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TR Lcey hEFER LR,

BB KIZOWTIE, BEEFBED KEEECETIES] (ELEEBHESE 101 D)
IR LT AKEREZF 2EOEETER L TEY . BARIICAFE LEREBERD
RREBEEERE CICAFLIEREREDS, REFOEERZE-LTVWE I L 2R LT,

15. R FHIE
15.1 #HBRWEORERE
REREARE LT, SRBMEFR T [N-Nitrosodimethylamine 5 v MZ#iT 3 7 BREIK
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BEUK TRE LB EIRE, £BE3 L0 585 Cr:CDSD)#T v M 0, 08, 4 &
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20 mg/kg BETIIREHMOEH» O HRERMEN A N, 5 6 B BUBRICAMREE
EBRRBDOOENTZZ ENnD, FED 10 mgkgday TH 28 ARIRERET S LR TE
DEEREMEEENFERTIWMREERH S &2,

L72R > T, AAERTIT 4 mg/kg/day ZmAEE L, EHAEL LT 0.8 mgkg/day Z5RE
L7z,

152 MR

WRYERERL LT 2 AERAZRIT A4, iz;*:{zl:@%n%&“@?“élﬁﬁwﬁ@ﬁi% RE LTz,
Fro. BEHBEROSAERIC, 1E, 7R 14 BAEAREZICEHNT YT 54 MR
BRI T, LUT. SRR RREE I REE L iadi T 5,

TT7 74 MEOREHMFOBEREIET —#1%, 28 BEREHIZED TRV E-

7=
- RERE |BRERE %&%%E{&‘ LY/
(mg/kg/day) | (mL/kg) | HEE(wi%) (BHES)
AR (1 ERE) 0 5 0 4(1- 4
BEXTER (7 AFMES) 0 5 0 4(5- 8
BEOARTER (14 BRE®RE) 0 5 0 4(9 -12)
BEARTER (28 HRE®RE) 0 5 0 5(13 - 17)
EAZ (1 E#&E) 0.8 5 0.0160 4(18 - 21)
BEHAE (7 BHE®RS) 0.8 5 0.0160 4 (22 - 25)
| EAE (14 BRE#RE) 0.8 5 0.0160 4(26 - 29)
B | ERE 8 HE®S) 0.8 5 0.0160 5(30 - 34)
Y| mHE 0 E#RS) 4 5 0.0800 4 (35 - 38)
H | EHE (7 Bl%RS) 4 5 0.0800 4(39 - 42)
EHE (14 BE®RS) 4 5 0.0800 4(43 - 46)
=mAE (28 BRE#RE) 4 5 0.0800 5(47 - 51)

153 #&5i&
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BUKZMZTHFIR L. 0.0160 wh% DR ERZ /R L7~
FHELEREOHBRDERE RS ICAWAEREIIY S A8BE Y L ICEFRLEh
N T L, EEMERUEOMREE 7 I CTHAT (FERAME 4~7°C. FFESFH 1~10°C)
THRE Lz, HBRYERIIFRRSE 12 AUPMICER LT,
INFITRE LB REDRBDER R OCBEIT 555 B ICREICLEREL 2 E
S OBMYHL, fAEEE CTERETER LBEICH VW,
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b) WEBRMEROEEN DM
0.100 JTr 0.00400 w%DEBRMBERDEFTRE CTOREMEY ., ERBEMERITIBNT
X02-0266 CEBEEEZ n~ N T 74— (HPLC) 2 XV RESRLTZ,
METRE TR 13 BRICHIE LB EREY ., FREER OB EREIZS L 0.100
KT 0.00400 w/iv% DHEEBRMETR TENEIL 99.1% K T 97.4% & 100£10%LINTH -7 2
Enb, RERFT TR BEAZETHD Z LRI,
¢) REIZAWVDEBRWEIRDIRERER
FIENZFARL L 7 0.0800 B TX 0.0160 wv%DHBME IR OFRME K ORE % | BB
FRITBVT X02-0266 THPLC IZ X W FER LT-,
BIE U B E IR E 2SR E MBI L 0.0800 2T 0.0160 wv% DB B IR TFNZ
A 99.0% K TN 102% & 100£10% AN TH o272, BEICHR TE /- LEE L THR S5
FAviz,
154 & &

1EL 7, 14Xid28 HFEER 1 E, BRBEO®RE L, B5139:11~11:15 127> 7,
BEZERT o AT=T N (TAE) BB MTERE (FAE) 2RV, BIEL
TeEFTOEEAEIZ, Smlkg TEE Lz,
155 —RREEEE
REHEFIIER 3 B (RERT. BREEE~1 FEE, &5 2~6 %) | £XEE
kR EE L,
15.6 FEMR—AIREEEE
28 HETRERIZOWT, BEFEANC 1 B, RE5ME%ITE 1 BOHEE TREDIEHE
TBE LU, REFBBROBZEIIBMICEE BEBYES) 25T, BT UEL
Z{To7ctk, REBRESHBITERWIRE (BRiE) TiTo7,

T=UNORY | TV FEEANTIL, B8R — UMY BT E TORE (B
H4 RO UG LS SRUEF) 2. 227 U U 7ETHHME
EERMERIETORE, #EORE (LT, EOFENERUHEE
HAD [ RERUHECE (B, BREOFT ./ —¥) | ROE
7 ORR. IRERSEHEOEILE) | MER VS OF EL B
¥ % 90 cmx60 cm OBER L2 1 HfELLE 5 SURN) BX ., BE5,
TV—FATO | FEE. R, SMTORE, RGBS, B - 85 - 58, ERT
ITENDOBIE BRUEETHOFELEE

1 pEOHEEE (E0H) KUHEREZ (ROT7—N1%) 2HIE

FlTE o TOEE
7
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L
B B |ELCREEL L ORGSR T Y LS G
el T T N ———

B |BBE2FTEBo7-%. BILICER Y T EORISOFELBE
ZZH |KI30em OFE I D, BOEHE EICLIREETHE L L&D

EERRA | EERGOFEZEE

P BINA—FFGC2 (AT 14 R) 2RV, AIEROEREOES% 2

ENAIE L, FHE CFHE

7 v MAESHEREERE ACTIMO-10 ('>F 7 /) ZHV., 8

B EHE DOEBNEZ 1 FFfHE (10 2R T 6 [) HIE L, IR (42.6 cmx26.5

cm DOFF & M S om BIFR THRAE) 28U - A% CHE

15.8 (KEHE
E2HINZONWT, EFEIMRFE (P Y UX) Z2AV, FTROBICEKEZRELE,
- BT HE
- 51,3, 7. 14, 21 RK*28 B E
- BRBEHOMTIE (FHEE200fkHE. ERRkE)
159 EEEERE
7. 14 RO 28 BREIBRERICOWVWT, BFELEIRFE (PRI X)) 2RV, FTROH
WZEREEXHE L,
- HES T HOKREE
- |51, 3. 7, 14, 21 K128 B BEDFREE
BE7, 14KR021 BEIIBREENERICEEZHAEL, WREOREELRE L,
BIEL/-HEELZREENSZAERMTO 1 BELEHEEL RO, 7B, EHER
IZHERZIT SBMIC OV THEREEOAZZHIE L. SHOFE R ORERDBIE I THh 2 H
o7,
15.10 [RIRE
a) B &K

28 AMRESEICOWVT, 5 28 B B OFF&IC W 150D 200xH 263 mm O & A5 54

TF=UIlEBMEINAEL, BHEKEUIERRETER ETOR 16 BRI OERR 25
L7,
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BN LCEBREAVREOCEB ZEIE L, RILEIIBER VS EREYBRE L
TfER. mRAER THEBRMEOREICEE LAl Ebn =), (EAEEICONT
bIBEEEZToT,




B10-0106

H H RS H2s
FRE (Urine volume) AR A —IT Lk BEE _
&3 (Color) L
Y (Turbidity) AR o
RiZZEE (Uosm) KEETE A
pH
ZEH (Protein) AEBRAKE
7 b K (Ketones) FEBRRIZET TAT 4 v 72— | —
¥ (Glucose) v A) ZER)
B (Occult blood)
JRYEFE  (Urinary sediment) Sternheimer 215 B

FEAKE A BBRFEES OM-6040 (7—27 LA)
B: 2T LM BX4l (FV v 3R)
15.11 MmEHKEE
a) BRMEkORERE

FRBEIIOWVWTEKRSEOTE OBEL, BH (ERF 16~20 FRH%) |
CO,/O, &5 T ARREE (CO:0, IR EH=4:1) T CEHKBRHLKREDO LB VIRML., #
ERBEZER L, 2B, 3754 FECHOWTIRMIEOREHMERITh o1, F
7o, 28 BREIBEEICIOWTIX, A7 AV - RNAEMLE (HAXZ ho - FooFy
V) ZAWTIRZ IR UEBIRET L, ER T2 BEEILL EFER. -20°C T 24 BEREER
FlLl, TD%, -80°C TREL. 74 74 XE&FE L CREMMmERZeaTicE

17,
BRERE TERLG &
- EDTA-2K #SERIL TN A SB-41 (7 v FES G1056, A X v 7 R) TH
i U7z ik

SAAB=F M) ULZAKFY (2> hES WEQ6248, FIXHETE)
M #F | © 3.2 wh%AKEEEE 100 uL F0 L7z 4 5 A BIREBRE CHIm L 3= 04 EE
(3000 r.p.m.x10 mins) L CH7= Mg

m & | A7 AEERE TR LELSBE (3000 r.p.m.x10 mins) L CE7ZIME
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b) MKFAIRE
EMEUMEZAVKEROBEBEEZRE Lz, ¥7 74 MEIZOWTIEFu brr By
RFfE R ONEE(LER D b e R T T R F VR OBIEII THh R o7, £, TXTOE
BIZOWTHRRAIE TE 72720, Mz AV BHRERIIER L2 o1,

H B 5k B
FRIEREL (RBC) R B HRIE
~EZ o EE (Hb) VT UAMNETBE VL
, RBC xMCV
~< h7 Uy ME (H) 1
FHFRMEREFE (MCV) R REF RIS
Hb
FAFRMBANE 7 7 e (MCH) gc <10’
..—Hb____ X 105 C

FHFRMEKA~E S o e EE (MCHC) RBC x MCV
/i (Platelet) ERERIE
MR MERECLSE  (Reticulo) RNA Jefaik
B gk (WBC) Zu—H%A FA KN —¥E
HIMMEKE 4% (Differentiation of leukocyte)

HHER (Neutro) . U 738K (Lymph) .

