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B.E K

Ethylenediamine dihydrochloride DA#)FE IR E R OB EFRBRICKRITTEEIZOVWTR
BT BEMT, (LBETANTA RTAL VKRR OECD TR MHA RTA 2 407 551 28
A R ERR D& 5 BB e 5 Uiz,

5BERDOHED Crl:CD(SD) 7 » MIIERUKIC ISR X 7= Ethylenediamine dihydrochloride % 1.
7. 14 X1k 28 BB HRERERO®RE Lz, REAEIX 0 (BEUK) . 100 X0 500 mg/kg/day
EL. L TRO 14 HEBRERICHESTE2YT 74 FNEEIQIZ 18D 72D 40T, 28 BRHEHREE
I 1#8H7 SIEEFER L, REHMTIREFic o T—RREEE, KERERVE
EHEREZITV., FREHHEKETRIZ COYOIRE N R FREE T CILK 2 £ B LIz % f#S L,
MRRE., WEFORER CBETFREAEMBIT O S ORI E EE L7z, X T, 288
BIREFICOVWTIE, REFE RIS —RIREBEERUOBIERE LTV, BRESEAD
BHICREERL CRBELZTo 72,

MIRALFRIIRZE Tid, 500 mg/kg # T 14 RO 28 B HERE#IC ALT OEE, 28 BHEHRE
12 AST R U%GTP OBEN A b,

“E@%{ismmwgﬁf7EﬁE$%_HW@ﬁﬁiémﬁﬁ 7 %028 AMERSE
BICBROMBIEEDOEENR A LN,

FH% T 500 mg/kg BET 28 A HHFEHICATE ORFZEERA BT,

TR IR T3, 500 mg/kg BET 1 R 550 b BIROBESNE O RIBEF A,
7 KU 14 BREIRERICBBROBEENE OEALRAE EARIEEE, 28 AMEREZICHIE 05
F& DR LB K CHEE A B OKEN S bz,

—RRAEBLR. B BRBEE, BERE, FE, BHE, RRERVEZHRE
THABRWER5I1C L 2B bhizdyo iz,

ULEDERY | ARBRSEM T2V T Bthylenediamine dihydrochloride D351z X v, Bl
BB ~DOEERENRD b, FFlE~DBEN TR SN,
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14, SBRAEH
141 #HBYE

a) A
& B Ethylenediamine dihydrochloride
CAS &%= 333-18-6

b) BETEROry MER
BET RRAbRTEE
ay hNEE LW6BG

o) HWEXE
HEE=

HZN\/\NH2 « 2HCI

[f====N CHsN; - 2HC1
SFE 133.02

d) MESZ
O 100.5%
BB B IR 100% & LTHRY o7z,

e) WELFEAYMER
HIRICBIT 2R ARa~EEACRROBRE~HRER
REM BE R EETICBWTHERE

f) RESRME
B LI RBFRICAN, HRYWEREEORAEIC CTAT GFAEHE 1~10°C) T

BRE Lz, |
g) HERME DR MR OMRESRGTICRIT D EERDOTHER

h)

WRERfERY C3EHE L 7= [Ethylenediamine dihydrochloride D22 EM:, EBRMEIR DEE
MR ORERDRE] RBES X02-0283, JEGLP HRE) TRV THR LT,

MSATBUE NEEEBEMNTR SIS OB BILEMD AT hAT —F_—R  (Spectral
Database for Organic Compounds: SDBS) 7> b AT L7 RAKIN AR v & HERBRIEER
WCBWTHIE LAY M EHBTAZ LICX Y, B EOR —E2HER L, &
DOFER, B EBBANCRIE L7z AT FUILSDBS B AF LAY ML EFEHKTH
DT EMRERINT,

Fio, BRERBAIR R SHBE TRORNBINARY MAEEBTHZ 128D,
RESETICBIT 2R E DL ENELHER L, REBRMHT & B L TR EHMRKT
BORARY MUZEIIRD bR b BRI EIMREHR T RE TH -
7o & HIUT L7,

BHW EOER

EER OB ~OEMHITNCRAZ ST5D, FE, v X7 BF, FREDORRED

AXREER L, HBRMEERARIIEBANCERITAZHALE,
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142 # &
a) & W
FERLK
b) EIRHEHH
BRI EIRORBEITBEKE AV TRE Lz, TR, RO IXERUKIC 10
WiV DIRE THEMR Uiz, $iz. HBRYERISFHREE 7 BROKBERE CRROELE
DEERHLONRDoTZ b, BRKEEEL LTERR L,
c) BEw, SV—FR, vy MEEROMEE

& W BhET JU—F |mrytES| RESBH | RERE

FEELK Az RIS HAZKRES | PC140310 | HAEHRE= =R

14.3 EREY .

EREWE L TRLSNTBN TH Y, —BEEERBRICA S, YRBBHERICRBNT
bERT —FZHRA LTV Cl:CD(SD)Z v b (SPF) #HBATF v —/1 R « U N—HEH
B E—PbAFELRE, |

4BEOET v FESSIEAFEL, 1 7—Vd7cY SIEOBFE CAR 6 BB E THRE -
b & T o7, TRTOEMIZERERA LN 2o lzizd, YRRIE L-EKELZHWTE
EENEEARMEETHS T L, S1EELRBCHER U, Bo 0 #1338 55EE CENE
B CHHL L7z, BESTICE VAN EMNIRBRD BB L, 72, ZAN LR 5B
FTIE, —BRREBE O EER 1 B EBE Lk,

B, BEOTRIIREHA~MMEA 2 28 L, BT RIIEEL ST CHE L, &

VI TSNV EMT, 7y 7 3RBRE S 2R T L TCENR TR LT,

&ﬁﬁ%ﬁmﬁ%wﬁ%msﬁ%\%Eﬁ@mwﬁwwwlgfbb\éW®¢Eﬁé

EOFHEEL20%DHEANTH D Z L ZHER LT,
14.4 fHERE

Bid, B - BMEERF 2502 E M 2@ LT, BE 21~25°C, FEXHBE 40~
70%. BREE 10~15 B/, BIREY 1 21 12 IERIRIRE (7 BeAUT. 19 BEAT) I0RRE
LIeNY 7=V A7 AOFBE (REHBPIIRES |, BREKTRIIFEETE 3) A
L7z,

Uik, BaT wiwmmmmﬂﬂmnm\ﬁﬁi%iwwwmm@ﬂwmm@z
TV VAREGHER T — VR ER L, BRFRIEX W150 X D200 X H263 mm DE 47— V%
Uiz, 2B, &R —VERRICIE UL 206 Lz,

b%ﬂi@ﬁﬁ%%Tﬁ&Uﬁ“#ﬁ TASHA L, BEAYITRIE 2 B OSEEE TR LT,

. B EEE RN OB EICHRHE T ABRIC ORI LT, REERR. T VRUT v
i\#AHﬁu*ﬁbtoit\%?ﬁ4ﬁﬁ(k7&ﬂﬂ4ﬁﬁﬁﬁﬁ)Komfﬁ%
FRICHHET AL v 7 2R LT,

FEHIEESE MF (2 v hEE 140411, AV U X AEERTE) %, Bk B
EAREAKITHR AR COERREN 3~5 ppm & 725 X HICKEHEERT N VA (Pa
—T v I R) BRMLUIKE, ERENBHEBERIEE, SAUFAETRSEMIIA— 7
V—T7WE (121°C, 3043fH) LizboEZENENER Lz,
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FEHL, BET N DIBADOSITT — & 2 AF L KERERETH EWEHRFED 4
B OB EROE L EIRE] (1979) 28810, YRBRER CEODERENTHDZ L
ERESR LTty NEFEALE,

RBIAKIZOWTIE, BEFBE O TKEEEICETES] (BEREHESE 101 5)
WCHERL L 7 K EREZE 2 EOHEE TERLTB Y ., BIWATIICAE LERERFER T
REBREEERE CICAFE LERERBRDS, MESOEREWH LTI Z L 2R L,

15. BB 5=
15.1 #HBRMEORERE
AERERR L LT, YHBMER T [Ethylenediamine dilyydrochloride @ F v M) %
7 BEIRER DR SEERER] RBES P12-0119, EGLPRR) 2EHE Lz, BERE
R CIEEUK TR L7 B EIRZ . &8 3 1L 5 BER O Crl:CD(SDYHET » M iz 0,
125, 250, 500 & T* 1000 mg/kg/day DFHET 7 BERRS Lz, REHH P ix—REE
BEROMEEREEZITV., BKEE 1 BRICHBREOBREERAIER Tz, TORKE,
250 mg/kg LA EDBETRIROEREE, 1000 mgkg B TEROER R O RMERBOLE A,
ATE OEFBEMERER A DI, 1000 mgkg BETITIFETIZA T, REHERICH BRE N
DHNRPoTeb DD, BIROZE LWERABRALNTZZ &5, 1000 mg/kg/day DFET
28 BRIRERET 5 LS CEOEERBHEEENRATIAEERDH B L& X T,
L7293 T, ARBRTI 500 mg/kg/day ZHHEE L, (EAE L LT 100 mg/kg/day % 5%
E LT,
152 BEAERK
BWRMEHRGHEL LT 2 AEBMERIT M, B0 %2 R 5T 2 AR ERE L,
Fio, BEEMBEEROEAERIC, 1, TR 14 BRREZ AT 9T I 4 MR
. DUF. LK BRI R L BT 5.
V774 VHEOBREHMFOBERVCRET —F 1% 28 BRBRERICED TRV o7,

. BEHE | REFE ?&%%E{& L Le

(mg/kg/day) | (mL/kg) | JEBE(wh%) (BE=)

pEiR (1 ERE) 0 10 0 4(1- 4
wAERR (7 BERE) 0 10 0 4(5- 8)
AR (14 BR#®E) 0 10 0 4(9 - 12
PEAERTIE (28 ARERE) 0 10 0 5(13 - 17)
EAE (0 EEE) 100 10 1.00 4(18 - 21)
EHAE (7 BEHRE) 100 10 1.00 4(22 - 25)

| EAE (4 BRE&SE) 100 10 1.00 4(26 - 29)
B RHE (8 BERY) 100 10 1.00 5(30 - 34)
| ERE (ERY) 500 10 5.00 4(35 - 38)
2 | BHE 7 E®RS) 500 10 5.00 4(39 - 42)
EAE (14 BRE®RS) 500 10 5.00 4 (43 - 46)
EHAE (8 AlEEkS) 500 10 5.00 5(47 - 51)
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153 ®EK
a) WERHEIROFHR OMRE

