0 5 0
125 10 10 0 10 0 10 0

Male

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

week 3
25 5 5 0 5 0 5 0
125 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
5 5 5 0 5 0 5 0

week 4
25 5 5 0 5 0 5 0
125 10 10 0 10 0 10 0
Recovery Vehicle control 5 5 0 5 0 5 0
week 1 125 5 5 0 5 0 5 0
Recovery Vehicle control 5 5 0 5 0 5 0
week 2 125 5 5 0 5 0 5 0
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Table 2-8 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of detailed clinical observations

BI11-0839

Handling observations

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

25 5 5 0 5 0 5 0
125 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
5 5 5 0 5 0 5 0

week 1
25 5 5 0 5 0 5 0
125 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
5 5 5 0 5 0 5 0

week 2
25 5 5 0 5 0 ) 0
125 10 10 0 10 0 10 0

Female

Vehicle control 10 10 0 10 0 10 0
5 5 5 0 5 0 S 0

week 3
25 5 5 0 5 0 5 0
125 10 10 0 10 0 10 0
Vehicle control 10 10 0 10 0 10 0
5 5 0 5 0 5 0

week 4
25 5 5 0 5 0 5 0
125 10 10 0 10 0 10 0
Recovery  Vehicle control 5 5 0 5 0 5 0
week 1 125 5 5 0 5 0 5 0
Recovery  Vehicle control 5 5 0 5 0 5 0
week 2 125 5 5 0 5 0 5 0
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Table 2-9 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
. 5 5 0 5 0 5 0 5 0
Predosing

25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 1
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 2
25 5 0 5 0 5 0 5 0
125 10 0 10 0 7 3 10 0

Male

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

week 3
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 4
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Recovery  Vehicle control 5 0 5 0 5 0 5 0
week 1 125 5 0 5 0 5 0 5 0
Recovery Vehicle control 5 0 5 0 5 0 5 0
week 2 125 5 0 5 0 5 0 5 0
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Table 2-10 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
. 5 5 0 5 0 5 0 0
Predosing

25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 1
25 5 0 5 0 5 0 4 1
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 2
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0

Female

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

week 3
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 0 5 0 5 0 5 0

week 4
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
Recovery Vehicle control 5 0 5 0 5 0 S 0
week 1 125 5 0 5 0 5 0 5 0
Recovery  Vehicle control 5 0 5 0 5 0 5 0
week 2 125 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 B11-0839

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 +1 +2
Vehicle control 10 10 0 0 0 0 10 0 0
. 5 5 5 0 0 0 0 0 0
Predosing

25 5 5 0 0 0 0 5 0 0
125 10 10 0 0 0 0 10 0 0
Vehicle control 10 10 0 0 0 0 10 0 0
5 5 5 0 0 0 0 5 0 0

week 1
25 5 5 0 0 0 1 4 0 0
125 10 10 0 0 0 0 10 0 0
Vehicle control 10 10 0 0 0 1 7 2 0
5 5 5 0 0 0 0 ) 0 0

week 2
25 5 5 0 0 0 0 5 0 0
125 10 10 0 0 0 1 9 0 0

Male

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

week 3
25 5 5 0 0 0 0 5 0 0
125 10 10 0 0 0 0 10 0 0
Vehicle control 10 10 0 0 0 0 9 1 0
5 ) 5 0 0 0 0 4 1 0

week 4
25 5 5 0 0 0 1 4 0 0
125 10 10 0 0 0 0 9 1 0
Recovery  Vehicle control S 5 0 0 0 0 2 3 0
week 1 125 5 5 0 0 0 0 5 0 0
Recovery  Vehicle control S 5 0 0 0 0 3 2 0
week 2 125 5 5 0 0 0 0 5 0 0
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Table 2-12 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
. 5 -5 5 0 0 0 0 5 0 0
Predosing

25 5 5 0 0 0 0 5 0 0
125 10 10 0 0 0 0 10 0 0
Vehicle control 10 10 0 0 0 0 10 0 0
5 5 5 0 0 0 0 5 0 0

week 1
25 5 5 0 0 0 0 5 0 0
125 10 10 0 0 0 0 10 0 0
Vehicle control 10 10 0 0 0 0 10 0 0
5 5 5 0 0 0 0 4 1 0

week 2
25 5 5 0 0 0 0 3 2 0
125 10 10 0 0 0 0 10 0 0

Female

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

week 3
25 5 5 0 0 0 0 0 0
125 10 10 0 0 0 0 8 2 0
Vehicle control 10 10 0 0 0 0 10 0 0
5 5 5 0 0 0 0 4 1 0

week 4
25 5 5 0 0 0 0 4 1 0
125 10 10 0 0 0 0 9 1 0
Rccovery Vehicle control 5 5 0 0 0 0 5 0 0
week 1 125 5 5 0 0 0 0 5 0 0
Recovery Vehicle control S 5 0 0 0 0 3 2 0
week 2 125 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 B11-0839

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
. 5 5 5 0 0 0 5 0
Predosing
25 5 5 0 0 0 5 0
125 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
5 5 5 0 0 0 5 0
week 1
25 5 5 0 0 0 5 0
125 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
5 5 5 0 0 0 5 0
week 2
25 5 5 0 0 0 5 0
125 10 10 0 0 0 10 0
Male
Vehicle control 10 10 0 0 0 10 0
5 5 5 0 0 0 5 0
week 3
25 5 5 0 0 0 5 0
125 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
5 5 5 0 0 0 5 0
week 4 :
25 5 5 0 0 0 5 0
125 10 10 0 0 0 10 0
Recovery  Vehicle control 5 5 0 0 0 5 0
week 1 125 5 5 0 0 0 5 0
Recovery Vehicle control 5 5 0 0 0 5 0
week 2 125 5 5 0 0 0 5 0
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Table 2-14 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839
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
. 5 5 5 0 0 0 5 0
Predosing

25 5 5 0 0 0 5 0
125 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
5 5 5 0 0 0 5 0

week 1
25 5 5 0 0 0 5 0
125 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
5 5 5 0 0 0 5 0

week 2
25 5 5 0 0 0 5 0
125 10 10 0 0 0 10 0

Female

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

week 3
25 5 0 0 0 5 0
125 10 10 0 0 0 10 0
Vehicle control 10 10 0 0 0 10 0
5 5 5 0 0 0 5 0

week 4
25 5 5 0 0 0 5 0
125 10 10 0 0 0 10 0
Recovery  Vehicle control b 5 0 0 0 5 0
week 1 125 5 5 0 0 0 5 0
Recovery  Vehicle control 5 5 0 0 0 5 0
week 2 125 5 5 0 0 0 5 0
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Table 2-15 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
. 5 5 5 0 0 0 0
Predosing

25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0

week 1
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0

week 2
25 5 5 0 0 0 0
125 10 10 0 0 0 0

Male

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

week 3
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0

week 4
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 1 125 5 5 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 2 125 5 5 0 0 0 0
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Table 2-16 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Summary of detailed clinical observations

Observations in arena

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

25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0

week 1
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0

week 2
25 5 5 0 0 0 0
125 10 10 0 0 0 0

Female

Vehicle control 10 10 0 0 0 0
A 5 5 5 0 0 0 0

week 3
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0

week 4
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 1 125 5 5 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 2 125 5 5 0 0 0 0
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Table 2-17 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0839
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 0.2 +£0.42 0.6 £1.07
. 5 5 5 0 0 0 0.4 +0.55 0.4 =0.55