SFEEFR (Eosino) . AFHEZEE (Baso) 7ETYA ARk

EEK (Mono) . REFELEEK (LUC)
7o bur e R (PT) HEZE{Em AR
EHEEE S b e RT T XF B (APTT) (LR A D

RERE Ciizef., DICiXmiEsEH
AR C REAEMERFERETERS ADVIA 120 (3 — A R)
D: & B EMiKEEEFEEELER STA Compact (B2 « XA T 7 ) RF ¢
v 7 R)

- 14 -
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¢) MRAEFAIRE
MEZANTRROEEZRE Lz, 3T 74 FEEICOWTIRT AT UBmT I/
NGV RT 2T =B, TI7=2UTI ) IV RT=25—F, FAHIET R T 7 F—
Y. REZER, JVT7F=VRUBEI AL URBIE L. ZOMOEBIZEE LARd-
726

" B 5 B
Ty TTRTRRTEAT =TT G sscc ki
T72=2VT ) "oV AT7 25 —8 (ALT) | UV ¥ JSCC B Lt iniE
TNAIVET + X7 7% —E (ALP) p-Nitrophenyl phosphate 7%
a2 = AT Z—¥ (ChE) Butyrylthiocholine iodide ¥

L-y~glutamyl-3-carboxy-4-

FINEINETURRTFL—F (pGIP) | o o e

=127 5 —/1 (T-Cho) COD-ESPAS ¥ E
MU ZUEY R (TG) (;l;;)i-ESPAS VAR =T -
REZER (BUN) Urease - GIDH 1%
7 L7 F =2 (Creatinine) Creatininase * F-DAOS £
#EH (T-Protein) Biuret 1=
TNA7 XY (Albumin) Bromocresol green %

Albumin

AJG f (A/G ratio) T - Protein — Albumin -

m#E (Glucose) Hexokinase * G-6-PDH ik
Beyarey (T-Bil EEsRiE

FREHE (TBA) BRI A7 VT E
Y > (IP) Fiske-Subbarow

B (Ca) OCPC £

F hJ A (Na) Crown-Ether [RERIE

HY T (K) Crown-Ether JEERIA F
R (CD MO =ik

ER#EE B ACFBEEBOWER 7170 % (B 28/ER)
F: EfEOHTEERE PVA-EX T (A&T)

-15-
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15.12 IREBFRIRE
a) 9 &
ERBREILOVWTRKEEREH OEROWT N LEMEZIC, B % EHKENRA b Huf
L TREFL ST, FR, BRI, BT, \EERE, M, BEEROEREELZONEICD

WTHIRRIBE X To T2,
b) n‘ﬂ?&%ﬁ&()‘“*ii{ﬁﬂm

(@ Y771 b

1EL 7 XRU14 BERSEIZOWT, HRFICREDORE - BT LT,
5 & 2E - AR

B{LEER Tl
D MER Dol
W R 2R R = e
ATEZR R R R PR IR, TAZERIIR
FREER foi* (R, /NS ER QMG 2 &)
EMERHR R CRERE) | B, Mg+
PR TEE FRE (ER/MEEET) | BIFE

FORIREAAN O T 2 L7288 B 13, BERCUIRFRICRE T 2 EFRE (F
VRV DR) TEEBZAE L, Bl BEROREELEIEGZHN 4 ICHEL.
EAOEFZEH L, BIBIIERLE O THE Lz, HRAZERNIEITRED—
WG THE Lz, FREZI ER/MEELED TRED D ABEE I 10% P HEEE
RV ARICRIEL, BR, EADEZRIENOHHMLTCEELRE L, ER
ZRIE LIZSEICOWTIE, SR BICRE L-FEL RIS EEVEH L,

- 16 -
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(b)28 HFE® 58
BIRRFICIRERDOSRE - M2 L,

2= 2 -
FRER SE, M
LB BT 5. B (FEBSLEB. S T REET) |
FE, R
D - MEF Dol
WREEH Bl BBt
ETESEH R, MR LM MEIERTSIIRY, HRIEERTIIAR,

BE (BERZED)
PR R fog* (KRN, /MR OMBEST) . BB, LEMRE
BEE (KBRE) . FREYD %8, BFU V%8 (No. 13, 14 &

s
BILER D47 BIR<) | IBRIEY oS, B, R
AR TEE. FRE (LRMEEEL) | R
R Rk

B BEE | BEG G B ()

BJE - HR#E | AR

RE R OBERGE 10%FEEE R L~ ) AR R EABICER L, B R URIE 10%
FHERE AL~ U VIREEA L CRIRICIRE L2, NEY R KBERE LT,

FLRBRLISI D T*] 4+ L7228 B 1d. BERUIRFRICRET 2RNCEFRE (F
VBRI DR) TEEZAEL, BiE. BEERUREREEFIEREZB4ICEIEL.,
EEOGFHEEH L, BIBEIER2E O THE L, SRIZERIBIIRED—
2O THE L, BEIEERL SO CEBRHEZ A TRELTERL, EE%
BIE Uiz, BRBIE ER/MEZ & O TERE D b ABEE 12 10% T HEEE L~ Y o~
RIREL, BB, EAOEZRE, LN L CEEZRE L, EEZHELE
BEICOVWTIE, R RICEE L -AEL RICHEYEEVER L=,

-17-
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c) HMBOEERUMRE

BELHRE - T, LTo XS ICEERERE L,

g%, EEZRAER, SMUEEDOPRE, L (FIARAI & Z DR 2 S5 ARIC
R-oT) 2~3 mm BOKMEBA 4 AR L, BGTFREREBTAICELE, 28>0
BEENISgUTTHD Z L AHERE. TNTNEED 5 FEL LD RNAlater® (Ambion,
Inc) IZIRESHET, 1.5 2B 2BAITEMA OmmL Uk LA L, AEikE
&, -80°C THRIF LT, SMUEEDERETREEMIT AT OERE OB R UE
D DEE 10%FHERERE R~ Y U TEE LT,

BigiL, EARAICEELRESR., HRIOFREHOABEEET L 5 ITHEE T 4~5
mm VEDMMA Z W L7z, A NOWEEZRVERW-%, FRTIA LR, 5%
W& 3 mm PINIZHEE) L RNAlater ICERE L7z, BB Y OS5 HHE, BIENE., BB/

v&@&%%%ﬁfﬁijVfL\%ﬂ%hRNMMrKEELtOEU@%%ﬁ*%
%, -80°C TR L7, EMNX 10%FHERESR L~ VIETEEL,

RBRIZ, EEMAICERLZRIESR. FEE 4 55 L. EEF OS5 % RNAlater (218
E LIz, R O¥FITkEHE, -80°C TREFE LR, EAIIIEET Yy Y UIRTEEL
7=

BREET, EERZHER, EALVEETEY P VIBRTHEE LR,

FEZERTSIMIE, EERIER. EFTo L, —F5% RNAlater IZRE L=, BV 1T 10%
PHRE S Y R TEE L,

fRild, BEEZBRIER., KB LEAZ D= (A Z ) —N 7 aakiLsEBRRES L
=6:3:1) IZREL, ZO%, KETTSEMEIEE S Lk, Bk ¥ ) —VICKHaL
2o SDITKIMTTIRE S LAanis, | BEBEIC2E, Bhky ) —A %25 LT,
KIETT—BIRE 5 L7k, A= ) — L E2HERHL 4°C TRELE, BELER
BHIRGAZ FE U THREBTIRFEICEM L,

RERE L, ERZ BB b KRB EEFE S TR Lz, 2% L. RPMI1640
(Life Technologies) 5 mL TEBEZHEVHL, 70 ym DA v 2%BLTa=h AL F o
—7WZER Lz, 4°C Tl (1100 rpm, 5430 #%. EEERW-, BES 2 mL O
RNA/DNA Stabilization Reagent for Blood/Bone Marrow (Roche Diagnostics) (223l & 8,
FREEFRE TIERIT-80°C THERE L. AANIEEE 2 & X 9 ICEE L. 10%H 4R
EARL~ Y VR TEE L,

PRl S, EE A RER ., PRI H O BB CIE 1~2 mm O % 1 BB L . RNAlater
WCRIE L7z, 2RV I3K 5 mm BB THI VAL 2 AN T2 #IT 10%FEEE R/~ ) LK T
BEE L7z, ‘

MRz, EEZRER. EFTIH L. —F % RNAlater [DBE L7, BV IX 10%H
ERE AL~ ) VIETTEE Lz,

TEEIZ, EEEXHEIEE. RNAlater (IZEELT-,

RNAlater \Zi&{E L 72 S48/ RNAlater % FEICRE S8 572 4°C T24 BRREIHE L
7ot RNAlater [IZRIESETF £-80°C THFE L., FT7A4 74 X2 RE L TELLMTTE
BATITZERTICIE R LTs, -80°C BARE LIEBIZOVWTE RIA T A 25 RS L TR