ERYWE S BES, BRKEZMA TR LBHEIY, To%, BRAEZNA TER
L 5.00 W% DRI EIR E TR Uz, £ 1T, 5.00 wA%D BB IR D—I 2 5B L,
BRUKEZMAZ THER L, 1.00 wh%DEBRWER 2R LT,

PR L FREOHEBRYERE OREICAVAEEIIBEME ST RAF v I RBILE
NZIING T U ERETARE ORKBE 712 THET GFEEER 1~10°C) THRE Lz,
WEREIRITFARE 11 AT ER L,

INGTRE L Te R BEOWBRYERE BRI, &R E B ICRSICHERBRZRE
SR LIY ML, FEEE CEETER LSRN, '

b) WERMEIK DR EME DR
10.0 N 0.100 wv% DR BIRDOGTHRE COREMLZ, SRBRERIZBWNT
X02-0283 CEEEE 7 v~ N T 74— (HPLC) IZ L VHER LT,
HEFTRE TR 13 BRICHIE LB ERED ., RRERORIEREICK L 10.0
F T 0.100 wv% DB E IR CZHEH 96.0%K% 10 98.1% & 100£10% LN TH o722 &
No, RELFET TR BERZETH DI LPHER SN,
o) BEIZAV D EBMEIR DR EHERR

FIENCFREL L7z 5.00 X T 1.00 wh%DEBRMER OFRBER OREZ | BRBRERIC
BV T X02-0283 THPLCIZ X W RERR LTz,

BIE L7~ B B ENREMEICH L 5.00 BTN 1.00 whv%DEBRMER TEILEN
99.8% % T* 97.8% & 100£10% AN Th o T-T-, BEICTHM Tz LHEL THREICH
vz,

154 & &
1. 7. 14 X% 28 BEER 1 B, BEROHRE L, 851X 9:06~10:45 12T o 72,
BEIZIERT A T—T (TAE) ERYMITEERE (FAE) AV, JEL
TEERFOEELREIZ, 10mLkg THRE Lz,
15.5 —iRIRBEIER
BEHMFIIER 3 B (&581, BREE#~] FH%, &S 2~6 KK | £%XE2E
D—fRREBEEEE L,
15.6 EEMEZ2—RCIRIEELE
28 BRI EREICOWVWT, BEBARNC 1 B, R5BHBHBITE | HOBEE TREDOEE
PEE L, RERBROBEIIEMICELE (REBWES) 2EIT. BIMOLTEL
BITo %, RBREENHBITERWVIRIE (BRI TiTolk.
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T=UNbRY | F—=VIFEEANTHLL, BE I —USMCE Y B9 E ToRIG (H
H3BORG LB SRUHEE) &, 2a7 U VBT
HRERMBETOEE, $FEORE (LF, BOBNKROWE
HAD | RERUHEORE (BH, BRROFT ) —E8) | IROE
¥ (R, REREHEOELE) . MERVCOWHOFRLEE
B % 90 cmx60 cm DEREE RIC 1 HRLLE 5 HLIRN) B &, BE,
TU—FTRTO | EBE, R, SITORE, RGBS, RE - 8F - 8. FRfT
1T DB BROEETHORELEE .

1 R oSERS (FEo) RUOHEREE RO7—AE) Z2HIE

FIT Lo TDEE
Al 7a B4R

15.7 HeEmRE

28 BREIREEICOWVWT, 5 438E (BE24 HH) [C1H, REQCHEBZHRE LT,
BB B OB I TEEM 72 — IR BB BIER & RIARICERBREE DN MBI T VW REETRE LT,

BEERATHY 3 em [CAR— AR O EESI A BERFELIZ L EDOR

ISE AT ) v 7 ECEME

B B |BEECEPEDLLELEORIGE AT Y v 7 E T

BISME | 8 % |BREAYITRO 13 BRBMEZEAR & X DRIGBE

B |IBEFETEBoT#%., BILICRER Y T L XKD E B2
2 30 em OFEIND, B0 E I LIZREBTHEE Ll &0

EnH | RERBOFELBE

" 7 BIA—FFGC2 (AT 4 R) AV, FIEKRO®REOES % 2

EIRIE L, FEHE CRHE

J v MFEBER EERE ACTIMO-10 (52 /) #FW., B

B REBR OEBNEE 1 R (10 2R T 6 E) HIE L., #RAME (42.6 cmx26.5

cm DOEIFHZ i S om FHIRR CTRE) 2R 2B CEFME

#

3

158 HEAE
ZFICOWT, BFLIRE (PR UR) 2RV, TROBICEEZRIE LR,
- BESUTH
- 51,3, 7, 14, 21 RU'28 B H
- FRBEOMTIE (FAEZEH»DHOMMHA,. BARE)
159 BEEEAIE
7, 14 RN 28 AMEERICOVWT, BF EMEE (P Y TR) 2AV, FTREOHR
WEEEEZREE LT,
- BT HOREER
c BB 13,7, 14, 21 RUN28 HEDEEEE
57, 14K0021 B BICHIERHEEHERICHEEZER L, HAZOKRHEEZHIE L,
HIE LREELEREENLERERMTO 1 BENEEEL RO, B, FREAR
ICHERZITOBMIC OV TIIEEEDHZRIE L, HORMAERUHREREOREIX T 20

oY
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15.10 [RIRZE
a) B R
28 HE®GHICOWT, 528 B EOFRICRE S — VKB EIE L, BHEEUK
EOVERIRETE R ETON 16 FFROERBRRZHE LT,
b) BREEEKROFE
BRL-EEREAVKRECEBR ZRE Lz, 28, RILERINBER VO EHERS
BELER, BAER CHBRODEOREICEE LI EBRD b o izd, &
AEBEICOWTIRERZITh 2o Tz,

H B 5 ik B
JR2 (Urine volume) ARAV) =L L BEE —
&58 (Color)
%Y (Turbidity) PRI B
RiZZFEE (Uosm) KABETIE A
pH
EH (Protein) REEE:
7 b & (Ketones) FEBRITIEIT T AT 4 v 7 A (—A | —
% (Glucose) VR) BEA)
M (Occult blood)
PRYE¥E  (Urinary sediment) Sternheimer 2% B

ERMSER A BENREEST OM-6040 (77— LA)
B: VAT LEMTEMEE BX41 (AU V/3R)
15.11 MERE
a) BRI K% ORERE
FRBEICOVWTRERESBOFEI LR L, BH (EREALE 16~20 FFHEE) |
CO/OLREH A (COn0, {EEL=4:1) FRELT CHEE KB ORERO LBV EML, &
ERBIZER L, BB, V7 F4 MREIZOWTIHIMEEDSREHERI T2 o tr, &
7. 28 BREIBERIZOWVWTIE, X7 AV—V RNA BHILE (BARY Ry - F oy
V) BRAVWTIIKRZEHEE LEEIEfM L, =B T2 B EHER, -20°C T 24 BERER
B LT, £0%, -80°C TRE L. NI4T A X &RE L TCREMMBANTHFIRTIC 2%

L7,
MR RE YERL G 15
- EDTA-2K HMEEM A SB-41 (1 v FNE&EE G2008, A RA w7 X) TE
U7z Mk

CXABZ=T MU TATKIM (v FES CTR6101, FIEMIETE)
m 3 | ©32wA%KEKZ 100 pL ¥ L7 4 7 A BEAERE CHRIL L | 3020 B
(3000 r.p.m.x10 mins) L CH7= i

M 3F | AT AMRRE TR LiE OO (3000 r.p.m.x10 mins) L CTHELME
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b) IMEFRIRE
2MEOMmEErAVWREOEEZHIE Lz, 7 74 MEIZO W barey
FREE R OVEME(LER S b e v R T 2 F VBB ORIEIZI TR oTr, Eir, T_RTDHE
BICOWTHESBMAIETE iz, 22 AWEBHEERIER Lo T,

H B 5 & e
FRImERE (RBC) FEREF ARV
~ESrEUBE (Hb) VTUARNNES B U
RBC x MCV
~< b7 Uy ME (H) BT
EE)FRIMERERE (MCV) R EP AR IS
EHRIMERA~E 72 & (MCH) jﬁmm3
RBC
Hb 5 C
FHIRMERATE 2 0 © L PE (MCHC) ReCxmcy 10
H/hREx (Platelet) FE BT AR
FER IR MBREL =R (Reticulo) RNA $eta3h
HinEk$k (WBC) Za—%A MR M) —Ik
HIMEKE 4% (Differentiation of leukocyte)
K (Neutro) . U >33k (Lymph
RS o) | B (e | 7EA A Y
BER (Mono) REGEREER (LUC)
Zu ba U (PT) REER LA
FERELES L 2o R 7T AT BE (APTT) | S m ik bt D

BRERE CiiLm. DIicikimsEs A
FERAHE C REMKEFEREEE ADVIA 120 (3— 2%V X)
. D: 2 BB MiREEREHEEEE STA Compact (R/= « ATV ) A5 4
v 7 R)
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o) MRAELFRBRE
MEZANVTERROEEEZRE LIz, V774 MREIZOWTHET AT X VBET I/
NFGVART2F—8, T7=2T I IV ART T8, TVH VBT RT 7 H—
B, RBER, JVTF=VREROBEU VLV ZRIEL, TOMOEBIXAIE LR
7o

H B \ AR S B
‘77(;3?)7 FYRTR/ hT AT =T UV ¥ JSCC IR Lt InE
TI7=VTI) NIV AT 2T —E (ALT) | UV ¥ JISCC (bt s
TINHVIET 5+ A7 75— (ALP) p-Nitropheny! phosphate ¥
2) X5 5 —+¥ (ChE) Butyrylthiocholine iodide ¥
pIT VB IV DTG U RRTFF—F (-GTP) ﬁlt}rlfi;lltﬁmdeyg roarboxy-4-
@=L A5 a1 (T-Cho) COD-ESPAS # E
N ZUED K (TG) o BSPAS 770 R
REESE (BUN) ' Urease * GIDH %
2 V7 F = (Creatinine) Creatininase * F-DAOS £
#WEHB (T-Protein) Biuret ¥
77 X (Albumin) Bromocresol green &

