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Dipropylene Glycol 27 v MZ28 EEHREROEE L L SICENLEEOEER D
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Do Flo, BTFHRREETOLOOEEZHEIT 5,

LUTORBRIEZSZIZER LT, _

a)  TERIEEREZFIHRIBBROFEICOWT] (R 23 £3 B 31 B, EE% 0331
75, FAL23-03-29 RFE 5 5, BREFEE 110331009 5, —EHKIE: T 24 £
48 2H, EEFOM2E 1 5. FAL24-03-28 WFEE 2 5. BIEMFSE 120402001 5)
WZED D HAEEZ AV S 28 ABOREREEMFER)
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7 BB S%AET R 2034 93 3 H
14 B & E%EE H 20134 9 A 10 H
28 BF&E%AEE A 2013 9 A 24 H
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13.E &

Dipropylene Glycol DAEMZERI2EER CBLFRERIZKIETEEIIOWTHRIT 2 81
T, {LFET A MTA T4V KROOECD T A2 MHA KT A2 407 28E(228 BRERER
NREEERBREER LT,

5 i DORED Crl:CD(SD) T v MIFEREIKIZERE S &7~ Dipropylene Glycol % 1, 7. 14 X%
28 B REAIEO®RE Lz, BEHAEIT 0 BEUK) . 200 X T 1000 mg/kg/day & L. 1.
TEO 14 BEBRERIZEITEYT 74 FEICIZ 1 BHizY 4L, 28 BREIRSEICIT 1 B
Bz 0 SIEERERLE, #EHRTITEflc o T—RRiEgE, AEREROEEERIE
2TV FREHEK T HIZ COY0, IBE F ARERT TR 2 5 L7 #8725 L T, MIRRE.
REZNRER MNEGTFRRAEETOL O OREFEREZER Lz, MA T, 28 BEAHREEIC
OWTIE, BREHIRTICEREZ —BRBEER OMEREZTV., KBRS OZRICREE
BB L TRBRELXT-7,

— R RBELZE T, 200 KX 1Y 1000 mg/kg B CEEESHET. 1000 mgkg B CRER SR &
CHENBE IR, BFEREERL LN,

FE EETIE. 1000 mg/kg ## T 28 BEREZICFROMMEEDHEN A LI,

SRR —ACIREEEEE . A, FE. BEE. FRE. MRFORE., mRELZAR
. FIBREOYREEBRFARE T, HRPERSICEA2EEIIRA LN o712,

UEDELRY | AREREMETIZI T Dipropylene Glycol DIFEIZ LY | FFlgE~DEEMN
AN, AL REEEEITRD b0 T,
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14, FERFR
141 #EBm'E
a) A&E
% Dipropylene glycol
CAS &= 25265-71-85
b) BETERUEy hEE
ST TEMIZET 3
=] TLH5633
c) WERE
HEEX
HO” 07 "o
= CeH1404
STE 134.17
d) FIEE
B 100.0% (EEH T L GC)
e) WELFEAMER ‘
BoR -40°C
= 232°C
FEICBT MR Ee, BRHORKE
TEM WLIR I D3 5E
X D EMRE (B EM)
O WRREE (FEfRME)
T a—) BIR
TE bR S
e = 1.023 (20/4°C)
B E 1.022 g/mL. (20°C)
f HRESRG
EHLRERBIIAN., VYD SRR L, BBRWEREEDOF v PRy MIT
ERRE LT,

FEBREOERE 19.5~23.1°C (FFESE 10~30°C)
REBTROEE Frv Xy b5, 2013484815 H~201344 8 16 A
FYERY M1, 2013448 16 H~20134€9 B 13 B
g HBRMEORELZGTICRIT3EEMOHER

S BRIEER TEM L7 Dipropylene Glycol DM, R E IR DL EM R OV
AR FEBRES X02-0271, JEGLPRR) KB THELE,

REFIEHIR U SHRK TR ORIABILRA AN MLE BT 5 - LItk (REL
HETICRT 2EBRDEOL T2 HER Ui, B BIERT & s L TR SIS T 0 2
N MVICRLERBO bR D0/ 2 L0 b R IR P TR ETh o7 & ¥
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a) & W
FEELK
b) EEIRFEH
WEIZHKEES TOEERBRRER SN TVWD Z 00 HBRYEIROFR ST S
KERBWTEE Lz, ZORR HHRYEITREEKIZ 10 wh%DIEE THRIELT-, $7-.
R ERIIRANE 7T B CEROELEORERL LN o722 L2 FEEk %
AL LT8R LT,
o) BiEx, JL—F, vy bEERVRE

& st Jr—F 2y hNEE | RESRT RERE
ek B B HAZERF PC130508 | REMREE=E =B
143 fEFHEMW

EREME LTI SN TH Y, —BREERBRICASh, YRRV T
bERT —FEHRE LTV Cr:CD(SD)7 v & (SPF) # HAF ¥ —/L X » U \—HEE
By —hbAFLIE,

A BEORET v PR SSIEAFL, 1 57—V SEOBFEETARN 6 BT THRZ -
Bt x T o7, TR TOBMICERERLA LN o722, BHBE L-EEL2 AV TE
EEEERMEE TR T L, S1EEZRBRICER Uiz, Bo0 215 £ CERISA
BETHHE L7z, B TIC X AN BMIIRBm O LR LTz, £, AL RS
ETHE, —BRREROHREY 2 &0 1 B EBE L,