- 18 -
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MR E AT RIS Uz, BRIEIC DV Tk RNAlater IZBIE S E7-REET 4°C T
4 BERR L D%, MBA ZRY L OREESRF CHEBRE L,
T DOMDEIE - MBIE. 10%HERER L~ IR TEE L,
d) FREMERERRE
(@) Y771 NEE
1EL 7k0 14 BRAREHOMBEROERHEREICOWT, K. Bk, BHE.
BISZRR. BB (RBEE) . iR, BB T 7 4 L aEETEE 2 /e L. ~< k
VU xA VY (HE) ek, AFEBEMENICRE L, B8 (KERE) 139
D H LA 10%I588 - R~ ) RIZ X A BIKETT - 7=,
£, 7RO 14 BEBRSEHTIIFRICOWT, SAER THERYE DR 5 HE
LIZ B eBGebnicizd, £ EEREBHIZ OV T HRERBEORE R 1T 72,
(b) 28 H &L
MBEROCEAERICOVWT, MEUOTEERZBROTERLZT_TORE XX
MBDONT 7 4 o OBETEIR 2 ER L, HE @k, EEMRENICRE L, &
KOVERE (KRERE) 13800 B LATIC 10%85ER - R~ Y UIKRIC K B BIRETT - 7=,
F7o. & B, U SR OBERIC WL, SRER TERYEORE
WCEE L bp NIz e®, ERAEEIC OV THRERRZARE 21T - 72,
I BT EmAEEOIRD HE LEEACB W TERNICBEREDILENR L b,
~NEVT Y IR AR OERS RO 2D, TR OEEIC oW T, xTREE
D2 (No. 13 N 14) ROBAERED 2 6] (No. 48 ZTR50) IOV T~LY vF
LER R —/VEIL L 2REEZITo 2,
15.13 #EHFEAIHIE
‘ FE, BEE #). BREDE,. MKFORE., LIKELFIRE, RE. RESE
ERUBEEEDORMEIZOVTIX, Bartlett (EIC L 2 ESBRERITV. 5% B BKETES
BARD bNIZEEIL. Dunnett IEIZ L DREZTTo e, SHENRD bNRNEESIT/
/37 A MU v 7 @ Dunnett ¥5IZ KX DHEE1T o 72, PREEE (E0EK) RUOEREE (F
DT —NEH) 13/ 2 2%F X MU w27 @ Dunnett IEIZ X AREFITo 7,

16. RBEEOEREEICHEL RIT L L BbN 2 BEER R URBREEEN b OB

REREEOEEMICEEZRIE L BN ABREERROREBRFEED b O®MITERD
LIV T,
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17. RER R

17.1

17.2

17.3

17.4

17.5

17.6

—f% kA& (Table 1, Appendix 1)

ERDEREHR O REICEFIIRDO b2 ho 7z,
FEME72 —MRIRAE (Table 2, Appendix 2)

4 mg/kg FHETHRE 1 BEEICHEREEBEHTOZRL, AEREEL o7z, HFEREK
COWTIREBRYERERICEB LTI bR, MOEMBEEEB IRV THLER
VWEREHROHRBHEICETIIFED bhRdoT,

HEEEMRZ (Table 3. Appendix 3)

FUSHREICIO T, 4 mghkg BO 161 (No. 49) THREDRISHTHE (+) BZ&bH
725, 0.8 mgkg BROHBECREZIRDbNAP -7, . BARVERESHE
BV TR EREHICEERESHIIRD N2 o T,

& E (Fig. 1. Table4, Appendix 4)
4mg/kg BHETHRE 7, 14, 21 RV 28 H BICHBREME GIREED 91.8%. 89.7%. 86.6%

FK1r85.1%) &b, 0.8 mgkg BETIXIS 28 B BITIREMER CHEBEED 93.8%)
BT,

#EEEE (Fig. 2. Table5. Appendix 5)

4 mgkg HETHRE 7, 14, 21 K128 B BICHEBEREMETEMEER CHEBEED 88.7%.
88.4%. 88.5%% (N 84.2%) NA LTz, 0.8 mgkg BETIIEERLHIIRD beh o7,
FR#&Z (Table 6, Appendix 6)

4 mgkg HTREDEERHERVREZEOHEEREENLONTZ, £z, 5 FlLH]
TRILEFICEGRPBAE SN2 >72, 0.8 mgkg HETIIRERVREZEICHEERLEH
IROLNT ., ZOMOKREEBIZEB VT 0.8 mgkg R USHRBEICETIIZD bR,

27,

17.7 MikBZE

a)

b)

MEFEIFZE (Table 7. Appendix 7)

1 B S8 IR ER SRICEEREHIRD b1z,

7 BRBRERIZBWT, 4 mgkg BE CHERER OARRIFERERLROEERSHE. U
YRR OBEREERA LN, 0.8 mgkg BETITEERLHNIRD LN o7,

14 BREBRERICRBV T, 4mgkg BET Emiﬁmwﬁﬂ‘&t%@ﬁ“&%‘ﬁ\ MCV OF
ERMEERAL LN, 0.8mgkg B TIXEELREHIED Lo 7=,

28 HAREEIZRBV T, 4 mgke ﬁif;@-‘aﬁﬁtm-@?ﬁif;mﬁb% biviz, 0.8 mg/kg B
TIX PT DRBREENHZ LN, AEE OBEESENED bIRWZ L LERNE
BeEZT,

MEALFRIRE (Table 8, Appendix 8)

| BB EHECIIHBRYERSEICEEREHIRD SN2 o7,

7 BREHBEEICBV T, 4 mg/ke BET AST OB B2 SER O ALT OSBRI 234 5 1
7o 0.8 mghkg HETIXAERENIFE D bhed o7z,

14 BREBREGEEICBWT, 4 mgkg HETAST DEEEAEVNALT OBERESEN LS
N7, 0.8 mgkg HTIIFEREHIRD bhied -1z,

-20 -
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28 A M GEEICB VT, 4 mg/kg BET AST, ALT, ALP, 2V Y= X7 7 —F 1GTP,
FUZURY FRUME Y VEY OREZEE, RIBHEORERR. BUN RUHRER
DHEERIEERA DN, 0.8 mgkg BETITR I L AT 0 —LOFEBERIEENH IR,
REL OREESERRDLNRNI ENLBRIVEE LB X,

17.8 REZERIRE

a)

b)

FFEEE (Table 9 X110, Appendix 9 & 10)

1 E#REBFICBV T, 0.8 mgkg B CREOHGSEEDHEEREEN A ONZMN, HE
EDBEEMEPROLNBRNZ ENLBROEE EE 27, 4 mgkg BHETITEERE
RO bLiLEhoTz,

7 BB SEEICBV T, 4 mgkg B TS B AEREERIKE GIEBED 942%) %5
L. LIBEOENEEOHEREER A SNT-, 0.8 mgkg HTIXEEREHIRD b
Mo,

14 B AHEHIZBW T, 4 mgkg B CHEIROMENEEDOFE Z2EME HERED 121.9%)
RO BIVTIEh, FEE A EENMEEER (RO 94.2%) FR L, MOBTEED
BAEREENRH LN, 0.8 mgkg FHTIIFREOHEN K UHMNEEOAEREME. BE
LEOEREEDEEREERAZLNZS, WThbARL OEEERRD LRV
LD BREOEEH EE T,

285%&5ﬁ_kw1'4mygﬁfﬁﬁ®ﬁﬁ&0ﬁﬁig®€m&mﬁ(ﬁ%ﬁ
D 129.7%K N 151.8%) | BEIBOHNBEEOCFEELREME GHBRED 132.1%) . g0
SNEBOHFBREENRD DLz, BEMIBERBEOESEEDA B2 IKHE,
FREEOMOBEMEZENEERSENR A I, 0.8 mgkg HETIIHEERLEIR D BN
x0T,

#| #& (Table 11, Appendix 11)

1 EROT AFBREH TR ERSHELOREICEZ IR bhvkho iz,

14 B M5BTV T4 mgkg BECTRFIROBERDS 4 F5 2 112580 b7z, 0.8 mg/kg
FHROSRBICERIIRD bR ho T,

28 B EBEICHBVT, 4 mgke BECHIROIERD 5 Flefl, 3 (FLEZEREUIAA]
EZE) O/NEUER 3 . BERKUOERBEERE 1, %U/nmmﬁkm4ka
HNTZIED, HRABBOB ZILED 1 FlIZH b vz, 0.8 mg/kg B O REIZ B EIX
H LN T,

JRERAEFAIRRE (Table 12, Appendix 11)

1 BIREH T, SAEERUHBHICETEIRO N7,

7 BEBRSEIZBV T, 4 mgkg BETHFIRO 7R b— 2 (BRE) A4 fild 1 411238
HITIED, BREOGFHEREEN 1 fliIcAH b, XRETIIBIROBEERN 1 Fli
H BT, 0.8 mgkg BETIIREZIT o IFIBRICEE TR b oiz,

14 BEREEICBWT, 4 mgke B CHIRO IR EAIREEE (BRE~TEE) 284
Bl 7R b -V (BE) 234, MiREE (FEE) RUERA~NEYT U Uk
EF O(BE) % 1RO bNzizh, BROBEERN 1 fllchbhiz, BEEXIT-
72 0.8 mg/kg HEOFIEE OSTREICEFIIFRO biizh o7,
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28 H B SEICE VT, 4 mgkg B THIRO/NEF DEFHBENE BE~PEE) |

FHAfR RSt (BE~TEE) | REFMEEE @EE~PEE) | U 5RkEE
(BE~TEE) | BRA~NTEYT Y VIE BE~TEE) B5H£6, 7R b=
Z (BREE) 234 Bl BASEREEM BE~FEE) K346, 5o EE) 2 2 4,
AR OB OR/NAE (BE) 2161, B RE O REEOBOK/NRE (Z<
BREE~EREE) A2, BFY VSEIOERERK (FEE) 25446, EiROBEIE D TTE
(BEE) 26RO bNTziEh, BEILEROEHOBREFENE 1 flickbi
7o 0.8 mgkg BT, FFU VA EHOERERK BE) 21 6150 bhizigd, BiE
DREERD 1 FlicH bz, BETIE, Mo, BROMEERE OEZERT IR
DY NERIZEBE 1 FZA BN,

723, 28 B EEHOXRE R O 4 mg/kg BEDE 2 FINZ OV TER L 7= g & OB
DAY CEREIZEARETIL, SHBEOTEE CEIEIC BT & bICBIEDE N R
DO TZDITK L, 4 mg/kg B TIIFFIROBRICEEHERRD bh., BRER
BANEDT Y U ThDZ DRI NT, 4 mgkg BEO IR CIIRME I BEDE N 2
SHOFPIBO oD, ERHEBOHFEN TH o7z, FHEIC, 28 BEHRSHOMNR
FER N 4 mg/kg BEOE 2 BNV TER L 72 g R OISO R — VB X A BE T
XHREE L O 4 mg/kg BEOFIEE OIEIZIB W T, W baoBEmEITRD b
NoloZ b, BHARIIEEL TN EHE L,

18. 8 £

TBRIEIZ OV TIE, ERFYICB O THEMERAE CTOERERENES FESNTEY .,
KEEFRFME T 27 7 A (National Toxicology Program, NTP) Tix [EEaIzt Moxt LT
EBAMERH D LB TFREINIWE] ITHESNTWS (NTP, 2011) . —F. EXAM
USNDEMEZBIZONWTII+S 2T — BB LN TOARWVR, RERE TIIFRER OB~