Albumin

AIG It (A/G ratio) T - Protein — Albumin _
m#E (Glucose) Hexokinase * G-6-PDH £
WEeULer (T-Bil) BESRIE
AR ER (TBA) RV A 27U U7k E
mEky v (IP) Fiske-Subbarow %
AN A (Ca) OCPC ¥
FhU DA (Na) Crown-Ether JEER:
B A (K) Crown-Ether EE & F
) MO [EA

ERME B £FEEHOPTERE 7170 % (B SL8ERT)
F: BEESITLERE PVA-EXTT (A&T)
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15.12 REFRRE
a) ¥ #®
FRBEICOWVWTRKEESEBOFE R OWTIL LRI, B % IR KENRY b A
LTEHEIESHE, B3R, B, KT, EHER, Mk, BEROCEBEE ZORAFICD

WTHIRRBE LT T,
b) MEBEBRAOREEENE

(@ ¥ 771 et

1, 7RV 14 BERGEICOWVWT, FIRFFICRERORE - BREER LT,
5 B FE - AR
2% . K
i &R g
W IRER R g
ATERRR | FEE REE Rk JEIERISR*. T RIZERT SR
PERE R Ji* (REM. DR OMEE & Te)
3 MR B (CRBRE) . Mehg*. Bofp*
PR TEE* FRE (ERMEEET) | BB
B 10%FHBE RV~ ) AR EEA U CRERICEE L%, NEDE KRS
L7z,

FORIRIASN D T+ 244 L- BB, BERXTRERCEET 2ICETF RS (¥
AMRUDR) TEEZHE L., B, EERORE LEIER R4 CHEL,
EAEOAFEEH LE, BIBEELAEE LD TOHE L, SAZERSBIIREDO—
HEEDTHE L, FRBIZ ER/IMEEZE D TRE D DB IC 10% 5 HEEE
A Y RCEE L, BH, EREOEXSENILOMLCEERHIELEL, BE
RRELZBEICOVTIE, MERICHE LAEREICEEELEH LY,
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(b) 28 H & 58

B10-0119

BIRFFICIRE ORRE - ME &R LT,

5 BE .
R S I
o T H. B (5B b E. SRR
IR Bl B
b mER | D
WRER .

] FEBLY WL Rfe. TEIERTSINRS. TSZERTSI IR
A 3 (BEREST)
HER B OB R OMEE A1) . ThE. AR
e T Y T EpsR—
Y 22

Mo

AR TEfbr, BRE (ERMERET) | IR
BEE Rk
% ERR | BTG GRE) . B )
B MRS | AR

K[E R OWEREIY 10%F HERE RV~ U R Z EABICER LB RO 10%
AR ER L~ ) VIR EEA L TCRNKICERTE L%, N % K¥EkRE L,

FAREREASA O T ) 2 4F LTeB B 1, BERUIRHRICRIR T 2RIICEF XA (VF
NMPUDR) TEERZHE L, BF. BREOWBE LEIERZH 2 IHIEL,
EREOGHEZEE L, BIBRELRZE LD THE L, HREMIBIIRED—
Hr a2 THIE L, BREIEERZSD CRAKEZARATRELTERL, EEY
RIE Ui, FRBIT ER/MEZ SO TRE D b oBEETIC 10%FHEEE R L~ U v
BIZREL, B, ERAOELKENOABLCEEZWE L., EEZRIELE
BEIOWTL, BHBICHE LAEL RIS EREBEH L,
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o) KD EER MR

BERLUERE - BB, UToX ) cEERMREL K,

Frigis. EEZHER., SMIEEOHRE,» S (FINRRA & Z O 2S5 AR
B-7T) 2~3 mm BOMEMA 4 ERR L, BETERARETAICE L, 28>0
EEN 15gUTTHD Z & 2 HERE. TNULENEED 5 fFELL LD RNAlater® (Ambion,
Inc.) WCRES W, 1.5 g 2B BT OB LU LIRS Uiz, HEIKE
%, -80°C TR LTz, MAULEEDRETREEMIT AT ORREORE Y oK UE
D DIEE 10%FHERE R~ ) VIR CTEE L,

B, EEH4ICEEZRER. AROBRE»HAFEL ST L O I T 4~5
mm TE DA Z IR Uiz, A »OHELZERY BRWEH, ERFTo Lk, ¥45%
W& 3 mm LAPICHEIE] L RNAlater [IZE38E LTe, 720D QY0 LILEE, BIENE, BB
BRORBEZZTTYH 7Y 7L, EREH RNAlater [ZIRIE Lz, 520 OESIEIKE
%, -80°C TRIF L7, MY 10% P HEE R L~ Y AR TEE Lz, 2B, EFVT
NPDRTIREDRBD DNTHEIL, FERE 10%HHEEE SV~ VIRTEEL, K
KR 2 BAR T B BT ] O-80°C RIS RIFICHE LTz,

R, EGRX CERTRER. FRE 4 DEIL, kA O¥5% RNAlater 128
B L7, 2D DE[ITKEHE, -80°C TRELEZ, EMIEETEy Y UIBRTEEL
7o

R EEI, ERBFAER, EALVEETEY P VIRTEELE,

FEZERTRIL, ERBREHR., EF T L, —F % RNAlater IZBE LT, Y 1% 10%
AR AV~ U VIR CREE Lz,

fid, ERZRER, KB LEAZ - (R¥ ) —): 7 vau i)V EERES
=6:3:1) IZRE L7, KM T TSRERIIRE 5 L7ct, BARZ ) —NicXx# L, &5
KT TIRE D LeAin, | R Eic2 @, EBRkod ) —A 2L, KAFT
—BEIR & 5 L7k, A= & ) — VB BEEREL 4°C TRE L, BELERBHIGES
& FE U TORREBIRFICERM L,

TEEIL, EELZRER. RNAlater ITEIE LT,

RNAlater {23218 L 7= BZHE#RIL RNAlater % HRICRE S/ 5725, 4°C T 24 B E
L72#&. RNAlater |IZRIE SR 72E £-80°C THEE L, FIA 74 A2RE L TLLMT
BT IERTICEN L, -80°C BURERE LRI OV TIX RIS A 74 A &2RE LT
LM FHE BN ST IS LTz,

TOMDEHFE - ML, 10%FHERE L~ ) VIR CEE Lz,
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d) FEMABFERE
(& V774 MEE
1, 7RO 14 B RREHEOXMNBEROEAERICOVT, [T, Bk, EE, &
MRR, ERE (RERE) | g, MIROART T 4 VAEEEEA2/ERL, ~v b
VYA Vr (HB) Gtk SFBEMENICRE Lz, B (KEEE) 139v
H LATIZ 10%8588 - A< ) RICE BBUR 21T o 72, Eio, BRRICOWTIE, &
AEECTHBRMEOREICEE LBl gEbhizlzd, ERAEEICOVTHIRE
MR FERIREZIT oz, ZOIED, WIRARERE LT 14 B RREHONBED 1
#l (No.11) DERBFIZOWTHREZTT o7z,
(b) 28 HfH#& G- .
SRR OB AEREICOWVWT, BMEUTEEZROTER LT TORE XX
MRRD/ST 7 4 o ABEGE R 2 /B L HE etk SEEBMSEHICRE L, B
EOVERE (KERE) 13809 K LUBNIT 10%I88 - &L~ U RIC X A BIR 21T - 7=,
o, BROBBICOWTH, BAEE CHRRIE ORI HIE L2 Likbh
Teled, BRI OV T HIREBABEAREZ{To 0,
15.13 #EEHFEAFIE
HE, BEE, BH, BREHE, MRFHORE, MKRELZHRE, RE. RESE
R OUBEEEORBITOVTIL, Bartlett ¥EIZ & 2ESHBREZITV., 5%E BAMETESY
B b HAIL, Dunnett IEIZ X BRERIT o7z, EHBMRD LNRVESIT )
X7 A MY w7 @ Dunnett {5IC L AREZITo T, BEEEE (FE0) R UOBEREY (R
DT —=NE) 17 %5 2 MY w7 @ Dunnett {EIC L AREEITo 72,

16. REBREEOFERMEICHEL RIT Lz L RO 2BREERE ORI EED D DB

RBEEOBREICEEL RIE L L Bhh 2BEER K ORBREEEY D OB®BLUIRD
6 j’bfoﬁ 73) 2 f:o
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17. REBREE
17.1 —MIRAE (Table 1, Appendix 1)
R ERERE O REICETIIERD bR o7,
172 FEME72—fRIRRR (Table 2., Appendix 2)
B EFERTOBREIZIVNT, 500 mg/ke B CHERNROARREER A DN, &S
HIFA TR E R S8 CHRERSR OSREEICE B R EENIRD bV, MosEie
LEBIZBWTODERYERSHEE O REICER IO b aho T,
173 HEERRE (Table 3, Appendix 3)
WRYEREH TEAR VB REHRICEREREHIIED b, RSHEREIZBWT
bRBRMERGER O BEICETIIRD b Rho T,
174 f& E (Fig. 1, Table 4, Appendix 4)
WEYMEREFHICERREHIRD bhRhoTz,
17.5 1E£HE (Fig. 2, Table 5, Appendix 5)
BEVWEREHICERREHIIRD bz o7z,
17.6 JR¥RE (Table 6, Appendix 6)
BHRMEREH CRERVCREZECAREREZERRO ON T hOBREEB BT
bLRBRMER R OSREICEE IR bhkho T,
17.7 M¥EHRE
a) MIKRFARIRZE (Table 7, Appendix 7)
1 ERUT ARREHE TR ERGHICEERETENIRD bhabh o7,
14 BFREFIZIBVT, 100 KT 500 mg/kg B CEHRMEEE MCV) OFERIE
ERH LR, AEEFEICZ L, BET2MORMIKR T A —FZICEE BB
LNBRNWIZEND, BRNEEEE LT,
28 AR EH TR ERSHICERRESIIRD bhihoT,
b) IM¥KAEFHIMRAE (Table 8, Appendix 8)
1 EIR U7 ARG CRIEBRMERSHICEEREHIRD biah oz,
14 ARBEESHBWT, 500 mghkgBHETT 72073 ) M5 A7 25—F (ALT) @
FRRRRBENRZ LI, 100 mgkg BICHEEREBIIRD bhizh o7z,
28 HEI®EFHBVWT, 500 mgkg BETCTANTEUBTI ) NF VAT 2F5—F
(AST) | ALT RO AE IV FT U ANRTFZ—F (GTP) DHEREEN S b
iz, 100 mgkg HTIXZ VT F =V OFBRBEERA LN, AEEEERI 2N
LD DLBRENER EE X T,
17.8 FHEFHRE
a) ZREEE (Table9 Z1N 10, Appendix 9 &N 10)
1 BB GH CIRIERDERSHICFRRESIRD bhkdo T,
7 BT EEHICIV VT, 500 mg/kg BE TR BT EEOF B 2 B E Cof FREED 107.0%) |
EHROFERNEREDCHELREE GHEED 107.6%) RO TEEADHENEEDE B R EE
FREED 114.7%) A% BTz, 100 mg/kg B CHIEMIZERNLIROES R OMEH EEDEE
REERS DN, AEERFEORWEER ThH o,
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B10-0119