Predosing
25 5 5 0 0 0 1.0 £1.41 0.2 +0.45
125 10 10 0 0 0 0.0 +£0.00 1.0 £1.25
Vehicle control 10 10 0 0 0 0.0 +0.00 0.3 £0.67
5 5 5 0 0 0 0.0 +0.00 1.2 £1.79

week 1
25 5 5 0 0 0 0.0 +0.00 0.8 1.10
125 10 10 0 0 0 0.1 +0.32 0.1 +0.32
Vehicle control 10 10 0 0 0 0.3 +0.48 0.4 +0.70
5 5 5 0 0 0 0.8 +1.30 0.0 +0.00

week 2
25 5 5 0 0 0 0.4 £0.55 0.4 +0.89
Mal 125 10 10 0 0 0 0.3 +0.48 0.0 +0.00

ale

Vehicle control 10 10 0 0 0 0.1 +0.32 0.7 +1.64
5 5 5 0 0 0 0.0 +0.00 2.8 +6.26

week 3
25 5 5 0 0 0 1.0 £1.41 0.8 +£1.79
125 10 10 0 0 0 0.3 =0.67 0.3 +0.48
Vehicle control 10 10 0 0 0 0.0 +0.00 0.0 +0.00
5 5 5 0 0 0 0.2 +0.45 1.6 +3.58

week 4
25 5 5 0 0 0 0.0 +0.00 0.0 +0.00
125 10 10 0 0 0 0.1 +0.32 0.0 £0.00
Recovery  Vehicle control 5 5 0 0 0 0.2 +£0.45 3.0 £4.47
week 1 125 5 5 0 0 0 0.2 0.45 2.6 +5.81
Recovery  Vehicle control 5 5 0 0 0 0.0 +0.00 2.0 +£3.94
week 2 125 5 5 0 0 0 0.2 +0.45 1.6 +3.58

a) Mean xS.D.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 2-18 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0839
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 0.0 +0.00 0.2 +£042
. 5 5 5 0 0 0 0.0 +£0.00 0.0 +0.00
Predosing
25 5 5 0 0 0 0.0 +0.00 0.0 +0.00
125 10 10 0 0 0 0.0 +0.00 0.8 +1.87
Vehicle control 10 10 0 0 0 0.0 +£0.00 0.0 +£0.00
5 5 5 0 0 0 0.0 +0.00 0.2 £0.45
week 1
25 i 5 5 0 0 0 0.0 +0.00 0.2 +0.45
125 10 10 0 0 0 0.0 +0.00 0.6 +1.35
Vehicle control 10 10 0 0 0 0.0 +0.00 0.0 +0.00
5 5 5 0 0 0 0.0 +0.00 0.0 +£0.00
week 2
25 5 5 0 0 0 0.0 +£0.00 0.0 +£0.00
125 10 10 0 0 0 0.0 +0.00 0.3 +£0.95
Female
Vehicle control 10 10 0 0 0 0.0 +0.00 1.3 £3.77
5 5 5 0 0 0 0.0 +0.00 0.0 +£0.00
week 3
25 5 5 0 0 0 0.0 +0.00 0.2 +0.45
125 10 10 0 0 0 0.0 +0.00 1.1 £2.42
Vehicle control 10 10 0 0 0 0.0 +0.00 0.0 +0.00
5 5 5 0 0 0 0.0 +0.00 0.0 +0.00
week 4
25 5 5 0 0 0 0.0 +0.00 0.4 +0.89
125 10 10 0 0 0 0.0 +0.00 0.1 £0.32
Recovery  Vehicle control S 5 0 0 0 0.0 £0.00 0.0 +£0.00
week 1 125 5 5 0 0 0 0.0 +£0.00 0.2 +0.45
Recovery  Vehicle control 5 5 0 0 0 0.0 +0.00 0.0 +0.00
week 2 125 5 5 0 0 0 0.0 +0.00 0.0 +0.00
a) Mean £S.D.

*

Significantly different from vehicle control at P<(0.05.
** Significantly 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 B11-0839

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
. 5 5 5 0 0 0 0
Predosing

25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0

week 1
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0

week 2
25 5 5 0 0 0 0
125 10 10 0 0 0 0

Male

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

week 3
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0

week 4
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Recovery  Vehicle control 5 5 0 0 0 0
week 1 125 5 5 0 0 0 0
Recovery  Vehicle control 5 5 0 0 0 0
week 2 125 5 5 0 0 0 0
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Table 2-20 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
. 5 5 5 0 0 0 0
Predosing
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0
week 1
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0
week 2
25 5. 5 0 0 0 0
125 10 10 0 0 0 0
Female
Vehicle control 10 10 0 0 0 -0
5 5 5 0 0 0 0
week 3
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Vehicle control 10 10 0 0 0 0
5 5 5 0 0 0 0
week 4 :
25 5 5 0 0 0 0
125 10 10 0 0 0 0
Recovery  Vehicle control 5 5 0 0 0 0
week 1 125 5 5 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0
week 2 125 5 5 0 0 0 0
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Table 2-21 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0839
Summary of detailed clinical observations
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
. 5 5 5 0 0 0 0 0 0 0 0
Predosing

25 5 5 0 0 0 0 0 0 0 0
125 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
5 5 5 0 0 0 0 0 0 0 0

week 1
25 5 5 0 0 0 0 0 0 0 0
125 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
5 5 5 0 0 0 0 0 0 0 0

week 2
25 5 5 0 0 0 0 0 0 0 0
125 10 10 0 0 0 0 0 0 0 0

Male

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

week 3
25 5 5 0 0 0 0 0 0 0 0
125 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
5 5 5 0 0 0 0 0 0 0 0

week 4
25 5 5 0 0 0 0 0 0 0 0
125 10 10 0 0 0 0 0 0 0 0
Recovery Vehicle control 5 b) 0 0 0 0 0 0 0 0
week 1 125 5 5 0 0 0 0 0 .0 0 0
Rccovery Vehicle control 5 5 0 0 0 0 0 0 0 0
week 2 125 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 B11-0839

Summary of detailed clinical observations

Observations in arena

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

25 5 5 0 0 0 0 0 0 0 0
125 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
5 5 5 0 0 0 0 0 0 0 0

week 1
25 5 5 0 0 0 0 0 0 0 0
125 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
5 5 5 0 0 0 0 0 0 0 0

week 2
25 5 5 0 0 0 0 0 0 0 0
125 10 10 0 0 0 0 0 0 0 0

Female

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

week 3
25 5 5 0 0 0 0 0 0 0 0
125 10 10 0 0 0 0 0 0 0 0
Vehicle control 10 10 0 0 0 0 0 0 0 0
5 5 5 0 0 0 0 0 0 0 0

week 4
25 ) 5 0 0 0 0 0 0 0 0
125 10 10 0 0 0 0 0 0 0 0
Recovery  Vehicle control 5 5 0 0 0 0 0 0 0 0
week 1 125 5 5 0 0 0 0 0 0 0 0
Recovery Vehicle control 5 5 0 0 0 0 0 0 0 0
week 2 125 5 5 0 0 0 0 0 0 0 0
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of reflex (scoring scale for reflex)

B11-0839

SENSORIMOTOR FUNCTION

Approach contact/touch response

-1
0
+1

Pinna response

No reaction
Normal

Hyper reaction

-1 No reaction
0 Normal
+1 Hyper reaction

Pain response (tail pinch)

-1 No reaction

0 Normal

+1 Hyper reaction
Pupiltlary reflex

+ Normal

Air righting reflex
+

Abnormal reaction

Normal

Abnormal reaction
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Table 3-1 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839
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 +1
Vehicle control 10 0 10 0 0 10 0
5 5 0 5 0 0 0
Male week 4
25 5 0 5 0 0 5 0
125 10 0 10 0 0 10 0
Vehicle control 10 0 10 0 0 10 0
5 5 0 5 0 0 5 0
Female week 4
25 5 0 5 0 0 5 0
125 10 0 10 0 0 10 0