DEZBPHFRE SN TS (PCS, 2002) , ARBIZBW T, FEEVBE~OEEZEN

N g B OBIB~DEERED bz,

FRIBIZx3 282 2 LT, SIRICBWT, 4 mgkg BT 14 AR E%H 5 WIRAIMER, 28
H RS RICED/NEL, FERRVERMBERA LN, REEBREHRETIZ, 7 BE
BERNPO TR b X, 14 BEEEH O FIREMER, 14 BRRE5%ICHEEE
BH LIV, 28 BFEREBRITIVNER LIETIRENE, FR02E8En, RO RNTR
By, BHEFMREAE RO S EBENTRD Sz, REHBOTIEN D & SR
WTIE, REBEEOEMIFEWEBERUEBBEED LAXALN, SbITRERSICLS
FMIEE L ZIUCHT 2RERG. BAEXIIMEERIGEE 2 bNEFEORRARR LN,
B, BEEET 28 ARBREZICEGTEEDRMEN A SN b DOHEMEEICLTE R 20
ST Z &R, MRADEFMZ L L BREEECANRET 5 0T, S#REIC X 2B &4
RIZE DMRBEOEMPER L TV 2R TH0EE X, MFELFENRETIE, 7
AE&E%E? D AST RO ALT OEfE, 28 BEREHIC »-GTP, ALP, REUALEVRUR
FEHBROSERZ b, FFMREERVBEEEEICL B0 5 - BARR SNz, MKEEH
BREICBWT 7 BRREE LA DN BEREEROEE, TN 28 BRREZIZRD N
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TeRF D B ORIRBIER R MER BRI, FHEREE IEEEE~DRSHEEL L &
Abhiz, 728, 14 BHRERZRICERNANT DT U VIRERZ LA, —REIFRmEkag
BOB L SN DBEBTIIBEL 2 R T 2ELIBE SN eh o7, Zhit, 28 BRABS#IZ
FHET 5 o MMARO bz Z &b, FFEEOBEICHEVIFIEN CREBRENE UM E
BolebD LB ZTz, BEHMPIC 4 mgkg HTHONZEER EEEDEKMEIZ, EITF
JRIC T o BMERELRM Lo b0 B bz, 72, 28 HREBEZIZH b BUN &
UREBDEMEIR. FEECL B TORZFARDETREHEERIC L3 BEAEER
EDRDZFT LD EE 2T, 0.8 mgkg B TIXBAREALTFRHA~OEEEEEIRD LN
D35 28 B BITIRERE. 28 BRRERICH D V@ OBEREIEAN L NI L0k,

MO NDOEENREL WL HELE,

BRI 5 HE & LT, 4 mgkg BT 28 A MR EBZICREDOSER VREEEDEEH
HONTz, MRECFRIRE TIXBEREZ RBT 537 2 —Z OLHITRD HNARD > 7238,
IREMARFIREICB O THEOEMERE OO F/NREINRL b2 b, WRYE
DIRAE BRI »0OEELRIFL-EE X T,

PERI RT3 DB L LT, 4 mgkg BT 14 BRERE#NOMENEEOSE,. 28 BRERS
RIS EREOREROCRIMNEMTTENR D bivl, MEFHRE CIIROLEOCFNICRE
LIZEMTTEZTRTNT A —F OEENIRD bR - 28, IR0 E(LIFRCoBEmIC
EELEZELEEZT, .

28 ARG 4 mgkg HTRIBOMMNEEDOBEN A LIZH, HEAMFIORE TIX
BEEPRBOONREP 2T ENDbA R LRCEEA LS E E 2 b, EEFRNERITIE
WEHIBT L2, E70. 4 mgkg HETERE 1 BB ICHEREROERE., #5 4B ICEEOKG
PETCEDR B DIV, BHRME OMRR~DOFEITBEITHREN 2\ (IPCS, 2002) = & H>
b, BENFTRLEZ, TOM, 4 mgkg BT 7 BRARERZICUDBOESEEDIKE, 14
AR ERICHOMERSEROIKE, 28 AMBRERICHEER UM OMETERDSE, WL
B OB DM EEDEMEN A SNZR, WL b T B AEMEEE TR L. BEEGS
IR 21T o 7o R, BILRR OVERICREMEILRRD b oiz 2 L b, REEE
WZBHE L KB L E X T,

BEHM P ISR SRR TEICA DN Z DO EIL, AEEREEORVWESTh
DL MITEETOIEMERRDONNI L, IBRAREREL LTHRISNWAFART
HDHZLEND, BRMERE LIIEEDRWELEE LT,

UEDERY, KRR TIIHBRYEREIC LV BEHH O, b g~ 0B EE, &
SHIROBRBIZERA~DEERERRO b, BEEEVBIB~0EELL LN, ZO/MD
HIEsR, FPRERR, O - MER, £EHRR, BER, BRER - BER ABE~0pE
TS o Tz,

19. &3 3CHk

NTP (2011) N-Nitrosodimethylamine, Report on Carcinogens, Twelfth Edition. 306-308.
IPCS (2002) N-Nitrosodimethylamine. Concise International Chemical Assessment Document 38.

223 -



slen :siybiam Apog

sjea u) Apnys Ajoixo) jelo asop-pajeadal Aep-jybie-Ajuem|

(Aep) pousd uopesnsiuiwpy

8¢ 174 145 L

T T

9olo-0ig

Aep/By/Bw  —p—

Kep/bBy/bw g'0 —e—

Aep/By/Bw 0 —o—

0S

001

oSt

00<

0S¢

00¢€

0Ge

00V

0Stv

L Big

(6) wbem Apog

-4 -



9010-0t4d

3\ uodwinsuod poo-}
sjel ul Apnis Aloxo) [elo asop-pajeadal Aep-jybie-fjusm]  Z Bi4

(Aep) pouad uopensiuwpy

8z 1z 14 L 0
— _ . : ; 0
416
4 o1
-
O
2
1 Gl O
(@]
?
oy
3
3
{10z &
3
=)
4’
. 4 62
-— :
Kep/By/bw  —7—
Kep/Boy/Bui g'0 —e— 1 0¢
Aep/B/6w 0 —O0—
4 ge

-25-



Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of general clinical observations

B10-0106

Sex Signs Administration period
mg/kg/day 0 0.8 4
Male SS ss ss
179 17 17
No abnormalities detected 17 17 17

ss, scheduled sacrifice animal.

a) Number of animals examined.
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B10-0106

Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations (scoring scale for detailed clinical observations)
Removal from cage Ease of removal -2 No reaction
-1 Veryeasy
0  Easy (slight resistance)
+1  Difficult
+2  Very difficult
Vocalization 0 None
+1  Vocalization during handling
+2 _ Continuous vocalization
Handling obsevations  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
Exophthalmos - Absent
+  Present
Pupillary size -1 Miosis
0  Normal
+1  Mydriasis
Salivation - Absent
+  Present
Secretion - Absent
+  Present
Observation in arena  Posture 0  Normal
+1  Crouching position or hunchback pasition
+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
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
C  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
Summary of detailed clinical observations

Male
Predosing Dosing 1 week
Dose (mg/kg/day) 0 0.8 4 0 0.8 4
Number of animals 5 5 5 5 5 5
2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Eﬁ;g 0 5 5 5 5 5 5
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
o] 5 5 5 4 4 5
Vocalization +1 0 0 0 1 1 0
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormal - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Piloerection . 0 0 0 0 0 0
L . - 5 5 5 5 5 5
Staining hair + 0 0 0 0 0 0
. 5 5 5 5 5 5
Unkempt hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness . 0 0 o 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
L - 5 5 5 5 5 5
Lacrimation . 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthalmos 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- - 5 5 5 5 5 5
Salivation . 0 0 0 0 0 0
N - 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Motor activity 0 5 5 5 5 5 5
+1 0 0 0 0 0 o]
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
i +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 0 0 0 0 0
P 0 0 0 0 0 0
Observation GOD g g g g g g
in arena Tremor/
N +1 0 0 0 0 0 0
twitch/
convulsion *2 0 0 0 0 0 0
+3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g g g 8 g g g
behavior s 0 0 0 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
Abnormal g g g g g g g
behavior W 0 0 0 0 0 0
\ 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 0.0+0.0 0.0 £0.0 0.0+0.0 04 +05 0.4 +£0.5 0.4 +0.5
Urination 0.2+04 1.0+14 1.8+1.8 3.4+49 0.2+04 0.0+0.0 *
a): (count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing 2 week Dosing 3 week
Dose (mg/kg/day) 0 0.8 4 0 0.8 4
Number of animals 5 5 5 5 5 5
2 0 1] 0 0 0 0
-1 0 1 1 0 0 0
Eﬁ;g 0 5 4 4 5 5 5
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 3 4 5 4 5 5
Vocalization +1 2 1 0 1 0 0
+2 0 0 0 0 0 0
-1 0 0 0 0 [V 0
Muscletone 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
Subnormat - 5 5 5 5 5 5
temperature  + 0 0 0 0 0 0
. . - 5 5 5 5 5 5
Piloerection . 0 0 0 0 0 0
L - 5 5 5 5 5 5
Staining hair : 0 0 0 0 0 0
L. 5 5 5 5 5 5
Unkempt hair . 0 0 0 0 0 0
- 5 5 5 5 5 5
Paleness + 0 0 0 0 0 0
Handling . - 5 5 5 5 5 5
observation Reddening + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis + 0 0 0 0 0 0
L - 5 5 5 5 5 5
Lacrimation . 0 0 0 0 0 0
- 5 5 5 5 5 5
Exophthaimos 0 0 0 0 0 0
-1 0 0 0 0 0 0
Pupillary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
- - 5 5 5 5 5 5
Salivation . 0 0 0 0 0 0
. - 5 5 5 5 5 5
Secretion + 0 0 0 0 0 0
0 5 5 5 5 5 5
Posture +1 0 0 0 0 0 0
+2 0 0 0 0 0 0
-2 0 0 [i] 0 0 0
-1 1 0 0 0 0 0
Motor activity 0 4 5 4 5 5 5
+1 0 0 1 0 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
_— +1 o] 0 0 0 0 0
Rgspnratlon +2 0 0 0 0 0 0
+3 0 0 0 0 0 0
. - 5 5 5 5 5 5
Lid closure + 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
Gait T 0 o] 0 0 0 0
P 0 0 0 0 0 0
Observation G;JD g g g g g g
in arena Tremor/
. +1 0 0 0 0 0 0
bwitch/ +2 0 0 0 0 0 0
convulsion +3 0 0 0 0 0 0
- 5 5 5 5 5 5
Stereotypic g 8 8 g g g g
behavior s 0 0 a 0 0 0
H 0 0 0 0 0 0
- 5 5 5 5 5 5
S 0 0 0 0 0 0
B 0 0 0 0 0 0
pwma S350 p oo
behavior W 0 0 0 0 0 0
Vv 0 0 1] 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 08+1.1 0.4+09 0.8 +0.4 0.6 +0.9 0.4+05 0.4 +0.9
Urination ® 4.6 £6.6 0.6 +09 0.4 £0.5 3.0£46 0.6+13 0.0 £0.0
a): (count/min) *: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Tabie 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
) Dosing 4 week
Dose (mg/kg/day) 0 0.8 4
Number of animals 5 5 5
-2 0 0 0
Ease of 'g g (5) g
Removal removal +1 0 0 0
from cage +2 0 0 0
o 0 4 5 5
Vocalization  +1 1 0 0
+2 0 0 0
-1 0 0 0
Muscle tone 0 5 5 5
+1 0 0 0
Subnormal - 5 5 5
temperature  + 0 0 0
. . - 5 5 5
Piloerection . 0 0 0
. . - 5 5 5
Staining hair N 0 0 0
- 5 5 5
Unkempt hair N o 0 0
- 5 5 -5
Paleness . 0 0 0
Handling . - 5 5 5
observation Reddening + 0 0 0
. - 5 5 5
Cyanosis + 0 0 0
L - 5 5 5
Lacrimation . 0 0 0
- 5 5 5
Exophthaimos N 0 0 0
-1 0 0 0
Pupillary size 0 -5 5 5
+1 0 0 0
- - 5 5 5
Salivation + 0 0 0
. - 5 5 5
Secretion + 0 0 0
0 5 5 5
Posture +1 0 o] 0
+2 0 0 0
2 0 0 0
-1 1 1 0
Motor activity 0 4 4 5
+1 0 0 0
+2 0 0 0
0 5 5 5
_ +1 0 0 0
Respiration +2 0 0 0
+3 0 0 0
. - 5 5 5
Lid closure . 0 0 0
- 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
Observation GDD g g g
in arena Tremor/
twitch/ o g g g
. +
convulsion +3 0 0 0
- 5 5 5
Stereotypic g g g 8
behavior s 0 0 0
H 0 0 0
- 5 5 5
S 0 0 0
B 0 0 o]
Abnormal g 8 g g
behavior ™ 0 0 0
\ 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 1.2+1.6 0.0£0.0 0.4 +0.9
Urination 2.0+35 0.2+0.4 0.0+0.0