14 BB EHTIIERYEREBICEELREHIIED bhkho T,

28 HFREEERT, 500 mgkg B CTRIBOMMEERDCHEZ2EME GHEEED 107.2%)
BH bz, 100 mgkg BICHEBREENIRD bied o7,
¥l & (Table 11, Appendix 11)

1 BB IR E R SR LA O RBEICEEIRD bhveho iz,

7 BFRERICBVYT, 100 mg/kg 3 CHABROBRIZEN 1 licH b3, 500
mg/kg BER O REICEE IR b iad o T,

14 B 53R T, SHRBEECTIRE ORER AN 1 fllch b, HBhERs
HICEEIR/O oo T,

28 AR SRRV T, 500 mg/kg B CTRITE OB 1 flicx bz, 100 mg/kg
BER O REICREIIRD b o7,

TREERRFEAIMRZE (Table 12, Appendix 11)

1 E#HREBEITBVT, 500 mgkg # CRIBOBMESNE O RMETE (Z<B®RE) B
4 B 1 FIZER D b LTz, 100 mgkg BEOBIBITIZBREILRD bhieh o7z, BT
FFIg D BR R MEFF AR EESE 1 Blic B BTz,

7 AR EBEIZBVT, 500 mg/kg B CRBOBENF OEMNRME RS (ZQ8®E)
4 Bl BEESVE OEILIRME BARRREEE (D BE~BE) N3 FIcBD bivk
VEA, HRIZERIZARD Y v SBRREN 1 fllcA bz, 100 mgkg BETIE, BIRAYICE
RIBIRD B TILRD A b 1 I CHRARZENIC L BRILENHER SN, MREICEY
RO bR T,

14 BE#TEEB\VT, 500 mgkg ﬂ%“@%ﬂfﬁ@%’ﬁ%ﬁ@i&&% EBRAE (I<{8E)
04 Blepl, SEESMVEOITNLRME BARERE (J<BRE) 234 5’3&) BILTZIED,
TR BR R FFHIBREFEA 1 FlCH DIz, 100 mgkg BE DB ;E*%’ TR B h
o7z, XTI, RRMICRE ORREGENA LN 1| FITRBEEE E&%ﬁﬁ#aﬂs%ﬁ
FEDSTRD B AIVTIED, FHEO R BTSN 1 FlicAh bz,

28 HEH&REHBVVT, 500 mgkg B CRIBOBEENEOEMFHERLE (DQBE~
BEE) 25 BIefcR biviziza, WIRMICHTE OBERBREENL bz 1 I CTER
BOMEEFEOKE (FEE) ROBERRORTLRBRR (EE) »38Bdbhk,
ATE OBEFGMERE (BE) 1Mho 1 fIchROLNE, £, MoHImS 2 4, EEE
0 A RIMEOIEIRZEN 1 Fl, TRZERNIROMIRBERE Y L ERiEE R4 1 4lic
H bz, 100 mg/kg BETIE, BROBMENEOEMRMERE (ZI<EE) 28140
B LAV IEH FEE S DOFERL 2 BN A b LT, R FREE TR O RRBMESES 1 41,
RO BETER BN 1 flicar b,
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18. & £

19.

Ethylenediamine I%, ¥ L — Ml =R¥ VBIERLFIZFOERER L LTESAVWLGRT
BY,BTALIETHDZ &b RERVIRBICH LIRWAIEREXIIEREEZ TR T L INT
W3 (LY E IR o, 2006) . £7o, RERSEMEZTMT 20TV %R
T/ HEBE L AW ERBRBTThI TR Y [ F344 7 v M2 AW 3 » AFRBERER
BRIZ R\ T 1000 mg/kg/day CHEREIZAEHMIFI AR A SN 2B TIIRERT, PN
AL BRELREENRO DN ERRESITVWS (Yangetal, 1983) . S HIT, F344 5
v & AW 2 EREEER SRR T, 350 mg/kg/day TREICE 1, MEREZ R EBIN K OHFH
R DL ERD b TV 5 (Hermansky et al,, 1999) , “HEEHE 2 HBRME & L ARBRIC
BT, BliEEOE ~OEERFRD b /iEh, FFiR~DFEE RIRT 5 B{LR A bz,

ElE~DFE L LT, 500 mgkg BT 7 K028 BREBREZICHENEEDDT IVAEHE
NHBI, 1 EREE» D D EEREINE O REEEAENED bk, milsl
ZHERECIXBEEE TR T AEMIIA LN RN b 00, 7RO 14 BEBREZICTE
FE~BRE OB SV OWALRANE BB BFR O bz Z L b, #BRW BT RAE
EREEETDEELZ DN,

Bloxt+ 282 L LT, 500 mg/kg # T 28 AT EHZIZHTE OBEFRMEL R4 6 i, ﬁ%
FRNCERBRORY LB R R CHEEF B OKENRBD bivicZ &nb, ZHEBEIC
WTHIVEEREE R F T 5 LB X T,

T DIEH, 500 mgkg BT 7 A ERERITFROMSEEDORME, 14 K128 BHEE
#IZ ALT OFEE, 28 BRI E5%IC AST RUOGTP OFEERH LI, FFEENRER Sz
3, TREARRFERRE CIXBERIC S AR OS5 X 5 R LITRBD bILeds
27,

723, 500 mgkg BT 7 BEARERICTEEOHMNEEDOEMENRA LI, —BHED
EEHTHY, HRFIRELZITo CWVRWVWED, BEZMERIITHTH S,

B 5T ISR SRR TR A DN E DO, AEEEEORVWESTh
5T &, MIZBHETAEMARBO DRI & Xi%%%éf%&bfﬁﬁéhéﬁﬁf
HDHZEEND, HRYERS LIIBEECRVWELEE X,

L/LJ:(D ERY, ARBCRERYERSIC LV BEEOE ~OBEFENTD bh, I

BEPRRTIHALALNEN, ZOMOELERR, FEERERR, O - MR, WRE
Eﬁﬁzﬁ% EEER, BER. B BFR, AR~OBEIIRHSh22ho Tz,

B SR

Hermansky SJ, Yang RSH, Garman RH, Leung HW (1999) Chronic toxicity and carcinogenicity
studies of ethylenediamine dihydrochloride by dietary incorporation in Fischer 344 rats. Food
Chem. Toxicol. 37, 765-776.

Yang RS, Garman RH, Maronpot RR, McKelvey JA, Weil CS, Woodside MD (1983) Acute and
subchronic toxicity of ethylenediamine in laboratory animals. Fundam. Appl. Toxicol. 3,
512-520.

L E AR FHE (2006) CERT A EMFME.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of general clinical observations

B10-0119

Sex Signs Administration period
mag/kg/day 0 100 500
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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Table 2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detalled clinical observations (scoring scale for detailed clinical observations)

B10-0118

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 handiing
+2  Continuous vocalization
Handling obsevations ~ Muscle tone -1 Decreased
0  Normal
+1  Increased
Subnormal temperature - Absent
+ Present
Plioerection - 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  Mydrlasls
Salivation - Absent
+ Present
Secretion - Absent
+ Present
Observation 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 insufficlency
+2  Moderately insufficiency
+3  Severely Insufiiciency
Lid closure - Absent
+ Present
Galt - Normal
S  Staggering gait
T  Tip toe gait
P Shuffling (paralytic) gait
GD  Galt disturbance
Tremor/twitch/convulsion 0  None
+1  Tremor
+2  Twitch or convulsion
+3  Systemnatic tonic convulsion (opisthotonus or eplisthotonus etc.)
Stereotypic behavior - None
C  Circling
G  Grooming
8  Sniffing
H  Head bobbing
Abnormal behavior - None
S  Self-biting
B Backing
C  Circling
R Rolling
W Wirithing
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 week 1
Dose (mg/kg/day) 0 100 500 0 100 500
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
e A - S S S -
Removal removal +9 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 5 2 3 4 3
Vocalization  +1 0 0 3 2 1 2
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle tone * 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
Piloerection + 0 0 0 0 0 0
. - 5 5 5 5 5 5
Staining hair + 0 0 B 0 0 0
- 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
- 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
Exophthalmo - 5 [ 5 5 5 5
s + 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 o 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 0 0 0 0
-1 0 0 0 0 0 0
Motor activity 0 5 5 5 4 4 4
+1 0 0 0 1 1 1
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
" +1 0 0 0 0 0 0
Respiration +2 0 0 0 0 0 0
+3 0 0 0 0 0- 0
. - [3 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
. GD 0 0 0 0 0 0
Observation 0 5 G 5 5 3 3
in arena Tremor/
. +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 c 0 0 0 0 0 0
R 0 0 0 0 0 0
behavior W 0 0 0 0 0 0
Vv o] 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation” 1.8+1.1 1.8+1.3 00+00* 022104 0.2+04 0.0 £0.0
Urination ¥ 02104 2.0+3.9 1.0 1.7 1.8 3.0 4647 0.2+04