_55._



Table 3-2 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839
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 1 9 0 10 0 10 0
5 5 0 5 0 5 0 5 0
Male week 4
25 5 1 4 0 5 0 5 0
125 10 1 9 0 10 0 10 0
Vehicle control 10 0 10 0 10 0 10 0
5 5 1 4 0 5 0 5 0
Female week 4
25 5 0 5 0 5 0 5 0
125 10 0 10 0 10 0 10 0
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Table4  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839
Summary of grip strength
Sex Period Exp. group Number of Forelimb Hindlimb
(mg/kg/day) animals (g) (g)

Vehicle control 10 333 £66 450 =48
5 5 378 +30 428 +42

Male week 4
25 5 375 %19 422 +46
125 10 326 +65 429 +44
Vehicle control 10 333 £52 466 +63
5 5 336 £51 474 +46

Female week 4
25 4 357 +48 426 +63
125 10 359 £70 502 +65

Mean £S.D.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 5  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839
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 4355 3567 2026 1238 1101 1029 13317
+1159 +1489 +998 +808 +1052 +1022 +4223
5 5 4627 3735 2262 2312 674 1041 14652
+1455 +1787 +1156 +1388 +1069 +1444 +6650
Male week 4
25 5 3653 3842 2729 1749 1542 2008 15523
+489 +703 +823 +598 +363 +1391 +2193
125 10 4590 3698 2652 1445 1176 1044 14604
+1178 +983 +1096 +1086 +949 +1051 +4565
Vehicle control 10 5106 4059 3085 2152 1586 1291 17278
+872 +1128 +1113 +775 +579 +1538 +4068
5 5 4935 4110 2220 1252 1016 1208 14740
+336 - £1098 +1451 +1430 +1006 +1658 +6247
Female week 4
25 5 5059 4138 3144 1133 962 447 14882
+1386 +1395 +1562 +1102 £1325 +885 +6817
125 10 5163 3792 3245 2010 1195 911 16315
+683 +685 +1426 +1451 +878 +841 +4475
Mean £S.D.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Addendum 1-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals
Vehicle control

B11-0839

Administration Period

Recovery Period

Signs Sex i 2 3 4 1 2 (week)
1,2, 4, 1,2, 4,
No abnormalities detected Male 5" 56,7, ;’ ; ‘:0 5,6,7, 6, Z’Os’ 6, ZZ)S,
8.9.10 o 8.10
31, 32,
33, 34, 31,32, 31,32, 31,32, 36, 37, 36,37,
33,34, 33, 34, 33, 34,
Female 35, 36, 38, 39, 38,39,
37 38 36, 37, 36, 37, 36, 37, 40 40
39 40 38, 40 38,40 38,40
1,2,3,
Salivation Male 4,6,17, 3 3 6é 7, 3
8.9,.10
-Female 35,39 35,39 35,39
Loss of hair (neck) Male 9 9 9
Female
Scab formation (neck) Male 9 9 9
Female
Exudate (neck) Male 9
Female

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

B11-0839

5 mg/kg/day
Administration Period Recovery Period
Signs Sex 1 2 3 4 1 2 (week)
No abnormalities detected Male 12° ! 1’] ;2’ 14,15 14,15
41, 42, 41,42, 42, 43,
Female 43, 45 43, 45 43,45 45
N~ 11,13, 11, 12, 11, 12,
Salivation Male 14,15 13,15 13 13
Female 44 44 41,42, 41, 44
44
Loss of hair (neck) Male 13 13
Female
Scab formation (neck) Male 13 13 ‘
Female
Exudate (neck) Male 13 13
Female

a) Animal number.
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Addendum 1-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Clinical signs of individual animals

B11-0839

25 mg/kg/day
Administration Period Recovery Period
Signs Sex 1 2 3 4 1 2 (week)
No abnormalities detected Male 167
46, 47, 47,49,
Female 48, 50 50 47,50 50
16,17, 1718 16, 17, 16, 17,
Salivation Male 18,19, 15; 26 18, 19, 18, 19,
20 i 20 20
Female 46, 48 46,48 46, 48
Loss of hair (neck) Male 17
Female 49 49
Loss of hair (under right auricle) Male
Female 49
Scab formation (neck) Male 17
Female
Scab formation (under right auricle) Male
Female 49
Exudate (neck) Male 17
Female 49 49
Reddish tear Male
Female 49
Discoloration of teeth Male 17,19
46, 47,
Female 49
Mottled teeth Male 18
Female

a) Animal number.
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Addendum 1-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individual animals

B11-0839

125 mg/kg/day
Administration Period Recovery Period
Signs Sex 1 2 3 4 1 2 (week)
No abnormalities detected Male
51,9 54,
Female 56, 58,
60
21,22, 21,22, 21,22, 21,22,
23,24, 23,24, 23,24, 23,24,
Salivation Male 25, 26, 25, 26, 25, 26, 25, 26,
27,28, 27,28, 27,28, 27,28,
29..39 29,30 29,30 29,30
51,52, 51, 52, 51,52,
52,53, 53, 54, 53, 54, 53, 54,
Female 55, 57, 55, 56, 55, 56, 55, 56,
59 57, 58, 57, 58, 57,58,
59. 60 59,60 59,60
Loss of hair (neck) Male 21
Female 53 53
22,24, 21,22, 22,24,
25,26 23,24, 25,26
Decreased spontaneous locomotion Male 22,27 P 25, 26, e
27, 28, 27 28 27, 28,
29,30 29 30 29, 30
Female
22,24,
. 25, 26, 22,27,
Decreased respiratory rate Male 22,27 27,29, 58
30,
Female
Incomplete eyelid opening Male 22
Female
Much food on tray Male 23 23
Female
21,22,
22%1’ 223;’ 23, 24, 26, 27, 26, 27,
Discoloration of teeth Male 26’ 27’ 25, 26, 28, 29, 28, 29,
28’ 29’ 27, 28, 30 30
; 29,.30
51, 52, 51,52,
53, 54, 53, 54, 56, 57, 56, 57,
Female 55, 56, 55, 56, 58,59, 58,59,
57, 59, 57, 58, 60 60
60 59,60
2231 2235 26,27, 26,27,
Mottled teeth Male P 28,29, 28, 29,
26, 27, 30 30
28,29
51,52, 56, 57, 56, 57,
Female 54,55, 58,59, 58, 59,
57. 60 60 60
Delamination of lower incisor Male 26,27,
tip surface 28,30
56, 57,
Female 58, 59,
60

a) Animal number.
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Addendum 2-1  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (Predosing)

Exp.grou Removal from cage
Sex p-group Animal No. &

(mg/kg/day) Ease of removal Vocalization

+1

Vehicle
control
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Addendum 2-2  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (Predosing)

Exp. group . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal Vocalization
31 0 0
32 0
33 0
34

Vehicle 35
control 36

<o

o

0
0

0

0

0

37 0
38 0

39 0

40 0

41 0

42 0

5 43 0
44 0

45 0

46 0
0

0

0

0

0

0

0

0

0

0

0

0

0

0

o o O o ojo O o o ©

Female

x

47
25 48
49
50
51
52
53
54
55
56
57
58
59
60

o & o o ol © ©o ©

125

s

o © © O
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Addendum 2-3  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (week 1)

Exp.group . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal Vocalization
1 0 +1
2 0 0
3 0 0
4 0 0
Vehicle 5 0 0
contro! 6 0 0
7 0 0
8 0 0
9 0 +1
10 0 0
11 0 0
12 0 0
5 13 0 0
14 0 0
Male 15 0 +1
16 0 0
17 0 +1
25 18 0 0
19 0 0
20 0 0
21 0 0
22 -1 0
23 0 0
24 0 0
125 25 0 0
26 0 0
27 0 0
28 0 0
29 0 +1
30 0 0
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Addendum 2-4  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (week 1)