a): (count/min)

*: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations
Male
Dosing 4 week
Dose (mg/kg/day) 0 0.8 4
Number of animals 5 5 5
-1 0 0 0
Approach contact/ 0
touch response 5 5 5
+1 0 0 0
-1 0 0 0
Pinna response 0 5 5 5
) +1 0 0 0
Sensorimotor P 0 0 0
function Pain response 0 :
(tail pinch) 5 5 4
+1 0 0 1
+
Pupillary refiex ° 5 S
- 0 0 0
+
Air righting reflex 5 S 5
- 0 0 0
Forelimb
Grip strength 0" @ 413176 426 8 416 + 85
Hindlimb (g) 445 £ 42 475 £33 463 £ 46
0-10 (min) 163 +92 180 +53 156 + 53
10-20 (min) 99 +57 79 £59 44 +40
... 20-30 (min) 26 +28 66 +40 52 +34
Motor activity .
[Interval] 30-40 (min) 2136 78 £44 34 £45
40-50 {min) 3029 51 +37 43 £40
50-60 (min) 13 £15 40 £49 9+15
Total 352 179 495 +235 339 +38

*: significantly different from vehicle control at p<0.05, **: significantly different from vehicle control at p<0.01

Scoring scale for sensorimotor function

Sensorimotor
function

Approach contact/touch response -1 No reaction

0 Normal

+1 Hyper reaction
Pinna response -1 No reaction

0 Normal

+1 Hyper reaction
Pain response (tail pinch) -1 No reaction

0 Narmal

+1 Hyper reaction
Pupillary reflex + Normal

Abnormal reaction

Air righting reflex

Normal
Abnormal reaction
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Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
0 0.8 4
(mg/kg/day)
Administration 1 154.23 155.30 1563.21
period +7.91 (17) 6.62 (17) +6.80 (17)
3 174.19 176.18 169.12
£9.11 (13) +7.24 (13) +7.48 (13)
7 210.52 211.26 183.34 **
+14.39 (13) +10.52 (13) +12.56 (13)
14 271.91 271.80 24379 *
+20.02 (9) +17.55 (9) +21.14 (9)
21 34112 327.10 295.44 *
+18.23 (5) +12.92 (5) +23.81 (5)
28 389.64 365.34 331.44 **
+23.75 (5) +17.26 (5) +27.30 (5)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.




Table 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0106
Summary of food consumption (g/rat/day) : Male
(mg?f;‘;ay) 0 0.8 4
Administration 1 20.59 21.63 20.19
period
+ 1.69 (13) +1.81 (13) + 161 (13)
3 2243 2274 21.28
+ 1.53 (13) + 160 (13) + 144 (13)
7 24.01 24.06 2129 *
+ 218 (13) + 169 (13) + 206 (13)
14 24.96 24.80 2206 *
+ 211 (9) +1.94 (9) + 232 (9)
21 26.96 25.90 23.85
+ 243 (5) + 117 (5) + 249 (5)
28 27.89 26.16 2349 *
+ 232 (5) + 1.04 (5) + 236 (5)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 0.8 4

Urine volume (mb) 13.6 14.4 328 =

n 3.9 (5) 6.7 (5) £12.9 (5)

809.2 753.2 309.0 *

U Osm/L,

osm (mOsmiL) £1395 (5) - 1718 (5) +104.3 (5)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significanty different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 6-2

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

Summary of urinalyses: Maie

B10-0106

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 0.8
ltems No. of animals 5 5
Color

SY 2 2

Y 3 3
Turbidity

Clear 5 5
pH

6.0 0 1

6.5 3 3

7.0 2 1
Protein

- 1

E= 4 4
Glucose

- 5 5
Ketones

- 0 2

+ 1 3

1+ 4 0
Occult blood

- 4 5

+ 1 0

2+ 0 0

Color: SY: Slightly yellow,Y : Yellow.
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Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0106
Summary of urinalyses: Male

Group Twenty-eught-day treatment
Dose (mg/kg/day) 0 0.8
ltems No. of animals 5 5 5
Urinaly sediment
Red blood cells @
0 4 5
1-5 1
White blood cells
0 5 5 5
Epithelial cells 2
0 4
1-5
Casts
0 5 5 5
Crystals ©
- 0 1 5
+
1+

3 Number of cells/1 Oviews(x400).
5: Number of casts/18x18 mm?®.
%:Incidence of crystals/18x18 mm?.
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Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
Hems Dose One-day treatment
(mg/kg/day) 0 0.8 4

RBC (x10%L) w25 & 04 @ 159 @
Hb (g/dL) oy @ 07 @ 08 @
Ht (%) iﬁﬁgg @) :?::g @) :gji @)
MCV (L) i?::g @ I?g? @ Zggg @)
MCH (pg) iﬁi? @ ig:ﬁ @ ig;g @
MCHC (9/dL) o 202 © w032 @
Platelet (x10%/uL) lg:gi @ l:g;? (5] li;gg (O]
Reticulo (%) l?gg @ l}i: 4 l?;g 4
wBC (x10%uL) tg::g: @) tsg:g ) Zgg 4
Differentiation of leukocyte

Neutro (%) égg e jgg 4 l;?g 4

Lymph (%) :;,gg @ :fig (4 iggg @)

Eosino ) w18 @ 2010 @ 225 @

Baso (%) ig?: A iS?: @ i;gg (4

Mono (%) i:;g (@) :l:ggg (4) ti?g “

Luc (%) ;:gg (4 té:g: e té:ii 4

Values are shown as Mean % S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.

-37-




B10-0106

Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ems Dose Seven-day treatment
(mg/kg/day) 0 0.8 4

RBC (10%pL) I;;?, @ Ziﬁ @ igi:: @
Hb (g/dL) l::g: @ lg:gg ) lglg @)
Ht (%) ifjii @ :i?: @) 2322 @)
Mcv (fLy zsﬁ @ :?:g 0)) :Zgg @
MCH (pg) 28133 @ iggg @ ig::g @
MCHC (9/dL) o ro2 (@ 03t @
Platelet (x10*uL) H1530 @ “1108 @ 5. @
Reticulo (%) i??g (@ :I:gfg ) iizg (C)]
WBC (x10%/uL) i?ggi (4 l?:g: 4) l;;gg 4)
Differentiation of leukocyte

Neutro (%) Efg () 1238 @ l::j @

Lymph (%) i;g? @) ig:g @ :2:: *(4)

Eosino (%) ig:g @) tgfg 4) tggg 4

Baso (%) igsg @ :I:gfg 4 ig:z (4)

Mono (%) tgii (@ ::15?8 4) t;,;? ‘;1)

LuC (%) tﬁjlg @ 1522? ) :;:gg *(4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 7-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
oms Dose Fourteen-day treatment
(mg/kg/day) 0 0.8 4

RBC (x10%uL) 12::(3) (@) Z?::g “ :gz:g @
Ho (/L) e e @ s @
Ht %) T e @ 5 @
MCV (L) :?:g? (@) 22223 “ 3‘13 *(4)
MCH (Pg) iggi (@) i?:; %) lggg @
MCHC (@/dL) 2053 () w05 @ 03t @
Platelet (x10*uL) l§§j§§ @ l;:gg ) lgl:gg )
Reticulo (%) iggi (4 133? @ i:gi 4
WBC (x10%/uL) o @ s2687 @ L1704 ‘(4)
Differentiation of leukocyte ]