a): (count/min, meantS.D.)
* . significantly different from vehicle control at p<0.05
* . significantly different from vehicle control at p<0.01
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Table 2-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing week 2 Dosing week 3
Dose (mg/kg/day) 0 100 500 0 100 500
Number of animals 5 5 5 5 5 5
-2 0 0 0 0 0 0
ST S SR S - -
Removal ~ 'omoval +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 3 3 3 3 4 3
Vocalization +1 2 2 2 2 1 2
+2 0 0 0 0 0 0
-1 0 0 0 0 0 0
Muscle tone 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
Piloeraction + 0 0 0 0 0 0
- 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 eddening 0 0 0 0 0 0
. - 5 5 5 5 5 5
Cyanosis . 0 0 0 0 0 0
- 5 5 5 5 5 5
Lacrimation + 0 0 0 0 0 0
Exophthalmo - 5 5 5 5 5 5
S + 0 0 0 0 0 0
-1 0 o] 0 0 0 o]
Puplllary 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
Seoretion . 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 1
Motor activity 0 5 5 5 5 5 4
+1 0 0 0 0 0 0
+2 0 0 0 0 0 0
0 5 5 5 5 5 5
. +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 N 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
GD 0 0 0 0 0 0
Observation 0 3 3 5 5 5 5
in arena Tremor/
+1 0 0 0 0 0 0
twitch/
convulsion +2 0 0 o 0 0 0
+3 0 0 0 0 0 0
-7 5 5 5 5 5 5
Stereotypic ¢ 0 0 0 0 0 0
behavior G 0 0 0 0 0 0
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 8 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®! 0.4 0.9 0.0 +0.0 1.0+0.7 0.2+04 1.0+£1.2 1417
Urination * 04108 08213 0.6 £0.8 0.2+04 1.2+1.8 16+1.5

a): (count/min, meanzS.D.)
* . significantly different from vehicle control at p<0.05

= . significantly different from vehicle control at p<0.01 8
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Table 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing week 4
Dose (mg/kg/day) 0 100 500
Number of animals 5 5 5
-2 0 0 0
Ease of 'g g g g
removal
Removal +1 0 0 0
from cage +2 0 0 0
0 3 5 2
Vocalization +1 2 0 3
+2 0 0 0
-1 0 0 0
Muscletone 0 5 5 &
+1 0 0 0
Subnormal - 5 5 5
temperature  + 0 0 0
Piloerection ; g g g
Staining hair + g g g
Unkempt hair + g g g
Paleness ; g g g
Handling . - 5 5 5
observation Reddening + 0 0 0
Cyanosis ; g g g
Lacrimation _; g g g
Exophthalmo - 5 5 5
S + 0 0 0
-1 0 0 0
Pupillary size 0 5 5 5
. +1 0 0 0
Salivation _;_ g g g
Secretion ; g g g
0 5 5 5
Posture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 1 1
Motor activity 0 5 4 4
+1 0 0 0
+2 0 0 0
0 5 5 5
Respiration I;_ g g 8
+3 0 0 0
Lid closure ; g g g
- 5 5 5
S 0 0 0
Gait T 0 0 0
P 0 0 0
Observation GOD g g g
inarena  Tremor/ 1 0 0 0
twitch/ +2 0 0 0
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 0
Abnormal g g g g
behavior W 0 0 0
\% 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 0.2 +0.4 0.8 +0.8 04105
Urination ® 0.4 £0.8 14111 0.810.8

a): (count/min, meantS.D.)
* . 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

B10-0119

Maie
Dosing week 4
Dose (mg/kg/day) 0 100 500
Number of animals 5 5 S
-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 1 0 5 0
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
‘ +
Pupillary reflex 5 5 5
- 0 0 0
+
Air righting reflex S 5 5
- 0 0 0
Forelimb
Grip strength ?Fe '|m (@ 445 + 44 444 + 71 449 14
Hindlimb (g) 489 +12 451 £ 47 501 + 33
0-10 (min) 177 £ 83 193 + 61 166 + 152
10-20 (min) 106 + 34 64 + 32 128 £ 74
20-30 (min 64 +45 53 + 31 67 £ 31
Motor activity ( . )
[Interval] 30-40 (min) 66 +49 41+39 62 57
40-50 (min) 16 £15 31+£34 36
50-60 (min) 12 +26 31+54 716
Total 441 £ 95 413 160 433 £290

"Approach contact/touch response”, "Pinna response" and "Pain response";

-1: no reaction, 0: normal, +1: hyper reaction

"Pupillary reflex" and "Air righting reflex"; +: normal, - abnormal reaction

"Grip strength” and "Motor activity": meanzS.D.

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

-30-




B10-011¢

Table 4 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of body welghts (g) : Male
Dose
0 100 500
(mg/kg/day)
Administration 9 139.86 138.48 139.79
period (day) +5.48 (17) +4,88 (17) +5.87 (17)
2 149,18 147.75 148.35
16,78 (13) 5,41 (13) 16,71 (13)
3 158,59 167,15 186.17
£7.61 (18) 15,66 (13) £7.67 (13)
7 189,85 186.11 191.88
+13.10 (13) 19,18 (13) 19,95 (13)
14 266,39 255,79 255,31
£22,75 (9) - +15.68 (9) +15,67 (9)
21 325.68 318.94 307.98
25,64 (5) +10.79 (5) 24,11 (5)
28 371.30 364,88 350.46
+33.50 (5) 21,80 (5) +28.18 (5)

Values are shown as Mean £ 8.D..

Flgure(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 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0119
Summary of food consumption (g/rat/day) : male
Sex (mg?lf:/zay) 0 100 500
Q:To'g'?;f;;"” 1 19.00 18,57 19,00
+ 1.59 (13) + 1.88 (13) + 1,38 (13)
3 20.18 20,10 10.63
+ 1.70 (18) £ 1.49 (13) + 1.71 (13)
7 23.42 22,98 22,32
+ 2,07 (13) . t 1.80 (13) + 2,01 (13)
14 25.48 24.22 24.87
+ 2,87 (9) + 2,50 (9) 209 (9)
21 26.48 27.71 25.59
+ 1.51 (5) + 1.34 (5) t 2,25 (5)
28 27.29 28.26 26.67
t 1.69 (5) t 237 (5) t 2,72 (5)

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

* Slgnificantly 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-elght-day repeated-dose oral toxicity study in rats
Summary of urinalyses:Male
Dose Twenty-sight-day treatment
ltems
(mg/kg/day) 0 100 500
9.4 11.4 15.2
Urine volume (mL) £3.4 (5) 16,5 (5) 4.8 (5)
977.2 852.8 694.4
Uosm (mOsmiL) £302.4 (5) £337.2 (5) £231.3 (5)

Values are shown as Mean + S.D..

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

** Significantly different from vehicle control at P<0.01.
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Table 6-2 Twenty-elght-day repeated-dose oral toxicity study In rats B10-0119

Summary of urinalyses: Male

Group Twenty-elght-day treatment

Dose (mg/kg/day) 0 100 500
ltems No. of animals 5 5 5
Color

sY 2 3 4

Y 3 2 1
Turbidity

Clear 4

Cloudy 1 0 0
pH

6.0 ' 0 0

6.5

7.0
Protéin

+ 1

1+ 3

2+ 0 1
Glucose

- 5 5 5
Ketones

= 2

1+
Occult blood

+ 2

1+ 0
— ]
Color: SY: Slightly yellow,Y: Yellow,
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Table 6-3 Twenty-elght-day repeated-dose oral toxicity study in rats

Summary of urinalyses: Male

Group Twenty-elghit-day treatment

Dose (mg/kg/day) 0 100 500
ftems No. of animals 5 0 5
Urinaly sediment
Red bload cells ®

0 5 -~ 5
White blood cells

0 5 — 5
Epithellal cells

0 5 - 5
Casts

0 5 - 5
Crystals @

+ 5 -~

% Number of cells/10views(x400),
®: Number of casts/18x18 mm?

) Incidence of crystals/18x18 mm?,
~-:Not examined.
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Table 7-1 Twenty-elght-day repeated-dose oral toxicity study In rats
Summary of hematological examinations:Male
ltem Dose One-day treatment
ems
(mg/kg/day) 0 100 500
744.5 711.3 731.0
4
RBC (x107/uL) 69,0 (4) £65.5 (4) £45.4 (4)
15.85 15.10 15.28
Hb - (gl +1.38 (4) +1.64 (4) +0.71 (4)
51.18 49.28 49,90
\ .
Ht (%) £4.62 (4) £6.02 (4) £231 (4)
68,78 69.20 68.38
MoV L +1.76 (4) £3.15 (4) +2.46 (4)
21.35 21.23 20,93
MCH (pg) $0.58 (4) +0,65 (4) +0.51 (4)
31,05 30.70 30.60
MCHC (grdL) +0.50 (4) +0.59 (4) +0.47 (4)
135,30 124,43 124,95
4 8 .
Platelet (x10°/uL) +18.84 (4) £36.51 (4) +19.89 (4)
10.60 11.60 11.50
0,
Reticulo (%) $1.27 (4) +1,80 (4) +0,87 (4)
2 79.85 71.90 72.20
wec (c10°7uL) £1.77 (4) £32.96 (4) £16.42 (4)
Differentiation of leukocyte
10.98 11.20 9.20
\ .
Neutro (%) +3,07 (4) +2,68 (4) +1.68 (4)
83.38 84.28 85,55
. .
Lymph (%) +3.31 (4) +2,96 (4) +2.35 (4)
, 0.53 0.40 0.53
\ .
Eosino (%) 0,17 (4) £0.08 (4) +0.29 (4)
1.00 0.80 0.78
\ .
Baso (%) £0.37 (4) £0.39 (4) 10,15 (4)
3.18 2.40 3.18
\ .
Mono (%) $0.54 (4) +0.76 (4) +0.84 (4)
0.95 0.95 0.80
\ .
Luc (%) £0.21 (4) £0.31 (4) 041 (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 7-2 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of hematologlcal examinations:Male
tems Dose Seven-day treatment
(mg/kg/day) 0 100 500

RBG (x10%L) o @ oot @ Sgg @
Hb (gl to52 @ 1034 @ 241 W
Ht %) iree @ w05 @ fee @
MCV () A t128 @ #1340
MCH (po) 2 @ o (4 o0 @
MCHC (grdL) igzg @) 2333 ) Z:Jgg “@
Platelet x10*pL) l?gig 4 l?gg? 4 lgégg 4)
Reticulo (%) ;:gg (4) :g:gg (4) iigg 4
WBC (x10%/uL) i;j:-zzg 4 lgg:gg (4) :;:28 (4)
Differentiation of leukocyte