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

5 43 0

44 0

45 0
46 0 +1

0

0

0

0

0

0

0

0

0

0

0

0

0

0

OOOOOOOOOOOOO

Female

47
25 48
49
50
51
52
53
54
55
56
57
58
59
60

125

_85_



Addendum 2-5  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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 +1
2 0 0
3 +1 0
4 0 0
Vehicle 5 0 0
control 6 0 0
7 0 0
8 0 0
9 0 +1
10 0 0
11 0 0
12 0 0
5 13 0 0
14 0 0
Male 15 0 +1
16 0 0
17 0 +1
25 18 0 0
19 0 0
20 0 0
21 0 0
22 0 0
23 0 0
24 0 0
125 25 0 0
26 0 0
27 0 0
28 0 +1
29 0 0
30 0
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Addendum 2-6  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (week 2)

Exp.group . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal Vocalization
31 0 +1
32 0 +1
33 0 +1]
34 0 0
Vehicle 35 0 0
control 36 0 0
37 0 0
38 0 0
39 0 0
40 0 0
41 0 0
42 0 0
5 43 0 +1
44 0 0
Female 45 0 *l
46 0 +1
47 0 0
25 48 0 +1
49 0
50 0
51 0 +1
52 0 0
. 53 0 +1
54 0 0
125 55 0 0
56 0 0
57 0 0
58 0 0
59 0 0
60 0 0
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Addendum 2-7 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (week 3)

Exp.group . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal Vocalization
1 0 +1
2 0 0
3 0 0
4 0 0
Vehicle 5 0 0
control 6 0 0
7 0 0
8 0 0
9 -1 0
10 0 0
i1 0 0
12 0 0
5 13 0 0
14 0 0
Male 15 0 +1
16 0 +1
17 0 +1
25 18 0 0
19 -1 0
20 0 0
21 0 0
22 0 0
23 0 0
24 0 0
125 25 0 0
26 0 0
27 0 0
28 0 +1
29 0 +1
30 0 0
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Addendum 2-8 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (week 3)

Exp.group . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal Vocalization
31 0 0
32
33
34

Vehicle 35
control 36

0
0
0
0
0
37 0
38 0
39 0
40 0
41 0
42 0
5 43 0
44 0
45 0
0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

OOOOOOOOOOO

o o

Female

46
47
25 48
49
50
51
52
53
54
55
56
57
58
59
60

+1

+1

+1

125

c o o o o o ©
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Addendum 2-9  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (week 4)

Exp.grou Removal from cage
Sex p-group Animal No. 8

(mg/kg/day) Ease of removal Vocalization
0 +1

Vehicle
control

O 00 1 N W s W N -

—
(=]

—
—

12

OOOOOOOOOOOOO

Male

25 18

125

o O O o O O ol ©o ©

o X

0
0
0
0
0
0
0
0
0
0
0
0
0
0
16 0 +1
0
0
0
0
0
0
0
0
0
0
0
0
0
0
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Addendum 2-10 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (week 4)

Exp.group . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal Vocalization
31

32

33

34

Vehicle 35
control 36
37

38

39

40

41

42

5 43

44

45

46

47

25 48
49

50

51

52

53

54

55

56

57

58

59

60

Female

125

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO
OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO

_91_



Addendum 2-11 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
7 0 0
Vehicle 3 0 0
control
9 0 0
10 0 0
Male
26 0 +1
27 0 0
125 28 0 +1
29 0 0
30 0 +1
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Addendum 2-12 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
37 0 0

Vehicle
control 38 0 0
39 0 0
40 0 0

Female

56 0 0
57 0 0
125 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 B11-0839

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 +1
7 0 0
Vehicl
chicle 3 0 0
control
9 0 0
10 0 0
Male
26 0 0
27 0 0
125 28 0 +1
29 0 +1
30 0 0
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Addendum 2-14 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (Recovery week 2)

Exp.group . Removal from cage
Sex Animal No.
(mg/kg/day) Ease of removal Vocalization
36 0 0
37 0 0
Vehi
ehicle 18 0 0
control
39 ] 0
40 0 0
Female
56 0 0
57 0 +1
125 58 0 0
59 0
60 0 0
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Addendum 2-15 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (Predosing)

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 00 1 N W AW N -

—
o

(%}
— . b e
[V R R

Male

—
~

25

N =
S O oo

NN N RN
[ R RV

125

NN RN
O O N

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

(V%)
o

_96_



Addendum 2-16 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (Predosing)

B11-0839

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Muscle

tone

Subnormal

temperature

Piloerection

Staining

hair

Unkempt

hair

Paleness

Reddening

Female

Vehicle
control

31
32
33
34
35
36
37
38
39
40

0

4]
42
43
44
45

25

46
47
48
49
50

125

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 2-17 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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

O 00 2 N L AW N -

Male

25 18

0

0

0

0

0

0

0

0

0

0

0

0

0

0

16 0 - - -

0

0

0

0

0

0

0

0

125 0
0
0
0
0
0
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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)

B11-0839

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Muscle

tone

Subnormal

temperature

Piloerection

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

25

46
47
48
49
50

125

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 2-19 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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) tone temperature hair hair
0 - - - -

Vehicle
control

O 00 -2 O W\ & W N —
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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)

B11-0839

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Muscle

tone

Subnormal

temperature

Piloerection

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

25

46
47
48
49
50

125

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 2-21 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
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— e e e
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Addendum 2-22 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 3)

B11-0839

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Muscle

tone

Subnormal

temperature

Piloerection

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

25

46
47
48
49
50

125

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 B11-0839

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

O 00 ~ N W AW N -
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Addendum 2-24 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 4)

B11-0839

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Muscle

tone

Subnormal

tcmperatu e

Piloerection

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

25

46
47
48
49
50

125

51
52
53
54
55
56
57
58
5%
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 2-25 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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 - - - - - -
7 0 - - - - - -
Vehicl
chicle 8 0 i i i i i i
control
9 0 - - - - - -
10 0 - - - - - -
Male
26 0 - - - - - -
27 0 - . - - - -
125 28 0 - - - - - -
29 0 - - - - - -
30 0 - - - - -
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Addendum 2-26 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0839
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 ¥ 0 ) ) ) ) ) )
cc?ntl:ole 38 0 ) ) ) ) . .
39 0 - - - - - -
Female 40 0 - ~ - - ~ -
56 0 - - - - - -
57 0 - - - - - -
125 58 0 - - - - - -
59 0 - - - - - -
60 0 - - - -
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Addendum 2-27 Twenty-eight-day repeated-dose oral toxicity study in rats’ B11-0839

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 - - - - - -
7 0 - - - - - -
Vehicl
ehicle 8 0 i i i i i i
control
9 0 - - - - - -
10 0 - - - - - -
Male
26 0 - - - - - -
27 0 - - - - - -
125 28 0 - - - - - -
29 0 - - - - - -
30 0 - - -
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Addendum 2-28 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0839
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
36 0 - - - - - -
Vehicl ¥ 0 ) ) ) ) ) )
coent]rco(I: 38 0 ) ) ) ) ) )
39 0 - - - - - -
Female 40 0 - - - - ~ ~
56 0 - - - - - -
57 0 - - - - - -
125 58 0 - - - - - -
59 0 - - - - - -
60 0 - - - -
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Addendum 2-29 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (Predosing)

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

(mg/kg/day) size

[
]
'
o
'
'

Vehicle
control

O 0 NN AW N
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Male

25 18 - - -

125

—
=)
'
L}
L}

O O OO0 0O 0O O O O Ol © O O Ol O O O Ol OO0 O © o o o o
L}

- 110 -



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

Detailed clinical observations of individual animals (Predosing)

B11-0839

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Cyanosis

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

25

46
47
48
49
50

125

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 inrats B11-0839

Detailed clinical observations of individual animals (week 1)

Handling observations

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

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)

B11-0839

Sex

Exp. group Animal No.