Neutro (%) l‘::g (@) lggg @ 1?515? 4

Lymph (%) I?};Z @ Iﬁﬁ: @ Z:g? @

Eosino (%) tg:g @) tg:g 4 tg?g 4

Baso (%) tg?g @) tggg @ iggg O]

Mono (%) iﬁgg (@) tggg @ t?:;- *(4)

Luc (%) s @ w058 @ a1 @

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 7-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
ltems Dose Twenty-eight-day treatment
(mg/kg/day) 0 08 4

RBC (x10%/uL) iggg ©) 2222 ) :?g: ®)
Hb (g/dL) lggg ) lgii (4) lgig ®)
Ht (%) i:gg ®) :2:2: @ :?g ®)
Mcv L) :332 ®) igg @ :1:22 (5)
MCH Q) lﬁig ) lﬁgi @ lﬁ;ﬁ (5)
MCHC (g/dL) 2&‘2‘2 ) igig @ igﬁﬁ ®
Platelet x10*/uL) :j:ig ) ngi 4 1:;;2 (5)
Reticulo (%) iggi (5) :tggg @ iggg (5
WBC (x10%/yL) 122122 5) lﬁ;g @) m:g; ®
Differentiation of leukocyte

Neutro (%) li:;g (5) lggf 4 lifg O]

Lymph ‘(%) Zgﬁg (5) :2;: @) :g:;j ®

Eosino ) w2 @ s01e @ 216 ©

Baso (%) ig:: (5) :tg:g @) tg?g (5)

Mono (%) ;ig (5) ;jgg @ :tggg *(*5)

LuUC (%) ig:zi ®) :g:gg @ t;:;g 5)
PT (sec) lgg; (5) i;:g: *(4) l;g: 5)
APTT (sec) ié:gg ) i;?g ) il::sg ®)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of biood chemjcal examinations:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 0.8 4
91.8 95.3 93.3
AST aurLy 9.7 (4) +10.2 (4) 9.0 (4)
328 343 35.5
ALT (un) 7.1 (4) +5.2 (4) 6.4 (4)
831.0 908.0 891.0
ALP (v 1+168.5 (4) 1+206.4 (4) £163.0 (4)
12.13 12.60 11.40
BUN (mg/dL) +1.72 (4) 232 (4) £1.76 (4)
. 0.130 0.135 0.135
Creatinine (mgfdL) +0.008 (4) £0.010 (4) +0.010 (4)
. 0.070 0.075 0.083
-Bil /dL) .
T-8i (mg/dL) £0.008 (4) £0.024 (4) £0.015 (4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
ltems -
(mg/kg/day) 0 0.8 4
76.8 76.8 103.0 *
AST (oL 8.3 (4) 43 (4) 183 (4)
27.8 25.8 473
ALT (ur) 6.2 (4) 1.0 (4) C#17.2 (4)
865.5 823.8 709.0
ALP (un) £184.3 (4) +70.5 (4) +127.5 (4)
14.23 12.40 12.53
BUN (mg/dL) 1248 (4) +0.77 (4) +1.95 (4)
. 0.158 0.140 0.150
Creatinine (mg/dL) £0.013 (4) 0,008 (4) 0.026 (4)
. 0.073 0.058 0.093
T-Bil fdL
: (mgfal) £0.013 (4) £0.015 (4) £0.022 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Fourteen-day treatment
ltems
{mg/kg/day) 0 0.8 4
66.0 71.0 93.8
AST (o) 4.8 (4) 8.3 (4) 1232 (4)
21.5 23.8 38.0 **
ALT (UL) 1.7 (4) +4.1 (4) +8.5 (4)
586.3 713.5 716.8
|
ALP (o +47.9 (4) +171.7 (4) 1272 (4)
. 15.08 13.50 14.00
BUN (mg/dL) £3.47 (4) £2.86 (4) +1.75 (4)
» 0.180 0.188 " 0.185
Creatinine (mo/dL) £0.022 (4) £0.022 (4) +0.025 (4)
. 0.045 0.053 0.058
T-Bil /dL
' (mg/dL) £0.010 (4) £0.015 (4) £0.017 (4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Signiﬁéantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
ems Dose Twenty-eight-day treatment
(mg/kg/day) 0 08 2

AST ©qun) oo 6 70 ® a7 ©
ALT (UL i;:: ®) i‘::g @ i;;:; *(5)
ALP ) 75 & 1003 (8 a1 5
ChE (IUL) ;gg (5) ::: (4) lggi *(*5)
y-GTP (U ig::,g ®) 13222 @ tﬁﬁgg TS)
T-Cho (mg/dL) o ) o ‘(4) 2es (®)
TG {mg/dL) Jig (5) ;gg [eA) ligg *(5)
BUN (mgfdL) lfﬁg (5) 1‘1‘:28 (4 lfg; *(5)
Creatinine (mg/dL) tg:ﬁ;g (5) igjﬁlg (4 ig:ggf (5)
T-Protein (g/dL) iﬁﬁfg ) ig:gg @ :l:g:?g Ts)
Albumin (grdL) iggg (5) iﬁgg (4 iggg (5)
AJG ratio O] ig:gg: (5) ig:;gg @ :tg:ggg ()
Glucose (mg/dL) lg:; (5) lg:g @) ng (5)
T-Bil (mg/dL) ig:g:g ®) -.eg:g?g @ tg:;;? *(*5)
TBA (umollL) éf;j;ﬁ ) jgig @ tgg:gg ®)
P (mg/dL) 3:2? (5) lﬁjgg (4 lgﬁig (5)
Ca (mgfdL) léﬁiﬁ ) l&ig @ llﬁgi ®)
Na (mEq/L) i P g
K (mEq/L) ig:gé ®) igftg @ ig:zg )
cl (mEq/L) 1:;:2: ®) 1::;:32 @ 12:::§ ®)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01,
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Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 0.8 4
U 4.440 4.650 4.655
ver @) +0.583 (4) +0.425 (4) +0.224 (4)
Heart @ 0.625 0.635 0.638
g +0.073 (4) £0.057 (4) £0.022 (4)
, 0.655 0.670 0.695
Kidney(R) @ £0.045 (4) £0.068 (4) +0.058 (4)
. 0.648 0.660 0.690
Kidney(L) @ +0.053 (4) 0.083 (4) +0.066 (4)
Kidnevs @ 1.303 1.330 1.385
¥ @ 0,004 (4) £0.147 (4) £0.122 (4)
N 0.698 0.630 0.743
Testis(R) © $0.031 (4) £0.067 (4) +0.057 (4)
. 0.700 0.623 0.738
Testis(L) @ £0.022 (4) £0.064 (4) +0.068 (4)
Testes @ 1.398 1.253 1.480
8 £0.052 (4) £0.129 (4) £0.125 (4)
o 0.078 0.073 0.083
Epididymis(R) @ £0.013 (4) $0.010 (4) £0.005 (4)
. - 0.080 0.070 0.080
Epididymis(L) @ $0.012 (4) £0.014 (4) +0.008 (4)
o 0.158 0.143 0.163
Epididymides @ £0.019 (4) £0.024 (4) $0.013 (4)
0.080 0.075 0.090
Ventral prostate  (g) 0.008 (4) £0.006 (4) £0.016 (4)
Dorsolateral © 0.055 0.043 0.053
prostate 9 £0.017 (4) 10.010 (4) +0.010 (4)
Brain @ 1.730 1.775 1.768
- 8 0.032 (4) £0.026 (4) $0.048 (4)
Soleen @ 0.380 0.430 0.353
P 9 £0.070 (4) £0.088 (4) $0.017 (4)
Thymue mg) 460.98 533.75 534.73
Y 8 87.43 (4) 83.83 (4) 5231 (4)
o 530 5.28 5.30
Pituitary gland (mg) £0.41 (4) £1.03 (4) £0.92 (4)
. 11.08 12.13 11.68
Thyroid (mg) +1.83 (4) +1.84 (4) +0.56 (4)
30.48 30.05 27.33
Adrenal
renais (ma) 432 (4) £4.03 (4) £265 (4)
. . 127.90 128.95 129.95
Final ht '
inal body weight  (g) £8.55 (4) 8.65 (4) 6.24 (4)