Neutro (%) l;i: (4) l;gi (4 lg:gg 4)

Lymph ) S0t @ 2t @ 8 @

Eosino (%) igjfi @ :t?)::g @ tg:?g @)

Baso (%) ig:;? ) igﬁgg 4 tg:?: 4)

Mono (%) s @ o @ 400 (4)

Luc (%) £018 @ 108 1020 @

Values are shown as Mean % S.D.,

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

* Signlficantly 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-elght-day repeated-dose oral toxicity study in rats
. Summary of hematological examinations:Male
o Dose Fourteen-day treatment
{mg/kg/day) 0 100 500

RBC (x10%L) Z;gj @ SZ: @ 1222 )
Hb (o/dL) s @ A10 () 008 @
Ht %) t76 @ 1208 i2e0 @
MCV () St @ o120 @ b8 @
MCH (pg) ESZ @) iggg @ ig;g @)
MCHC (o/dL) o7 @ 1058 @ 053 @
Platelet (x10%L) l}g::g (4 lgggi “ 1:2(75:3; (4)
Reticulo (%) iﬁjﬁi (4) ig:g: (4) iﬁ;?g Q]
WBC (x10%pL) 122122 @ iﬁ?ﬁii @ i?:;g (4)
Differentiation of leukocyte

Neutro (%) o @ 4200 (4) by @)

Lymph %) 2208 () s 4z @

Eosino (%) ig:g 4) ig::g 4) :hg:g 4

Baso (%) tg:ii @ 13133 ) rg:gg @)

Mono (%) ig:g (4) 1(%2 (4) iﬁ:?g (4)

Luc (%) 131?2 @ tg:gi @ w00 (4)

Values are shown as Mean £ S.D..

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

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

-38-



B10-0119

Table 7-4 Twenty-eight-day repeated-dose oral toxfcity study in rats
Summary of hematological examinations:Male
s Dose Twenty-eight-day treatment
(mg/kg/day) 0 100 500

RBC (x10%uL) QZ: (5) z:;: (5) Zgg 6
Hb (g/dL) lf,g?, &) l?gg 5) lggg ®)
" %) e 6 70 ® 252 @
MCV (") o ) R 201 ©
MCH (pg) igﬁ; ) ig?g ®) ig:gg ®)
MCHGC (g/dL) Zﬁgf 5) 2522 ®) :ggg &)
Platelet (x1o“/gL) 13:,:;3 ®) 1;:33 ®) Eg: ®)
Reticulo (%) s045 () 1048 (6 w02 ()
WBC (x10%/uL) o 5) 12’222 ®) Egig ®)
Differentiation of leukocyte

Neutro (%) 12?2 ) lggg ©) lZZ’; ©)

Lymph (%) :gzg: (5) 11812 (5 Siﬁ 5)

Eosino (%) ig:gg (5) ;tg:?g (5) ig:fg {8)

Baso (%) 015 (5 it © 019 )

Mono (%) tggg (5) :t(z)gz (5) iggg (5)

LUC (%) iéjﬂg ®) :}:g:?g ®) t:):? ®)
PT : (sec) 12123 (5) il::g ®) :13:22 )
APTT (sec) l:gg (5) iilgg (5) l;g‘; (5)

Values are shown as Mean £ S.D..

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

** Significantly different from vehicle controf at P<0.01,
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Table 8-1 Twenty-eight-day repeated-dose oral toxiclty study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
ltems
(ma/kg/day) 0 100 500
91.3 85.8 94.0
AST (o) 12,2 (4) 1+10.7 (4) +11.8 (4)
33.0 26.5 36.0
ALT (U) +4.5 (4) 5.5 (4) *12.2 (4)
814.8 929.5 869.0
ALP (o +190,2 (4) +248.2 (4) £225.8 (4)
12.48 10,78 12,05
BUN (mgfdL) £1.27 (4) £1.61 (4) £0.89 (4)
0.145 0.153 0.155
Creatinine (mg/dL) £0,006 (4) £0.030 (4) £0.017 (4)
0.070 0.063 0.063
T-Bil (mgfdL) 0,014 (4) 10,010 (4) 0,010 (4)

Values are shown as Mean + S.D..
Figure(s) In parentheses indicate number of animals used for the statistical analysls.
* Significantly different from vehicle control at P<0.05.

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

- 40 -




Table 8-2 Twenty-eight-day repeated-dose oral toxlcity study in rats
Summary of blood chemical examinations:Male

B10-0119

orms Dose Seven-day freatment
(mglkg/day) 0 100 500

AST (IUL) J;? @) :g: (4) :32 (4)
ALT u) w45 (0 e @ s @
ALP () dts @ 2204 @ Aaro @
BUN (mg/dL) l;?g @ l?i? ) lgfg )
Creatinine (mg/dL) ig:;:[,g ) ;eg:;?g o) tgggg 4
T-Bll (mg/dL) iﬁgﬁ'g ) ig:gfg (4) tgg?g ()

Values are shown as Mean + S.D.,

Figure(s) In parentheses indicate number of animais used for the statlistical 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) 0 100 500
73.0 68.3 79.5
AST (uiL) £8.9 (4) £33 (4) 0.4 (4)
23,0 22.0 28,5 *
ALT (UL 2.4 (4) 2.3 (4) 4.7 (4)
817.5 748.3 874.3
ALP (un) 159.9 (4) $129.0 (4) +163.7 (4)
9.85 11.50 10.55
BUN (mg/dL) £1.94 (4) £1.19 (4) £1.39 (4)
0.185 0.208 0.203
Creatinine (mgfdL) £0.025 (4) 0,005 (4) 0,010 (4)
N 0.065 0.058 0.068
T-Bil (mgfdL) £0,006 (4) £0.010 (4) £0.017 (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 8-4 Twenty-slght-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
. Dose Twenty-eight-day treatment
(mglkg/day) 0 100 500

AST (un) :2:3 ) :;:g ) :Z:Z *;5)
ALT (1) - 8 @ oy *(*5>
ALP ULy 205 ©) ws ® 545 @
ChE (IUL) jg:ﬁ 5) 12;2 ®) ifg:g ®)
y-GTP (lun) igg: ) tgg? (5 iggg *(*5)
T-Cho (mgldL) 70 6 214 ® 215
TG (mg/dL) ;1"3:2 ®) J;:g ®) i?;:g ®)
BUN (mg/dL) l??i ) lf:gi ) l‘;:?g ()
Creatinine (mg/dL) igﬁgé (5) tgzzf *(5) ig?):: (5)
T-Protein (g/dL) ig:gi (5) ig:;g (5) :tg:;g (5)
Alburnin (g/dL) iﬁj?‘; ®) :l:g:gg ®) :tiﬁg ()
AJG ratlo ) ig:gg: (5) igﬁ:g (5) ig:ggg (®)
Glucose (mg/dL) ggg ) 1‘15;'6/ (5) lggi (5)
T-BIl (mafdL) 4_.318?? ) tg:ggg () ig:g?: (5)
TBA (umolL) i??;’;? 5) iggg (5) jgfi ®)
P (mg/dL) o 1054 ©) 035 ®
Ca (mg/dL) lﬁjﬁ‘é ®) 1333 ) lg:gg ®)
‘Na' (mEg/L) 1:(1)2 (5) 1:?):3 (5) 1:3:2 6))
K (mEa/L) :!:ggg (5) tg:gizi (5) i;:gg (&)
ci (mEq/L) 12;:22 (5) 12‘1):'15: ®) 12}:22 )

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 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summiary of absolute organ weights:Male
Dose One—-day treatment
Items ’
(mg/kg/day) 0 100 500
Liver @ 4.363 4.298 4.213
g £0.397 (4) £0.291 (4) £0.264 (4)
Heart @ 0.643 0.635 0.625
g £0.046 (4) £0.065 (4) 0,030 (4)
. 0.623 0.623 0.638
Kidney(R) @ £0.076 (4) . £0.057 (4) $0.029 (4)
, 0.600 0.645 0.628
Kidney(L) @ 0.052 (4) £0.068 (4) £0.046 (4)
Kwﬁe . @ 1.223 1.268 1,265
y g 0,128 (4) 0,125 (4) £0.072 (4)
0.653 0.643 0.623
Testis(R) (@) 0.099 (4) £0.071 (4) $0.013 (4)
0.640 . 0.638 0.618
Testis(L) @ £0.087 (4) £0.063 (4) 0,021 (4)
1.293 1.280 1.240
Testes © 0.185 (4) 0.133 (4) £0.022 (4)
i 0.080 0.078 0.075
Epididymis(R) @ £0.016 (4) £0.005 (4) £0,008 (4)
0.080 0.080 0.073
Epididymis(L) @ £0.008 (4) £0.016 (4) +0.005 (4)
o © 0.160 0.158 0.148
Epididymides © £0.022 (4) £0.021 (4) £0.005 (4)
0.085 0.075 0.070
Ventral prostate {9) 10,017 (4) £0.010 (4) +0.012 (4)
Dorsolateral @ 0.045 0.068 0.060
prostate g £0.019 (4) £0.017 (4) £0.000 (4)
. 1.745 1.698 1.743
Brain (©) 0,006 (4) $0.043 (4) $0.010 (4)
0.428 0.383 0.395
Spleen @ £0.142 (4) £0.075 (4) £0.066 (4)
Thymus ) 453.48 468.98 409,35
v 9 £94.43 (4) +37.55 (4) +84.57 (4)
. 5.20 5.43 5,20
Pituitary gland (mg) £0.26 (4) £0.63 (4) 036 (4)
14.08 11.53 12.28
Thyroid (mg) £0.97 (4) 173 (&) - 250 (4)
Adrenal ) 36.43 34.73 31.80
£2.13 (4) 6.86 (4) +4.71 (4)
' 118.45 121.50 118.65
Final body weight () £7.11 (4) £3.95 (4) +7.00 (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 absolute organ weights:Male
Dose Seven—day treatment
Items
(mg/kg/day) 0 . 100 500
Liver @ 5.685 6.168 5.933
8 £0.322 (4) +0.242 (4) +0.459 (4)
Heart @ 0.798 0.773 0.798
g 10.085 (4) 0,048 (4) £0.054 (4)
. 0.798 0.863 0.843
Kidney(R) . (@ £0.036 (4) +0.066 (4) +0.062 (4)
: 0.793 0.815 0.833
Kidney(L) © £0.046 (4) £0.039 (4) 0,089 (4)
Kidnevs . 1,590 1.678 1.675
Y g 0.078 (4) $0.079 (4) $0.125 (4)
0.883 0.835 0.888
Testis(R) © 0.073 (4) 0.044 (4) £0.128 (4)
0.890 0.825 0.880
Testis(L) @ £0.076 (4) £0.044 (4) £0.130 (4)
1.773 1.660 1.768
Testes @ £0.148 (4) £0.083 (4) £0.257 (4)
. 0.103 0.118 0.100
Epididymis(R) @ £0.010 (4) £0.010 (4) £0.012 (4)
. 0.105 0.118 0.103
Epldidymis(L) © £0.013 (4) £0.005 (4) £0.017 (4)
. : 0.208 0.235 0.203
Epldidymides © £0.022 (4) £0.013 (4) £0.028 (4)
0.120 0.133 0.105
Ventral prostate @ +0.016 (4) £0.028 (4) +0.021 (4)
Dorsolateral @ 0.070 - . 0,106 * 0.070
prostate 9 $0.014 (4) $0.013 (4) £0.014 (4)
Brain @ 1.838 1,783 1.780
9 £0.084 (4) - +0.088 (4) $0.079 (4)
Soleen @ 0.448 0.533 0.520
P 10,107 (4) +0.079 (4) $0.151 (4)
605.58 552.15 522.53
Thymus (mg) £84.34 (4) +103.44 (4) £62.20 (4)
. 6.43 6.85 7.20
Pituitary gland (mg) £0.45 (4) £0.56 (4) £0.37 (4)
11.88 12.25 10.40
Thyroid (mg) £2.07 (4) £1.75 (4) £1.35 (4)
Admnms‘ (mg) 36.63 38.58 36.63
B £5.40 (4) +4.61 (4) 579 (4)
. . ~ 166.73 169.98 . 16255
Final body weight  (g) £9.21 (4) 5,75 (4) +6.98 (4)