(mg/kg/day)

Handling observations

Cyanosis

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

25

46
47
48
49
50

125

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

a) Reddish tear
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Addendum 2-33 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
- - - 0 - -

Vehicle
control
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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)

B11-0839

Sex

Exp.group Animal No.

(mg/kg/day)

Handling observations

Cyanosis

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

25

46
47
48
49
50

125

51
52
53
54
55
56
57
58
59
60

OOOOOOOOOOOOOOOOOOOOOOOOOOOOO
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Addendum 2-35 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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

Vehicle
control

O 0 9 O W AW N -
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Male

25 18 - - -
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Addendum 2-36 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 3)

B11-0839

Sex

Exp. group Animal No. Cyanosis

(mg/kg/day)

Handling observations

Lacrimation Exophthalmos

Pupillary

size

Salivation

Secretion

Female

Vehicle
contro}

31
32
33
34
35
36
37
38
39
40

0

41
42
43
44
45

25

46
47
48
49
50

125

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 2-37 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 4)

B11-0839

Sex

Exp. group Animal No. Cyanosis

(mg/kg/day)

Handling observations

Lacrimation Exophthalmos

Pupillary

size

Salivation

Secretion

Male

Vehicle
control

1
2
3
4
5
6
7
8
9

0

25

125

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

Detailed clinical observations of individual animals (week 4)

B11-0839

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

25

46
47
48
49
50

125

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

- 119 -



Addendum 2-39 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0839
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
6 - - 0 - -
Vehicl ’ ) ) 0 ) )
€

cgnt‘:ol 8 ) ) 0 ) )
9 - - 0 - -
Male 10 - - 0 - -
26 - - 0 - -
27 - - 0 - -
125 28 - - 0 - -
29 - - 0 - -
30 - - 0 - -
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Addendum 2-40 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0839
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 37 - - 0 - -

ic

czntro(l: 38 ) ) 0 ) )
39 - - 0 - -
Female 40 - - 0 - -
56 - - 0 - -
57 - - 0 - -
125 58 - - 0 - -
59 - - 0 - -
60 - - 0 - -
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Addendum 2-41 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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 - -
7 - - - 0 - -
Vehicl
ehicle 8 i i i 0 i i
control
9 - - - 0 - -
10 - - - 0 . -
Male
26 - - - 0 - -
27 - - - 0 - -
125 28 - - - 0 . .
29 - - - 0 - -
30 - - - 0 - -
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Addendum 2-42 Twenty-eight-déy repeated-dose oral toxicity study in rats

B11-0839
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 ¥ ) ) ) 0 ) )
ccfnt‘rco? 38 ) ) ) 0 ) .
39 - - - 0 - -
Female 40 - - - 0 - -
56 - - - 0 - -
57 - - - 0 - -
125 58 - - - 0 - -
59 - - - 0 - -
60 - - - 0 - -
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Addendum 2-43 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
control

O ® ~-N O AW N =

o

w
—
[V I R L

Male

— —
~ N

25

N =
O O

NN N NN
W AW N -

125

NN NN
O R 3

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
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 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 0 0

W
<

- 124 -



Addendum 2-44 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (Predosing)

B11-0839

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
42
43
44
45

25

46
47
48
49
50

125

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
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
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
0
0
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Addendum 2-45 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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

Vehicle
control
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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)

B11-0839

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
42
43
44
45

25

46
47
48
49
50

125

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
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
0

OOOOOOOOOOOOOOOOOOOOOOOOOOOOOO
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Addendum 2-47 Twenty-cight-day repeated-dose oral toxicity study in rats B11-0839

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
0
-1
0
+1

control

r o

1
2
3
4
Vehicle 5
6
7
8
9

—
o
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25 18
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Addendum 2-48 Twenty-eight-day repeated-dose oral toxicity study in rats

Detailed clinical observations of individual animals (week 2)

B11-0839

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

o 0o O o o © O © <

41
42
43
44
45

25

46
47
48
49
50
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125
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55
56
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60

0
0
0
0
0
0
0
0
0
0
0
0
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0
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0
0
0
0
0
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Addendum 2-49 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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

Vehicle
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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)

B11-0839

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

+1

41
42
43
44
45

OOOOOOOOOOO

x

25

46
47
48
49
50

125

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
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0
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0
0
0
0
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Addendum 2-51 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

Detailed clinical observations of individual animals (week 4)

Observations in arena

Sex . Eip. group Animal No.  Posture Motor Respiration Lid Gait
(mg/kg/day) activity closure

1 0 0 0 - -

2 0 0 0 - -

3 0 0 0 - -

4 0 +1 0 - -

Vehicle 5 0 0 0 - -

control 6 0 0 0 - -

7 0 0 0 - -

8 0 0 0 - -

9 0 0 0 - -

10 0 0 0 - -

11 0 +1 0 - -

12 0 0 0 - -

5 13 0 0 0 - -

14 0 0 0 - -

Male 15 0 0 0 - -

16 0 0 0 - -

17 0 0 0 - -

25 18 0 -1 0 - -

19 0 0 0 - -

20 0 0 0 - -

21 0 0 0 - -

22 0 0 0 - -

23 0 0 0 - -

24 0 +1 0 - -

125 25 0 0 0 - -

26 0 0 0 - -

27 0 0 0 - -

28 0 0 0 - -

29 0 0 0 - -

30 0 0 0 - -
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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)

B11-0839

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
42
43
44
45

o olo oo o 0o © 0o © ©

25

46
47
48
49
50

125

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
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
0
0
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Addendum 2-53 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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 - -
7 0 +1 0 - -
Vehi
ehicle g 0 + 0 ) i
control
9 0 0 0 - -
10 0 +1 0 - -
Male
26 0 0 0 - -
27 0 0 0 - -
125 28 0 0 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

B11-0839
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 - -
Vehil 37 0 0 0 - -
C(:nt]:oT 38 0 0 0 ) )
39 0 0 0 - -
Female 40 0 0 0 - -
56 0 0 0 - -
57 0 0 0 - -
125 58 0 0 0 - -
59 0 0 0 - -
60 0 0 0 - -
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Addendum 2-55 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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 +1 0 - -
7 0 +1 0 - -
Vehicl
chicle g 0 0 0 i i
contro!
9 0 0 0 - -
10 0 0 0 - -
Male
26 0 0 0 - -
27 0 0 0 - -
125 28 0 0 0 - -
29 0 0 0 - -
30 0 0 0 - -
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Addendum 2-56 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0839
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 0 0 - -
Vehicl 37 0 +1 0 - -
,czntl:ole 38 0 *1 0 ) )
39 0 0 - -
Female 490 0 0 - -
56 0 +1 0 - -
57 0 0 - -
125 58 0 0 - -
59 0 +1 0 - -
60 0 0 0 - -
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Addendum 2-57 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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

Detailed clinical observations of individual animals (Predosing)

B11-0839

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

25

46
47
48
49
50

125

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

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 2-59 Twenty-eight-day repeated-dose oral toxicity study in rats . B11-0839

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 0 0 - -
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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)

B11-0839

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

0

41
42
43
44
45
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Addendum 2-61 Twenty-eight-day repeated-dose oral toxicity study in rats - B11-0839

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
0 0 0 - -

Vehicle
control
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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)