Values are shown as Mean £ S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 9-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Seven-day treatment
ltems
(mg/kg/day) 0 0.8 4
U - 6.673 6.695 6.158
ver ) £0.456 (4) £0.378 (4) $0.485 (4)
Heart © 0.898 0870 0.803 =
s £0.030 (4) £0.028 (4) £0.040 (4)
. 0.940 0.895 0.830
Kidney(R) © £0.063 (4) £0.065 (4) £0.062 (4)
. 0.910 0.878 0.813
Kidney(L) © +0.067 (4) 0.066 (4) £0.076 (4)
Kidnovs @ 1.850 1.773 1.643
4 g £0.126 (4) £0.129 (4) 0137 (4)
. . 1.070 1.020 0938
Testis®) © £0.070 (4) £0.107 (4) £0.104 (4)
. 1070 - 0.985 0.850
Testis(L) Y £0.066 (4) £0.065 (4) £0.100 (4)
Tesios @ 2.140 2.005 1.888
g £0.136 (4) £0.170 (4) £0.202 (4)
o 0.125 0.133 0.123
Epididymis(R) @ £0.013 (4) $0.015 (4) £0.010 (4)
o ‘ 0.125 0.128 0.115
Epididymis(L) @ £0.010 (4) £0.005 (4) £0.006 (4)
. 0.250 0.260 0.238
Epididymides © £0.022 (4) $0.018 (4) +0.005 (4)
0.123 0.128 0.105
Ventral prostate  (g) £0.013 (4) 0.015 (4) $0.021 (4)
Dorsolateral © 0.100 0118 0.100
prostate 8 £0.000 (4) 0.043 (4) £0.018 (4)
Brain @ 1.865 1.870 1.833
9 0.062 (4) 0.038 (4) £0.073 (4)
Sojeen @ 0.538 0.588 0.550
P 9 0.106 (4) £0.062 (4) +0.062 (4)
Thymus g 630.08 641.45 566.08
ym g £74.74 (4) +108.98 (4) 66.66 (4)
o 6.90 7.80 6.83
Pituitary gland (mg) +0.57 (4) £0.88 (4) £1.00 (4)
: 15.90 16.18 14.70
Thyroid (mg) " 1086 (4) £2.46 (4) 1264 (4)
40.33 39.65 39.05
drenal
Adrenals (mg) £5.12 (4) +6.62 (4) 421 (4)
. . 181.95 185.60 171.45 *
Final
inal body weight  (g) £5.34 (4) £4.35 (4) £2.95 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
Items
(mg/kg/day) 0 0.8 4
L - 8.068 8.953 8.215
ver @ $0.320 (4) $0.879 (4) $1.256 (4)
1.018 0.995 0.820
Heart CY +0.033 (4) £0.024 (4) £0.102 (4)
. 1.013 1.070 0.988
Kidney(R) @ £0.062 (4) £0.102 (4) $0.127 (4)
. 1.000 1.055 0.975
Kidney(L) @ £0.059 (4) £0.093 (4) £0.140 (4)
Kidneve . 2.013 2.125 1.963
4 g £0.119 (4) £0.195 (4) £0.263 (4)
. 1.283 1.235 1.238
Testis(R) @ +0.049 (4) $0.013 (4) £0.095 (4)
. 1.288 1.228 1.225
Testis(L) @ +0.063 (4) £0.057 (4) $0.097 (4)
Testes @ 2.570 2.463 2463
g £0.111 (4) £0.070 (4) £0.190 (4)
o 0.180 0.215 0.165
Epididymis(R) @ +0.018 (4) £0.031 (4) £0.013 (4)
. 0.168 0.200 * 0.170
Epididymis(L) @ $0.010 (4) £0.022 (4) $0.014 (4)
o 0.348 0.415 * 0.335
Epididymides @ +0.028 (4) 0.049 (4) $0.027 (4)
0.190 0.243 0.178
Ventral prostate  (g) £0.028 (4) £0.026 (4) £0.043 (4)
Dorsolateral © 0.160 0.173 0.130
prostate 8 £0.022 (4) £0.036 (4) £0.065 (4)
Brain @ 1.965 1.890 1.815 =
g $0.054 (4) £0.026 (4) $0.048 (4)
Soleen @ 0.633 0.620 0.735
P 9 +0.043 (4) £0.070 (4) £0.152 (4)
Thymus o) 700.63 606.18 649.43
d 8 +12.80 (4) $120.94 (4) +187.13 (4)
o 8.45 8.38 7.38
Pituitary gland (mg) | 093 (4) 070 (4) +1.96 (4)
: : 1843 14.63 * 16.18
Thyroid (m) £1.62 (4) £2.31 (4) £1.75 (4)
44.95 50.33 44.78
| .
Adrenals (mg) £7.87 (4) £6.11 (4) 558 (4)
. , 224.95 239.98 211.98
| h
Final body weight  (g) +14.13 (4) £21.76 (4) £22.70 (4)

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 9-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 0.8 4
} 10.930 10.882 9.228 *
iver @ +1.273 (5) +0.587 (5) +1.187 (5)
1.278 1.252 1.102
Heart @ £0.085 (5) 0.193 (5) 0,123 (5)
. 1.356 1.322 1.190
Kidney(R) @ £0.147 (5) £0.149 (5) £0.131 (5)
. 1.344 1.300 1.202
Kidney(L) @ £0.148 (5) £0.093 (5) +0.123 (5)
Kidneve @ 2.700 2622 2.392
4 g £0.290 (5) 0241 (5) +0.253 (5)
. 1.548 1.528 1.520
Testis(R) @ £0.140 (5) +0.059 (5) +0.080 (5)
. 1.540 1.528 1.504
Testis(L) @ £0.132 (5) £0.090 (5) £0.050 (5)
Testes @ 3.088 3.056 3.024
g £0.267 (5) +0.146 (5) £0.129 (5)
o 0.400 0.376 0.344 *
Epididymis(R) @ +0.037 (5) +0.028 (5) +0.030 (5)
. 0.366 0.386 0.356
Epididymis(L) @ £0.038 (5) 0.048 (5) £0.013 (5)
. 0.766 0.762 0.700
Epididymides @ £0.064 (5) £0.075 (5) £0.041 (5)
Ventral prostate (@) 0.422 0.392 0.280 **
P 9 £0.027 (5) 0,098 (5) £0.049 (5)
Dorsolateral © 0.300 0.346 0.236
prostate - - g © £0.050 (5) +0.077 (5) +0.023 (5)
Semialvesie (g 0.860 0.940 0.678 **
g 0.095 (5) +£0.082 (5) £0.053 (5)
Brain @ 2.012 1.946 1.954
9 0.078 (5) £0.052 (5) +0.049 (5)
Soleen @ 0.814 0.738 1.056 *
P g +0.171 (5) +0.093 (5) +0.174 (5)
Thvmus o) 583.28 601.78 530.76
Y g +76.68 (5) £71.22 (5) 4621 (5)
) 11.10 11.26 10.22
Pitultary gland (mg) +0.86 (5) £1.15 (5) £1.36 (5)
. 18.48 22.04 18.08
Thyroid (mg) +3.65 (5) £3.61 (5) +1.93 (5)
48.84 51.34 54.88
Adrenals (mg) +7.18 (5) £7.26 (5) +4.43 (5)
. . 356.38 338.22 304.18 **
Ib :
Final body weight  (q) £21.17 (5) +15.93 (5) £23.11 (5)

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicie control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
- Dose One-day treatment

(mglkg/day) 0 08 n

Liver (g/100g) ig:;gg (@) j:g:g;g @ igggf @
Heart (9/100g) tgggg () igggg @ igggg 4
Kidney(R) {a/100g) ig:;g (@) igg;g 4 iggig (4)
Kidney(L) (a/100g) igg?g @ :ggg: (4) tggzg (4)
Kidneys (g/100g) t;gig @ i;gsg @ tgggi (@)
Testis(R) (g/100g) igg;g @ igggg 14) :gg;g (4)
Testis(L) (g/100g) igjﬁgg @ ig:ggg, 14) tg:gig (4)
Testes (0/100g) iggg? (4) tggg: ;4) t;;;g @)
Epididymis(R) (g/100g) 20008 @ 20008 @ g @
Epididymis(L) (g/100g) igjgfﬁ (4 ig:g?g @ tglggg )
Epididymides (g/100g) ig:;fg @ ig::)?g (4) tgfnég 4
Ventral prostate  (g/100g) ig:gg: @ ig:ggg @ tgjgfﬁ @
E:)rsstc:?eteral (9’1009). 18:31112 (@) ig:g?g @) igﬁg:ci @
Brain (0/100g) o @ w0073 @ w008 (&
Spleen (g/100g) igzgg (2 tgggg 4 tgézg 4
Thymus (mg/100g) ::ggg (4 :ggg: 4 :;;3:85 (4)
Pituitary gland (mg/100g) ig:;? ) ig:gi e :g:gg (4)
Thyroid (mg/100g) ;::?: @ jgg @ 12:2(1) (4)
Adrenals (mg/100g) ii;i @ 3:2 @ ﬂgi )
-

Values are shown as Mean + S.D.,

Figure(s) in parentheses indicate number of animals used for the statistical analysis,
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 10-2 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
toms Dose Seven-day treatment

(mg/kg/day) 0 0.8 4

Liver (9/100g) j,jgég @) ig:fg: @ tg:gzg )
Heart (9/100g) igéii @ iggfg @ 18(4);2 @)
Kidney(R) {(g/100g) igg;g @) ig;gg 4 igggg 4)
Kidney(L) (a/1009) igggg @ igg;g @) tggzg )]
Kidneys (9/100g) i;g;: @ tgggg 4 ﬂ:ggsg 4
Testis(R) (a7100g) tgggg @ igg:g (@ tgg;: 4
Testis(L) (9/100g) tgggg @) tgg:g 7(4) igg:i (4
Testes (g/100g) t;g;g @ iéggg (4) iglgz )
Epididymis(R) (9/100g) tg:ggg @ tg:g;g @ tg:gg: @
Epididymis(L) (g/100g) ig:ggg @) tg:g;g @) :g:ggg (4)
Epididymides (g/100g) ig;?g @) tgggg (4) igg}gg (4)
Ventral prostate (g/100g) igggg ) tggg: @ iggfg @
Dosolteal i comw  momw 00w
Brain (g/100g) Ryon @ 10008 @ Ry )
Spleen (a/100g) 12225(4) iﬁﬁ;g (4 tgﬁig (4
Thymus (mg/100g) 2215:2 o) 2;:?2 (4) :2‘1):: 4
Pituitary gland (mg/100g) ig:gg ) tgj? (@) 12:22 4
Thyroid (mg/100g) ig;: @ ;;Z (4 t?:\z @)
Adrenals (mg/100g) zili ) i;g? @ -ﬁ:g @)
F;al body weight  (g) 1:;22—(;)_ o Tii_gg (4)_ —12;-5;4—) -

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle contro! at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 10-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
foms Dose Fourteen-day treatment

(mg/ka/day) 0 0.8 4

Liver (/100g) igggg @) tg:?? @ igggg @)
Heart {9/100g) tgﬁ? @) tgg;: 4 igggz @
Kidney(R) (a/100g) igg;? (@) igg;g ) tggg'sl @)
Kidney(L) (g/100g) igjﬁﬁ @ tg:gg: 4) ig:gzg @
Kidneys (g/100g) igggg @) igggg 4 tggég @
Testis(R) (9/100g) igg:g (@) igglg @ tggig @
Testis(L) (g/100g) igg:ﬁ (4 igg;: ;4) tgggg (4)
Testes (9/100g) i:;i;g? (@) ig:ggg @ t:)::)g: (4)
Epididymis(R) (g/100g) 18833 @ iggfg @ tggzg @
Epididymis(L) (g/100g) ig:ggg (&) ig:gfz @) igﬁ: @
Epididymides (g7100g) ig::)gg @ zg::);: @ igﬁéfg @
Ventral prostate (g/100g) igg?g @ tg;(‘l}g @) tgg?g @
Dorsolateral (g/100g) 0.073 0.073 0080
prostate £0.017 (4) $0.013 (4) $0.024 (4)
Brain (0/100g) igg;: @ ig;?: @ igggg (4)
Spieen (g/100g) ig:ﬁgi 0] igﬁgg o) ig:ggg *(4)
Thymus (mg/100g) :121? (@) igfig @ :3:23 (4
Pituitary gland (mg/100g) iggg @ tggg @) tggg (4)
Thyroid (mg/100g) igz: @) ;lg :4) tggg @
Adrenals (mg/100g) ig;g @) i;gg @ :;;g (4)
Final body weight  (g) ﬁ:jii (4 i;i:?g (4) i;xg 4

Values are shown as Mean £ S.D..
Figure(s) in parentheses indicate number of animals used for the statistical analysis.