Values are shown as Mean = S.D..

Figure(s) in parentheses indicate number of animals used for the statistical analysis.
* Signlficantly 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
ltems
(mg/kg/day) 0 100 500
Liver © 8.473 7.643 8.248
g £1.130 (4) £0.511 (4) £0.712 (4)
1.035 0.943 1.008
Heart @ £0.053 (4) £0.076 (4) 0.072 (4)
, 1,130 1.050 1.083
Kidney(R) (@) $0.151 (4) £0.075 (4) +0.096 (4)
. 1.128 1.015 1.043
Kidney(L) (@) £0.172 (4) £0.066 (4) £0.051 (4)
Kidnevs © 2.258 2.065 2.125
y 9 £0.321 (4) £0.141 (4) 0,146 (4)
. 1.260 1.188 1.200
Testis(R) © : £0.113 (4) £0.145 (4) £0.070 (4)
1.238 1.160 ' 1173
Testis(L) @ £0.097 (4) £0.122 (4) £0.057 (4)
2.498 2.348 2.373
Testes @ £0.205 (4) £0.262 (4) 0,127 (4)
, 0.188 0.173 0.173
Epididymis(R) ©) £0.033 (4) 0,005 (4) 0.005 (4)
, 0.188 0.165 0.175
Epididymis(L) @ £0.021 (4) £0.017 (4) £0.019 (4)
o 0.375 0.338 0.348
Epididymides (@) £0,063 (4) 20,015 (4) 0,024 (4)
0.255 0.228 0.225
Ventral prostate  (g) £0.033 (4) £0.028 (4) £0.037 (4)
Dorsolateral (@ 0.170 0.150 0.170
prostate .9 £0.014 (4) - 0.057 (4) £0.027 (4)
. 1.850 1.803 1.938
Brain @ £0.105 (4) £0.111 (4) £0.043 (4)
Soleen @ 0.708 0.613 0.643
P 9 £0.102 (4) £0.102 (4) $0.015 (4)
683.68 617.90 630.70
Thymus (mg) £108.25 (4) £192.28 (4) $120.23 (4)
. 8.80 8.80 8.95
Pituitary gland (mg) £1.25 (4) +0.71 (4) £0.97 (4)
18.00 13.78 15.78
Thyroid (mg) ‘ +5.16 (4) 2,04 (4) £4.33 (4)
Adronals ma) 50.40 42.33 44.68
£12.63 (4) £6.56 (4) £6.33 (4)
233,08 22005 227.33
Final body weight  (g) £23.29 (4) +15.25 (4) £11.51 (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) 0 100 500
Liver © 10.530 10.758 9.804
g £0.962 (5) 0,718 (5) +1.130 (5)
1.228 1.210 1,162
Heart © £0.069 (5) 0.155 (5) £0.140 (5)
. 1.342 1,388 1.328
Kidney(R) @ £0.115 (5) £0.101 (5) £0.162 (5)
1.332 1.366 1,346
Kidney(L) © £0.145 (5) 0.082 (5) +0.138 (5)
2674 2.754 2.674
Kidneys © £0.255 (5) £0.180 (5) £0.299 (5)
1,562 1.464 1.432
Testis(R) @ £0.128 (5) £0.160 (5) £0.170 (5)
1,542 1,466 1.416
Testis(L) @ 0,143 (5) £0.169 (5) £0.176 (5)
Tostos © 3.004 2.930 2.848
9 $0.270 (5) 0,328 (5) +0.344 (5)
. 0.346 0.356 0.320
Epididymis(R) © £0.015 (5) £0.033 (5) £0.030 (5)
0.342 0.354 0.318
Epididymis(L) @ 10,025 (5) £0.021 (5) £0.019 (5)
0.688 0.710 0.638
Epldidymides (@ +0.039 (5) $0.048 (5) +0.045 (5)
0.392 0.422 0.418
Ventral prostate (g) 0018 (5) 0074 (5) +0.066 (5)
Dorsolateral ©) 0.348 0.324 0.314
prostate - g 0,052 (5) £0.048 (5) +0.034 (5)
Seminal vesicle @ 0.986 1.008 0.976
g 0,097 (5) 0,087 (5) 0.117 (5)
rain o 1.948 1.918 1.998
g £0,090 (5) £0.077 (5) 0,058 (5)
Soleen © 0.698 0.664 0.692
P g £0.131 (5) £0.094 (5) +0.068 (5)
Thvms m9) 626.68 561.24 534.02
Y 9 +116.65 (5) £70.47 (5) 17832 (5)
. 11.74 11.00 11.58
Pitultary gland (mg) £0.98 (5) +1.58 (5) £0.81 (5)
18.54 19.62 20.70
Thyrold (mg) +1.38 (5) 4,22 (5) £2.92 (5)
52.76 51.44 5278
Adre"?'s (mg) 7.39 (5) £7.11 (5) £6.13 (5)
. 345.08 337.82 321.00
Final body weight  (g) £27.30 (5) £22.06 (5) £26.06 (5)

Vaiues 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 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats

Summary of relative organ welghts:Male
tems Dose ) One—day treatment

(mg/kg/day) 0 100 500

Liver (9/100g) iﬁﬁ?ﬁ? @) igﬁgg (4) :tg:ggg (4)
Heart (g/100g9) igg;? 4 iggig 4 iggig (4)
Kidney(R) (g/100g) iﬁjﬁii (4) ig:g;g ) :g:ggg )
Kidney(L) (g/100g) igg?-s/ @) iggi? (4) igggg 4
Kidneys {g/100g) ig:ggg 4 :;:ggg 4 t;:ggg (4)
Testis(R) (9/100g) ig:gg? 4 ig:gig 4 ig:gif 4)
Testis(L) (9/100g) ig:ggg (4) ig:gig @ :g:gig 4)
Testes (9/100g) iéj?ig 4) téﬁi’gg (4) i:);g?/g )
Epididymis(R) (g/100g) 1823162 @ ig:ggg e :tg:ggg (4)
Epididymis(L) (9/100g) :tgggg @) ig:g?g (4) ig:ggg @
Epididymides (g/1009) ig:;?g (4 ig::)?: @) tg:;l)ég (4)
Ventral prostate (g/100g) tgg:i) ) igg?g @) igg?g 4
Dorsolateral ' (a/100g) 0.038 0.058 . 0.053
prostate +0.017 (4) 0,017 4) 10,005 (4)
Brain {g/100g) ig:g;g 4 Jﬁfg 4 :t:):g;g @)
Spleen {g/1009) ig:ggg (4) ig:ggi (@) iggii (4)
Thymus (mg/100g) 22232 (4) 23333 () i;g:gg ()
Pituitary gland (mg/100g) . ig;; (4) i:j? {4 ig?'? 4
Thyroid (mg/100g) 1(1)',33 @) i?:;: () lggg @
Adrenals | (mg/100g) ig:gg (4 ii:gi (4) igg @)
Final body weight  (g) 113:? (4) 12;:32 @ 113:?)3 (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 10-2 Twenty-elght-day repeated-dose oral toxicity study in rats
: Summary of relative ofgan weights:Male
foms Do;e Seven—day treatment

(mg/kg/day) 0 100 500
Liver (g/100g) ig:‘gg () ig:ggg “4) tgﬁgg *(4)
Heart (9/100g) ig:gi? ) ig:gfg 4) tgﬁggg 4
Kidney(R) (9/100g) ig:g?g @ igg;g ) ig:g;g 4
Kidney(L) (g/100g) ig:g;g @) ;tg:g:g e ig:g;g@)
Kidneys (9/1009) iggg? (4) igggg ) :!::Jgi_a/ *(4)
Testis(R) (g/100g) 13;323 @) 132333 @) iﬁjﬁgi @)
Testis(L) {0/100g) iggig 4) 18322 @ tgggi (4)
Testes (g/100g) ig:gg: (4) ig:g;: 4 131?33 4
Epididymis(R) (g/100g) ig:ggg ) ig:g?g 4) ig:gig @
Epididymis(L) (9/100g) iﬁjggg ) ig:ggg ) 1&8?2 0
Epididymides (9/100g) ig:ﬁg 4 133?2 (4) iggfg (4)
Ventral prostate (g/100g) ig:g;g (4) ig:g:g 4) ig:gfg (4)
Dooe™ oo 00 @ smon@ ot
Brain (g/100g) i;;g? (4 té:ggg @ i:):ggg “
Spleen (9/100g) igﬁ;? @ ig:ggg 4) ig:ggg 4
Thymus (mg/100g) iig:gg (4 ﬁggg @) :i&?g (4)
Pituitary gland (mg/100g) ig:?g (4) 13222 (4) :tg:? *(:,)
Thyrold (mg/100g) ::;; @) ig::;? (4) 13:32 4
Adrenals (mg/100g) ﬂjﬁi (4) iigg %) iﬁfg (4)
Final body weight  (9) 122:;? @ 122:?12 ) | 1:::22 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 10-3 Twenty-eight-day repeated-dose oral toxicity study In rats
Summary of relative organ weights:Male
foms Dose Fourteen—day treatment
(mg/kg/day) 0 100 500