B11-0839

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

0

41
42
43
44
45

25

46
47
48
49
50

125

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

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

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
3
0
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Addendum 2-63 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
0 0 0 - -
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Vehicle
control
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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)

B11-0839

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
0

‘_‘I—l
N

41
42
43
44
45

25

46
47
48
49
50
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125
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Addendum 2-65 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
0 0 0 - -
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Vehicle
control
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0 0 0
0 0 0
0 0 0
0 0 0
0 0 0
0 0 0
0 0 0
0 1 8
0 0 0
0 0 0
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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)

B11-0839

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

0

41
42
43
44
45

25

46
47
48
49
50

125

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

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

0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
0
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Addendum 2-67 Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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 10 - -
7 0 0 0 - -
Vehi
ehicle 3 0 ! 0 ) i
control
9 0 0 0 - -
10 0 0 5 - -
Male
26 0 0 0 - -
27 0 0 0 - -
125 28 0 0 0 - -
29 0 1 13 - -
30 0 0 0 - -
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Addendum 2-68 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0839
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
36 0 0 0 - -
Vehicl 37 0 0 0 - -
c::n:::ole 38 0 0 0 ) )
39 0 0 0 - -
Female 40 0 0 0 - -
56 0 0 0 - -
57 0 0 1 - -
125 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 B11-0839

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)  (countmin)  behavior behavior
6 0 0 9 - -
7 0 0 1 - -
Vehi
ehicle 3 0 0 0 i i
control
9 0 0 0 - -
10 0 0 0 - -
Male
26 0 0 0 - -
27 0 0 0 - -
125 28 0 0 0 - -
29 0 1 8 - -
30 0 0 0 - -
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Addendum 2-70 Twenty-eight-day repeated-dose oral toxicity study in rats

B11-0839
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
36 0 0 0 - -
Vehic] 37 0 0 0 - -
c§ml:of 38 0 0 0 ) )
39 0 0 0 - -
Female 40 0 0 0 - -
56 0 0 0 - -
57 0 0 0 - -
125 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 B11-0839

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 + +

0

0

Lo

Vehicle control
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0 0 + +
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0 0 + +
0 0 + +
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0 0 + +
0 0 + +
0 0 + +
0 0 + +
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Addendum 3-2  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839

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
31 0 0 0 + +
32 0 0 0 + +
33 0 0 0 + +
34 0 0 0 + +
Vehicle control 35 0 0 0 * *
36 0 0 0 + +
37 0 0 0 + +
38 0 0 0 + +
39 0 0 0 + +
40 0 0 0 + +
41 0 0 0 + +
42 0 0 -1 + +
5 43 0 0 0 + +
44 0 0 0 + +
Female 45 0 0 0 + +
46 0 0 0 + +
47 0 0 0 + +
25 48 0 0 0 + +
49 0 0 0 + +
50 0 0 0 + +
51 0 0 0 + +
52 0 0 0 + +
53 0 0 0 + +
54 0 0 0 + +
125 55 0 0 0 + +
56 0 0 0 + +
57 0 0 0 + +
58 0 0 0 + +
59 0 0 0 + +
60 0 0 0 + +
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Addendum 4-1

Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839
Grip strength of individual animals (week 4)
Sex Exp.group Animal No. Forelimb (g) Hindlimb (g)

(mg/kg/day) Trial 1 Trial2  Mean Trial ] Trial2  Mean
1 268 338 303 428 488 458

2 218 266 242 500 390 445

3 460 503 482 546 452 499

4 358 298 328 400 429 415

Vehicle 5 419 367 393 454 366 410
control 6 348 356 352 584 516 550

7 354 293 324 522 383 453

8 336 312 324 512 424 468

9 277 310 294 444 337 391

10 258 320 289 474 346 410

11 328 374 351 537 394 466

12 305 396 351 485 466 476

5 13 348 422 385 410 366 388

14 367 480 424 420 432 426

Male 15 366 393 380 338 434 386
16 302 389 346 438 405 422

17 364 385 375 557 439 498

25 18 350 420 385 313 477 395

19 421 372 397 454 378 416

20 389 358 374 402 353 378

21 373 244 309 376 474 425

22 200 244 222 343 575 459

23 352 284 318 526 485 506

24 455 455 455 490 461 476

125 25 383 352 368 385 433 40?

26 339 271 305 409 346 378

27 395 228 . 312 500 409 455

28 238 277 258 421 388 405

29 383 280 332 372 455 414

30 386 377 382 380 354 367
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Addendum 4-2  Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839
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 Trial2 _ Mean
31 352 372 362 416 565 491
32 356 253 305 288 377 333
33 337 309 323 399 463 43}
34 264 267 266 476 493 485
Vehicle 35 361 315 338 534 488 511
control 36 305 427 366 570 577 574
37 449 380 415 459 502 481
38 346 309 328 498 381 440
39 236 251 244 474 400 437
40 395 373 384 402 543 473
41 393 434 414 529 486 508
42 235 344 290 490 522 506
5 43 229 491 360 493 525 509
44 380 220 300 405 435 420
Female 45 277 359 318 388 470 429
46 398 323 361 467 523 495
47 345 368 357 397 430 414
25 48 340 507 424 368 450 409
49 225 351 288 504 452 478
50 353 361 357 310 362 336
51 265 311 288 484 514 499
52 274 281 278 517 560 539
53 362 456 409 656 493 575
54 414 439 427 422 400 411
125 55 335 281 308 424 580 502
56 356 310 333 601 516 559
57 414 544 479 521 431 476
58 362 381 372 567 530 549
59 271 304 288 340 408 374
60 380 439 410 500 563 532
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Addendum 5-1

Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839
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 4241 4108 1634 1034 1652 240 12909
2 3602 3727 3504 1719 2932 2717 18201
3 3753 3648 2048 1420 39 2529 13437
4 6105 6017 2850 3090 2248 574 20884
Vehicle 5 2907 2913 609 897 73 13 7412
control 6 3694 4270 758 47 91 1719 10579
7 6012 4905 2946 797 857 1557 17074
8 3296 2732 1095 1519 1355 457 10454
9 4289 2907 2003 1204 1766 485 12654
10 5649 441 2815 657 0 2 9564
11 5009 3730 3829 3973 2572 2140 21253
12 6786 4532 2942 2847 182 3029 20318
5 13 3182 874 854 275 52 2 5239
14 4776 5720 1627 2734 420 13 15290
Male 15 3384 3820 2059 1730 146 21 11160
16 3240 3026 2306 1698 1752 1630 13652
17 3393 3584 2627 1388 1464 1423 13879
25 18 4149 4860 3936 1047 964 3283 18239
19 4221 3549 1745 2608 1911 3522 17556
20 3264 4189 3033 2004 1617 182 14289
21 5634 3316 2961 1895 1732 1712 17250
22 4157 4734 3976 3496 2483 2851 21697
23 5772 4788 3581 1970 109 416 16636
24 5311 4392 3529 2703 2610 127 18672
125 25 3786 2542 1319 9 904 1935 10495
26 5394 3768 2968 810 114 0 13054
27 5750 4058 2660 1230 1724 2182 17604
28 4542 3883 3304 1363 837 177 14106
29 2605 1631 740 530 1195 1031 7132
30 2944 3865 1479 447 48 8 8791
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Addendum 5-2