* Significantly different from vehicle control at P<0.05.
** Significantly different from vehicle control at P<0.01.
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Table 104 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ weights:Male
ltems Dose Twenty-eight-day treatment

(mg/kg/day) 0 0.8 4

Liver (g/100g) iggg; (5) igigg (5) iggig ®)
Heart (9/100g) t&ggg(s) tgﬁzg(s) 1&3?2 (5)
Kidney(R) (g/100g) igg;g (5) iggig (5) igg?g 6)
Kidney(L) (9/100g) igz;g ®) 1?)2:; (5) ig:g?g ©)
Kidneys (g71009) ig:ggg ®) ;tg:;;g ® igi;g: ®)
Testis(R) (a/100g) iggi; (5 i-gggg 5) igggg *(5)
Testis(L) (a/100g) iggig 16) ig:gi? ) :tgggg ®
Testes (9/100g) iggg'e,' (5) iggg? ) tg:gig *(5)
Epididymis(R) (9/100g) tg::)ﬁ, (5) ig::)g (5) :g:::g ®)
Epididymis(L) {g/100g) ig:;?: 5) ig:):g (5) ig;:)g ®)
Epididymides (g/100g) igﬁ;g o) igﬁﬁgg (5) igﬁﬁig ®)
Ventral prostate (g/100g) 1310212 ) ig;;g ) igg?: 5)
Dorsolateral (g/100g) 0.084 0.102 , 0.078
prostate o +0.018 (5) +0.026 (5) +0.008 (5)
Seminal vesicle (9/100g) igg;: ®) ig(z,;g ®) igﬁ;; )
Brain (9/100g) iggg? 5) igg::g (5) ig:g *;5)
Spleen (g/100g) iggig 5) igi;? (®) igzg *(‘5)
Thymus (mg/100g) l?:i; ®) gi:g; ® l::::g 5)
Pituitary gland (mg/100g) ig}g (®) igg? 5) tgig (5)
Thyroid (mg/100g) ;;ﬁ 5 12?2 5) tggz (5)
Adrenals (mg/100g) l:;? (5) l:gg (5) l?;i t(*5)
Final body weight @ 22??3 5) - :?ggg (5) EZ;E ‘(\;)_

Values are shown as Mean + S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Significantly different from vehicle control at P<0.05.

** Significantly different from vehicle control at P<0.01.
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Table 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 0.8 4 (mg/kg/day)
Ss ss sS
49
No abnormalities detected 4

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Seven-day treatment

Male
Findings 0 0.8 4 (mg/kg/day)
ss SS SS
43 4

No abnormalities detected 4

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen-day treatment

Male
Findings 0 0.8 4 (mg/kg/day)
sS sS SS
4? 4 4
No abnormalities detected 4
Liver
Enlargement 0 0 2

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 0.8 4 {mg/kg/day)
ss $S ss
52 5
No abnormalities detected 5 5 0
Liver
Decrease in size of papillary 0 0 5
process
Decrease in size of papilary | 00 """""" 1 """""""""""
Process and leRt medial lobe e
Discolored region 1
Enlargement s 7
Intérlobar adhesion 0 0 1T
Kidney
Pelvic dilatation, unilateral 0 0 1
Hepatic lymph node
Enlargement 0 0 4

ss: scheduled sacrifice animal.
a) Number of animals examined.
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Table 12-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: One-day treatment

Male
Findings Grade 0 0.8 4 (mg/kg/day)
sS SS sS
49 4 4

Liver

No abnormalities detected 414" - 4/4
Kidney

No abnormalities detected 4/4 - 4/4
Testis

No abnormalities detected 4/4 - 4/4
Ventral prostate

No abnormalities detected 4/4 - 4/4
Dorsolateral prostate

No abnormalities detected 4/4 -— 4/4
Bone marrow

No abnormalities detected 4/4 - 4/4
Spleen

No abnormalities detected 4/4 - 4/4
Thymus

No abnormalities detected 4/4 - 4/4

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.

-—: Not examined.
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Table 12-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Seven-day treatment

Male
Findings Grade 0 0.8 4 (mg/kgiday)
ss ss SS
42 4 4

Liver

No abnormalities detected ... 447 44 %4

Kpoptosis + 0/4 0/4 g T
Kidney

No abnormalities detected S

CystMedula v s I o4 T
Testis

No abnormalities detected 4/4 - 4/4
Ventral prostate

No abnormalities detected 4/4 -— 4/4
Dorsolateral prostate

No abnormalities detected 4/4 -— 4/4
Bone marrow

‘No abnormalities detected 4/4 — 3/4

Aggregation, neutrophil v oI g T
Spleen

No abnormalities detected 4/4 - 4/4
Thymus

No abnormalities detected 4/4 - 4/4

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.

-—: Not examined.
+: slight.
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Table 12-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Male
Findings Grade 0 0.8 4 {mgl/kg/day)
sS ss ss
4 4 4
Liver
No abnormalities detected .44 44 04 .
Apoptosis LR S S S
Celular inftration TN O O S,
Deposit, hemosiderinSinusoid LSRR N S L
Single cell necrosis/Hepatocyte T 0/4 --------- 0 /4 --------- 3/4 ----------------------
++ 0/4 0/4 1/4
Kidney
Mo abnormalities detected ... S—— S T e
CystMedulla + o4 - 14 T
Testis
No abnormalities detected 4/4 — 4/4
Ventral prostate
No abnormalities detected 4/4 — 4/4
Dorsolateral prostate
No abnormalities detected 4/4 - 4/4
Bone marrow
No abnormalities detected 4/4 - 4/4
Spleen
No abnormalities detected 4/4 — 4/4
Thymus
No abnormalities detected 4/4 - 4/4

ss. scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
—: Not examined.

+: slight, ++: moderate.
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Table 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 0.8 4 (mg/kg/day)
ss ss SS
5% 5 5

Trachea

No abnormalities detected 5/5°) - 5/5
Lung

Noabnormalities detected .. T s SO IO

Hemorrhage + 1/5 - 0/5
Submandibular gland

No abnormalities detected 55 — 5/5
Forestomach

No abnormailities detected 5/5 - 515
Glandular stomach

No abnormalities detected 5/5 — 5/5
Duodenum

No abnormalities detected 5/5 — 5/5
Jejunum

No abnormalities detected 5/5 — 5/5
lleum

No abnormalities detected 5/5 - 5/5
Cecum

No abnormalities detected 5/5 -— 5/5
Colon

No abnormalities detected 5/5 — 5/5
Rectum

No abnormalities detected 5/5 — 5/5
Pancreas S

No abnormalities detected 5/5 -— 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
—: Not examined.

+: slight.
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Table 12-5 TWenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 0.8 4 (mg/kg/day)
SS ss SS
5% 5 5
Liver
No abnormalties detected oo 580 8505
Anisonucleosis/Hepatooyte ¥ 05 e 05 B
Apoptosis o w T o5 05 A
. . 0/5 0/5 3/5
SO T O -
Congestion TR 05 05 25
Degeneration/Hepatocyte/ ~ + s s 25
Centrilobular ++ 0/5 0/5 3/5
Deposit, hemosiderin/Sinusoid SO AR 28 e,
.............................................. w05 O 3
o + 0/5 0/5 1/5
Increased mitosis e
et e O8O 28 T
Proliferation, fibroblast et 0/5 --------- 0 /5 --------- S e,
.............................................. w05 s A
. . + 0/5 0/5 1/5
Single cell necrosis/Hepatocyte e 0T s Py
Heart
No abnormalities detected 5/5 - 5/5
Kidney
Noabnormalties detected Y5 M52
Anisonucleosis/Proximal tubule/ LE o . o5 woo
O e s oS . W5 i,
CystMedulla _~ fL Vs Ms s T
Dilatation/Pelvis ¥ o5 o5 s
Urinary bladder
No abnormalities detected 5/5 - 5/5
Testis
No abnormalities detected 5/5 - 5/5
Epididymis
No abnormalities detected 5/5 - 5/5
Ventral prostate
Nogbrormaliies detected ... A e S
Cellular infiltration, lymphocyte + 15 — s
Dorsolateral prostate
No abnormalities detected 5/5 - 5/5
Coagulating gland
No abnormalities detected 5/5 — 5/5
Seminal vesicle
No abnormalities detected 5/5 -- 5/5

ss: scheduled sacrifice animal.
a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.

---- Not examined.

+: very slight, +: slight, ++: moderate.
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Table 12-6 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 0.8 4 (mg/kg/day)
3] ss ss
52) 5 5
Spinal cord
No abnormalities detected 5/5°) - 515
Sciatic nerve
No abnormalities detected 5/5 - 5/5
Bone marrow
MNo sbnormalities detected ... e SO T
Fibro-osseous lesion + 0/5 — 15
Axillar lymph node
No abnormalities detected 5/5 - 5/5
Hepatic lymph node
No abnormalities detected V3 S oA
Hypertrophy/Paracortex S 0/-3 --------- 1 /5 --------- 0/4 ----------------------
++ 0/3 0/5 4/4
Mesenteric lymph node
No abnormalities detected 5/5 — 5/5
Spleen
No abnormaliies detected 555 | Mo 3D e,
:igztszr;meas, extramedullary, + o5 o5 o5
Thymus '
No abnormalities detected 5/5 — 5/5
Thyroid ' .
No abnormalities detected 5/5 - 5/5
Parathyroid . o
No abnormalities detected 5/5 -— 5/5
Adrenal
No abnormalities detected 5/5 - 5/5
Eye ball
No abnormalities detected 5/5 -—- 5/5
Skeletal muscle ‘
No abnormalities detected 515 — 5/5
Bone
No abnormalities detected 5/5 - 5/5
Mammary gland
No abnormalities detected 5/5 — 5/5

ss: scheduled sacrifice animal.

a) Number of animals autopsied.

b) Number of animals affected / Number of animals examined.
-~ Not examined.

+: slight, ++: moderate.
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