Liver {g/100g) igﬁéi (4) iz:gzg (4) ig:ggg 4
Heart (g/100g) ig:ggg @) :tg:gzg 4) ig:gzz (;4)
Kidney(R) (9/100g) iggg? (4 iggs (4 :tgg:g )
Kidney(L) (g/100g) ig:gig (4) ig:g?g (4) ig:ggg 4
Kidneys (9/100g) igjﬁgg ) ig:ggg o) ig:gg? @
Testis(R) (g/1009) 10,092 @ +0068 @ r0002 %)
Testis(L) (g/100g) igﬁii @) :gggg “) :eg:glg “
Testes (9/100g) igg;? ) ié%g (@) 1(13823 4
Epididymis(R) (9/100g) igjgfi 4) ig:ggg (4) 131332 )
Epididymis(L) (9/100g) ig:ggg @ :tg:ggg :4) ig:ggg (4)
Epididymides (g/100g) ig:g?: @) ig:;gz (4) ig:;gg “
Ventral prostate (9/100g) igg:: @) ig;?g @) ig:)gg )
pDrc;rsstzltaeteral (9/100g) 4 18:8:2 4 | ﬂ:g:g;g 4 tg:gzg 4
Brain {g/100g) igjggi @) 131322 (4 ig:(a)gi 4
Spleen (g/100g) igzgz o) igggg @ iggﬁg (4)
Thymus (mg/100g) :3;23 (4) igg;lg (4 izg:g (4)
Pituitary gland (mg/100g) ig;? @) . igﬁgi (4 ig:gg (4)
Thyrold (mg/100g) 1-1/:22 @) igig (4) ﬁﬁgf (4)
Adrenals (mg/100g) :;3: @) l?;g (4) lgflg @
Final body weight  (g) igggg (4) ﬁggg 4) fj:g? 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 10-4 Twenty-eight-day repeated-dose oral toxiclty study in rats
Summary of relative organ weights:Male
tems Dose Twenty-eight-day treatment
(mg/kg/day) 0 100 500

Liver (9/100g) tg:?gg (6 igjgg (5) tgzgfg (5)
Heart (9/100g) igg?g (5) ;tg:?)gg (5) iggfg O]
Kidney(R) (g/100g) iﬁﬁﬁ?ﬁ 5) igﬁgli 5 ig:g?lg (5)
Kidney(L) (g/100g) 13223‘: (5) :I:g:ggg O tg:g::g *(5)
Kidneys (g/100g) ig:g;g © tg:g;g ®) igfa):;? *(5)
Testis(R) (g/100g) ig:g:g (5) tg:gig (5 :tg:gg; (5
Testis(L) (g71009) ig:égg ®) ' ig:gi; ) ig:ggé ®)
Testes (g/100g) ig:??g ) ig:ggg (5) :tg:ggg (5)
Epididymis(R) (9/100g) :l:g::)?g ) ig::)(;? (8) igz:ﬁg (5)
Epididymis(L) (g/100g) ig:;gg (5) 12:3(1): ®) ig:gg: (5)
Eplididymides (9/1069) ig:;gg ®) igﬁ;g ®) :tg:)?g )
Ventral prostate (g/100g) 183(1)2 ) igg;g (5) iggzg (5)
it (9/100g) w0016 . w01t 6 2013 ©
Seminal vesicle (g/100g) igig? ®) :ﬁgg (5) ig:ggg (5)
Brain (@/100g) 0043 ) 0093 (&) 2067 ®
Spleen (a/100g) igzgg ) igggf ®) :tg?);.i (5
Thymus (mg/100g) l:;ﬁgg (5) l?g::g (5) 122:33 (5)
Pltuitary gland (mg/100g) iﬁgg (5) iﬁii (5) ig?g (5)
Thyrold (mg/100g) ig:g ) ;:1;2(15 (5) :lj:g ()
Adrenals (mg/100g) 532 () lgig 5) 12:32 (5)
Final body weight  (g) iﬁ?gg ®) ig;:gg ®) iﬁégg 5)

Values are shown as Mean £ 8.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 0 100 500  (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 freatment

Male
Findings 0 100 500  (mg/kg/day)
ss SS SS
4?) 4 4
No abnormalities detected 4
Kidney ’
Pelvic dilatation, unilateral 0 1 0

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

-53 -

B10-0119



Table 11-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Fourteen-day treatment

Male
Findings 0 100 500 (mg/kg/day)
ss ss ss
43 4 4
No abnormalities detected 3 4 4
Glandular stomach
Blackish region of mucosa 1 0 0

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 0 100 500  (mg/kg/day)
ss sS Ss
5%
No abnormalities detected 5 5 4
Forestomach
~ Elevation of limiting ridge 0 0 1

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 0 100 500  (mg/kg/day)
SS ss ss
49 4 4

Liver

No abnormalties detected 340 A

‘Necrosis/Hepatocyte/iFocal  + 174 T o4 T
Kidney

No abnormaliies detected .. ala A A

egeneration/Proximal tubule/

CR)u?er medulla " 0/4 0/4 114
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.
+: very slight, +: slight.
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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 0 100 500  (mg/kg/day)
sS ss SS
4® 4 4
Liver
No abnormalities detected 4/4” — 4/4
Kidney
No abnormalities detected 4/4 34 o4
Biaonpais T
Regeneration/Proximal tubule/
Odarmeddla . RS
Single cell necrosis/Proximal tubule/ & 04 o4 a
Outer medulla + 0/4 0/4 2/4
Testis
No abnormalities detected 4/4 - 4/4
Ventral prostate
No abnormalities detected 4/4 - 4/4
Dorsolateral prostate
[No abnormalities detected 4 e 3 e
bé.ll'dlar'inﬁltration, lymphocyte o 0/4 - 114
Bone marrow
No abnormalities detected 4/4 - 4/4
Spleen
No abnormalities detected 4/4 -~ 4/4
Thymus
No abnormalities detected 4/4 e 4/4

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 12-3 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of histopathological examinations: Fourteen-day treatment

Méale
Findings Grade 0 100 500  (mg/kg/day)
S sS ss
4? 4 4
Glandular stomach '
Necrosis/Fundic mucosa/Focal + 1/49) — —
Liver
No abnormalities detected 3/4 - 0/4
‘Necrosis/Hepatocyte/Focal YT o g
Kidney 4
Nogbnormalites detected ... aa LA S
Regeneration/Proximal tubule/
o e
ingle cell necrosis/Proximal tubule
(S)lgtgelr rrcwe‘éll?ila rosis/Proxim ule/ 4 0/4 0/4 3/4
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 — A4
Thymus
No abnormalities detected 414 — 4/4

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

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

---: Not examined.
. very slight, +: slight.
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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 0 100 500 (mg/kg/day)
ss SS sS
5% 5 5
Trachea
No abnormalities detected 5/5 - 5/5
Lung
[Noabnormaliies detected . as ... e 35 e,
+ 0/5 - 1/5
rlemorrhage I
Inflammation/Focal - A — os T
Submandibular gland
No abnormalities detected 5/5 - 5/5
Forestomach
Nogbnormaliesdetected 55 85 %5
Edema/Lamina proptia/
Uningrdge ot 05 05
Hyperplasia/Squamous epithelium/
Li)r,:itinz ridge | P 0/5 0/ 215
Glandular stomach
No abnormalities detected 5/5 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 abnormailities detected 5/5 - 5/5
Colon
No abnormalities detected 5/5 -— 5/5
Rectum
No abnormalities detected 5/5 - 5/5
Pancreas
No abnormalities detected 5/5 e 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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Table 12-5 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 100 500  (mg/kg/day)
ss S8 SS
52 5 5
Liver
No abnormalities detected 5/5°) — 0/5
Heart
No abnormalities detected 5/5 e 5/5
Kidney :
Noabnormalitesdetested 88 25 05 o
CystOutermedula PO s o5
Regeneration/Proximal tubule/ ko5 1w 45
Outer medulla + 0/5 0/5 1/5
Urinary bladder
No abnormalities detected 5/5 - 5/5
Testis
No abnormalities detected 5/5 - 5/5
Epididymis
No abnormalities detected R 5/5 _____ - s5
‘Germ cell debris/Unilateral s T
Ventral prostate
No abnormalities detected ' 5/5 — 5/5
Dorsolateral prostate
Noabnommaliflesdetected . 85 e ereeeeen S,
Gl niaton Y T
‘Cellular infiltration, lymphocyte ¥ om — 1/5
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.
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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 0 100 500  (mg/kg/day)
sS ss SS
5% 5 5

Spinal cord

No abnormalities detected 5/5°) — 5/5
Sciatic nerve

No abnormalities detected 5/5 - 5/5
Bone marrow

No abnormalities detected 5/5 - 5/5
Axillar lymph node

No abnormalities detected 5/5 - 5/5
Mesenteric lymph node

No abnormalities detected 5/5 -—- 5/5
Spleen

No abnormalities detected 5/5 -— 5/5
Thymus

No abnormalities detected 5/5 - 5/5
Thyroid

Noabnormaliflesdetected 48 B,

Thymlc tissue, ectopic 7 os T
Parathyroid

No abnormalities detected : 5/56 - 5/5
Adrenal

No abnormalities detected 5/5 —— 5/5
Eye ball

No abnermalities detected 5/5 - 5/5
Skeletal muscle

No abnormalities detected 5/5 - 575
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.
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