Twenty-eight-day repeated-dose oral toxicity study in rats B11-0839
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 6127 5191 3635 2139 1475 2273 20840
32 4849 3637 250 4 1986 32 10758
33 4069 1706 2664 2577 438 19 11473
34 6407 4573 4276 2565 1923 5 19749
Vehicle 35 5219 4843 2880 2396 1502 2804 19644
contro} 36 5570 4950 3782 2348 2259 3180 22089
37 5643 3994 3820 2594 1579 25 17655
38 4171 3035 2977 2460 1553 30 14226
39 3850 3438 3118 2071 2262 774 15513
40 5151 5222 3443 2365 884 3770 20835
41 5209 4618 2287 2410 1174 1015 16713
42 5120 5664 4475 3135 2281 4058 24733
5 43 4932 3259 1812 104 2 79 10188
44 5052 4091 447 2 1 1 9594
Female 45 4362 2917 2081 607 1621 885 12473
46 3874 2598 2387 207 38 7 9111
47 5382 5702 4790 2647 1240 2022 21783
25 48 3497 3299 1101 157 4 5 8063
49 6901 5529 4627 1910 3158 201 22326
50 5640 3561 2816 742 370 0 13129
51 4378 3980 3594 3201 2463 1102 18718
52 5447 4344 3964 4038 306 1402 19501
53 4921 3577 2679 856 366 1070 13469
54 6514 4699 4916 3389 1978 1047 22543
125 55 4499 2794 3225 1960 1253 108 13839
56 5093 4319 3902 2095 1823 1080 18312
57 5969 3767 3289 103 284 32 13444
58 4793 3851 4938 3357 1768 2801 21508
59 4594 4079 1645 1028 1707 467 13520
60 5417 2508 298 72 4 0 8299
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Addendum 13-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

Sex Exp.group Ar}x\;r:al Fate Macroscopic findings Histopathological findings®
1. ta_Noabnomalitiesdetected _ _  Noabnormaliiesdetected .
2 ta No abnomalities detected ) "I-‘estls: T
Inhibited spermiation and deep
............................................................. retention of spermatids +
3 ta No abnormalities detected Liver
Male Vehicle control Microgranuloma+
4T Cspleen T Kidney
Whitish region on capsule Solitary cyst in medulla +
(multiple, spotty) Spleen
_______________________________________ Capsulitis + e
5 ta No ai)norr-nal-i-t}es-éétéc-::cédm -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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Addendum 13-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

Sex Exp.group AnNu;al Fate Macroscopic findings Histopathological findings”
..... 6  ta Noabnommalitiesdetected  Noabnormalities detected
..... 7" Noabromnalities detected __ No abnormalities detected
verite cono o B ta o dbnomnalites deected | | No sbrormaliies deteced_________.
Male (Recovery) i 9 ta Skin Skin
Loss of hair (neck) Ulcer +
. Scabformation(neck) . iiieeeeeeenes
10 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: incisor, glandular stomach, cecum, colon, rectum, liver, prostate and macroscopic lesion.
ta, terminal autopsy.

+, slight.
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Addendum 13-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

B11-0839

Exp.group Animal

Sex (me/kg/day) No. Fate Macroscopic findings Histopathological findings”
11 ta Noabnormalitiesdetected No abnormalities detected
12 ta No abnormalities detected -Prosiz.lte -----
............................................................. Focalatrophy + ...
Male 5 13 ta Skin Skin )
ovinnnnno Erosion(neck) ... Uleer e,
14 ta_Noabnormalities detected Noabnormalities detected
15 ta No abnormalities detected - No abnormalities detected

a) Organs/tissues examined as follows: incisor, glandular stomach, cecum, colon, rectum, liver, prostate and macroscopic lesion.

ta, terminal autopsy.
+, slight.
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Addendum 13-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

B11-0839

Macroscopic findings

Histopathological findings”

Exp.group Animal
Fat

Sex (mg/kg/day) No. ¢
16 ta
17 ta

Male 25
18 ta
19 ta
20 ta

No abnormalities detected
Oral cavity

Mottled teeth (lower incisors)
Skin

Erosion (neck)

Oral cavity
Mottled teeth (lower incisors)

No abnormalities detected

No abnormalities det_e_c_t.e_d_ _______________
Incisor
No abnormalities detected
Liver
Microgranuloma +
Skin
Ulcer ++

Incisor

No abnormalities detected

a) Organs/tissues examined as follows: incisor, glandular stomach, cecum, colon, rectum, liver, prostate and macroscopic lesion.

ta, terminal autopsy.
+, slight; ++, moderate.
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Addendum 13-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

B11-0839

Exp.group Animal

Sex (me/ke/day) No. Fate Macroscopic findings Histopathological findings®
21 ta Oral cavity Incisor
Mottled teeth (upper incisors) No abnormalities detected
Glandular stomach Glandular stomach
Blackish region of mucosa Edema in submucosal layer +
(2 regions, 1x2 mm, 1x3 mm) Hemorrhage +
Necrosis of fundic mucosa +
Liver
Periportal hypertrophy of
hepatocytes +
Prostate
______________________________ Atrophy + .
T T Onteavity Incisor
Mottled teeth (upper and lower No abnormalities detected
incisors) Glandular stomach
Glandular stomach Necrosis of fundic mucosa +
Male 125

Blackish region of mucosa
@3 regidns, ¢ 1 mm, spotty)
Liver
Enlargement
Thyroid
Decreased in size of left lobe

23 ta Oral cavity
Mottled teeth (upper and lower
incisors)
Liver
Enlargement
Cerebrum

Partial defect of cortex

Liver
Periportal hypertrophy of
hepatocytes +

Thyroid
Hypoplasia of left lobe +

Incisor
Decreased iron pigments of
ameloblasts at maturation stage +
Liver
Periportal hypertrophy of
hepatocytes +
Cerebrum
Dilatation of ventricle ++
Partial defect of cortex and
medulla +

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; ++, moderate.
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Addendum 13-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

B11-0839

Sex (igkggr/?j‘;g) Ax;\;r(:l.al Fate Macroscopic findings

Histopathological findings”

24 ta Oral cavity
Mottled teeth (upper and lower
incisors)

Male 125

25 ta Oral cavity
Mottled teeth (upper and lower
incisors)

Incisor

No abnormalities detected
Colon

Decreased goblet cells +
Liver

Periportal hypertrophy of

hepatocytes +

Incisor
No abnormalities detected
Liver
Periportal hypertrophy of
hepatocytes +

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

B11-0839

Sex (i);ér;;l;s) Ar;]u:al Fate Macroscopic findings Histopathological findings”
26 ta Oral cavity No abnormalities detected
Mottled teeth (upper and lower Incisor
incisors) No abnormalities detected
Rough surface of incisor
T L 2 12 OO
27 ta Oral cavity No abnormalities detected
Mottled teeth (upper and lower Incisor
UG ... SO No abnormalities detected ...
28 ta O;al c-a-vity. -------------- Incisor
125 Mottled teeth (upper and lower Cell infiltration in gingiva +
Male incisors) Decreased iron pigments of
(Recovery)
Rough surface of incisor ameloblasts at maturation stage +
(lower incisors) Glandular stomach
Glandular stomach Necrosis of fundic mucosa +
ceeveooooroenn.. Recessed region of mucosa (1X3mm) .
29 ta Oral cavity No abnormalities detected
Mottled teeth (upper and lower Incisor
cemeernneeneeee s OISO e No abnormalities detected ...
30 ta Oral cavity o ) No abnormalities detected

Mottled teeth (upper and lower
incisors)

Incisor

No abnormalities detected

a) Organs/tissues examined as follows: incisor, glandular stomach, cecum, colon, rectum, liver and prostate.
ta, terminal autopsy.

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

imal . . . . .
Sex Exp.group Aanz)na Fate Macroscopic findings Histopathological findings®
.31 _.ta_Noabnormalities detected _ Noabnormalities detected
.32 ta_Noabnormalities detected ~_ ___Noabnormalities detected
. 33 ta No abnormalities detected No abnormalities detected
Female Vehicle CONtrol  sooesceme e e e e e e e L e
34 ta Kidney Kidney
ceeeeeneennn.... Pelvic dilatation (right) Pelvic dilatation+
35 ta No abnommalities detected No abnormalities detected

a) Organs/tissues examined as follows: trachea, lungs, incisor, forestomach, glandular stomach, ducdenum, 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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Addendum 13-9 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

Sex Exp.group Arll\]l?al Fate Macroscopic findings Histopathological findings®”
36 ta Glandular stomach No abnormalities detected
Recessed region of mucosa ( ¢ | mm) Glandular stomach
. No abnormalities detected

Fomate VOl SNl s deied N abnormaies deeced 1
T T3 Noabormaities detected " No abnormaities detected T
.39 .ta_Noazbnomalities detected _____ Noabnormalties detected

40 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: incisor, glandular stomach and liver.
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

Sex (i);]'ér;;:;) Ar}x\;::al Fate Macroscopic findings Histopathological findings®
.41 __.ta_Noabnormalities detected ~_ _ Noabnormalities detected
.42 ta_ Noabnormalities detected ~_ Noabnormalities detected
43 ta No abnormalities detected No abnormalities detected
Female S meeseeeeeeseeeenies O oo orocooooosossseisesssesssssesssnssssee
44 ta No abnommalities detected Liver

45 ta No abnormalities detected No abnormalities detected
a) Organs/tissues examined as follows: incisor, glandular stomach and liver.
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

Sex (fn)gl)l.(ggr/(c)i‘;z) A;Il::al Fate Macroscopic findings Histopathological findings”
.46 .t Noabnormalities detected =~ Noabnormalities detected
.47 __ta_Noabnommalities detected  Noabnommalities detected
..A8 .1 Noabnormalitiesdetected ~~  Noabnormalities detected
Female 25 49 ta Liver Liver
Enlargement Microgranuloma +
Skin Skin
reeeemeennnnnn...Scab fomation (eck) Uleer s,
50 ta No abnormalities detected No abnormalities detected

a) Organs/tissues examined as follows: incisor, glandular stomach, liver 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

B11-0839

Sex (E);l;ggr/(c)il;z) A:zal Fate Macroscopic findings Histopathological findings®
51 ta Oral cavity Incisor
Mottled teeth (upper and lower No abnormalities detected
incisors) Liver
Liver Diffuse hypertrophy of hepatocytes +
U . o OSSOSO e
52 ta Oral cavity Incisor
Mottled teeth (upper and lower No abnormalities detected
incisors) Glandular stomach
Liver Edema in submucosal layer ++
Enlargement Liver
S Diffuse hypertrophy of hepatocytes +
Female 125 53t Liver Liver
e ERIATgEMENE s Diffuse hypertrophy of hepatocytes * |
54 ta Oral cavity Incisor
Mottled teeth (upper and lower Decreased iron pigments of
incisors) ameloblasts at maturation stage +
Liver Liver
eeeemreneeneene e COMATEEMEN e Diffuse hypertrophy of hepatocytes ¥,
55 ta Oral cavity Incisor

Mottled teeth (upper and lower
incisors)
Liver

Enlargement

Decreased iron pigments of
ameloblasts at maturation stage +
Liver

Diffuse hypertrophy of hepatocytes +

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.
+, slight; ++, moderate.
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Addendum 13-13 Twenty-eight-day repeated-dose oral toxicity study. in rats
Pathological findings of individual animals

* Sex (ri);kggr/(:il;s ) A;}\;:al Fate Macroscopic findings Histopathological findings”
56 ta Oral cavity Incisor
Mottled teeth (upper and lower Decreased iron pigments of
incisors) : ameloblasts at maturation stage +
Rough surface of incisor Irregular alignment of ameloblasts
eveeeneeneeeeen JOWETINCISONS) e at Maturation stage ¥ . reeeeeeene.
57 ta Oral cavity ’ o - No ;ﬁl;z)rmalities detected
Mottled teeth (upper and lower Incisor
incisors) No abnormalities detected
Rough surface of incisor
ORI Ld 20 OSSRV RURY
125 58 ta Oral cavity T Incisor
Female (Recovery) Mottled teeth (upper and lower Irregular alignment of ameloblasts
incisors) at maturation stage +
Rough surface of incisor
SN 0 U
59 ta Oralcavity Incisor
Mottled teeth (upper and lower- Cell infiltration in gingiva +
incisors) Irregular alignment of ameloblasts
Rough surface of incisor at maturation stage +
__________________ (lower incisors) N e
60 ta Oralcavity T No abnormalities detected
Mottled teeth (upper and lower Incisor
incisors) No abnormalities detected

a) Organs/tissues examined as follows: incisor, glandular stomach and liver.
ta, terminal autopsy.

+, slight.
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B11-0839

Photo. 1 Incisor of a female rat from vehicle control group.
Normal.

No. 35 animal. HE. x180.

A

Photo. 2 Incisor of a female rat from 125 mg/kg/day group.

Decreased iron pigments of ameloblasts at maturation stage.

No. 55 animal. HE. x180.
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Photo. 3 Incisor of a female rat from 125 mg/kg/day group (recovery).

Irregular alignment of ameloblasts at maturation stage.

No. 56 animal. HE. x180.
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Photo. 4  Glandular stomach of a male rat from vehicle control group.
Normal.

No. 3 animal. HE. x36.

Photo. 5 Glandular stomach of a male rat from 125 mg/kg/day group.

Necrosis of fundic mucosa, hemorrhage and edema in submucosal layer.

No. 21 animal. HE. x36.
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Photo. 6  Colon of a male rat from vehicle control group.
Normal.

No. 3 animal. HE. x90.

Photo. 7 Colon of a male rat from 125 mg/kg/day group.

Decreased goblet cells.

No. 24 animal. HE. x90.
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Photo. 8  Liver of a male rat from vehicle control group.
Normal.
No. 2 animal. HE. x180.

Photo. 9 Liver of a male rat from 125 mg/kg/day group.

Periportal hypertrophy of hepatocytes.
No. 24 animal. HE. x180.
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Photo. 10  Liver of a female rat from vehicle control group.

Normal.

No. 32 animal. HE. x180.

Liver of a female rat from 125 mg/kg/day group.

Photo. 11

Diffuse hypertrophy of hepatocytes.

No. 55 animal. HE. x180.
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TER Lz, BRROBREFICEVWTHBLY =1 TH 7Y 7 L, AILER
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d EERUVHHTHEERRH
E AR EEL & B 5.00, 10.0 B 18 20.0 pg/mL DIEHEGIR & REE
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Table ] Homogeneity and stability of the test substance in formulation
Ns(r)r::al Tlme;)?omt Layer of A;Z?Cal R.N. Mean conc. R.P. Y
* " 0, 0, 0, 0,
(w/v%) | measurement measurement (wiv%) (%) (wiv7e) %) (%)
Immediately Upper 9.90 99.0
after Middle 9.93 99.3 9.90 - 0.3
preparation Lower 9.87 98.7
5 days
10.0 ~ after Middle 9.93 99.3 . 100 -
preparation
9 days
after Middle 9.74 97.4 - 98.4 -
preparation
Immediately Upper 0.00995 99.5
after Middle 0.00994 99.4 0.00995 - 0.1
preparation Lower 0.00996 |  99.6
5 days
0.01 after Middle 0.00995 |  99.5 ) 100 ;
preparation
9 days
after Middle 0.00981 98.1 - 98.6 -
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¥%) (%)
1.25 1.23 98.4
Mar. 28, 2007 0.25 0.247 98.8
0.05 0.049] 98.2

R.N.: Rate to the nominal concentration
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Figure 1 IR spectrum measured prior to the administration period
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Figure 2 IR spectrum measured after the end of the administration period
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Reference 1 IR spectrum provided by the sponsor