EWIE. BESITENIEE A V7 AR L, B T RITEEE T TR L., o
— VIR TNV BT, Ty 7 TR BRESEFRR L TCEREFNER L,

RERBIRF OB OBEENIT 5 Bils, FESHMEIL 123.6~1445g Th V., £flOEEREL
EDFHEEL20%DFEHENTH D Z & 2R LT,

144 FAERE

i, BE - BEEIRT 2 S 02T MA@ LT, BE 21~25°C, FXHEE 40~
70%., HEREE 10~15 E/EER, BAREY A 74 12 BERIRERG (7 BEAUT. 19 BEYMAT) 1032 E
LIZRY 7=V R T LDOFBTE (REHBPIIRER 1. REKTRIIFEEE 1) A
L7z, IBERUHESHEE OEREIZ, ZNE1 22.4~23.5°C K1 49.1~61.6% T > 7=,

T BOUTRNEIRT U ABEER 7 —Y (W260xD380xH180 mm) . B4 ITE
ERAT U RABEREKR 7 — (W165xD300xH150 mm) %R L=,

MLA R RESARR TRER OB TR L B T RITE 2 BOEE TR LI,
SO, BPEREEDOCHIEITHRETI2BICO ;R LT, BER, ¥—URUIT v
. BRI L., e BT 54 ME (1L TRU14 BRERERE) [2OoWTIR
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FIZ T2 L T v 7 2] LT,

FRHIERSR MF (7 vy FEE 130515 BTN 130612, VU U 2 VEERTE) %,
BEKIZ B B EAREKICHE ARG COERIRED 3~5 ppm & 25 X S ITKEEZET -
VUL (Ea=Fv7R) #BMLIEKE, TNFNEBHERSE, FERUEFE AR
MIEF— 7 L—T7E (121°C, 30 5) Li=b02FhEhEE Lz,

RN BSETL O RADODTT —F 2 AFE L KERERETEENERHED 6
BER OEARDEEMERRE ] (1979) 28E12, YRBHR CED-REBERNTHDL - &
BHRBUay FEEE L, |

FEKIZOWTIE, BEEFBED KEEEICET 84 (EEALBHESE 101 5)
WCERL L KEREZF2EIOBRECER L TEY . B ARINICAE L-REREER D
REBREEFRE TCAFLIERERERY, MEFOEELE- LTSI L 2HEE LT,
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15. SRBRHF1E

15.1

15.2

153

WHREDRERE
RAERERBRE LT, BHBHER T Dipropylene Glycol D5 v MIFIT5 7 BERER
P&RSEERR] FHBRES P12-0110, FEGLP RER) 2EHL7-, AERERB IR
K THRE LKW EIRE, KB 3EO 5BE O Cr:CD(SD)RES v MZ 0. 100, 300 EO
1000 mg/kg/day DHET 7 BEIERRE L7z, RS T II—BRESEERVVEERES
TV, &BERE 1 BRIHBRRUBEEERRE 21T o7, FORER. 1000 mgkg/day T
DFRTORETHTNOREICBON THOHBHERSICLBEIRD N o722
& D25, 1000 mg/kg/day % 28 BEIRERE L CHLHEESCH SO EELEMHEEIIREL
RN EEZT,
L7z3> T, AFRBRTIT 1000 mg/kg/day #EAEL L, EAEL LT 200 mg/ke/day %
BE L,
BEMERL
WBERERFL LT 2 BEMERIT M, A0 2 B 5+ 2 AEMBELRE L,
T BEHRBREROCERERIC, 1, TRV 14 BRBRERIZEAT 297514 MNER R
iz BUTF. BT REEIIXFREE L RE T 5,
V774 FVEOREHETFOBEREIET — &3, 28 BEREEICED TRV H-
726

- BERE | BRERE | RBROER EnlY/Ex g

(mg/kg/day) | (mL/kg) | BE(WNY%) (B EE)

AR (1 EgE) 0 10 0 4(1- 4
HixaR (7 BEESE) 0 10 0 4(5- 8
BERTEE (14 BRI 5) 0 10 0 4(9 -12)
ERGTER (28 B RIHE) 0 10 0 5(13 - 17)
BAE (1ERS) 200 10 | 2.00 4(18 - 21)
BERE (7 BE®RS) 200 10 2.00 4(22 - 25)

| IEAE (14 BR#RE) 200 10 2.00 4(26 - 29)
B | KFE (28 HE®S) 200 10 2.00 5(30 - 34)
Y| &RE (1E%RE) 1000 10 10.0 4(35 - 38)
2 | EHE (7 BHERE) 1000 10 10.0 4(39 - 42)
SHE (14 BE#®E) 1000 10 10.0 4 (43 - 46)
mAE (28 BEEE) 1000 10 10.0 5(47 - 51)

BE%

a) RBRMEROFERE MRE

WRME X TER, BEUKEMA TRE LEMI T, 20%. BEAEMZTCES
L 10.0 W% DEBFEMERZFHE L 72, & 51T, 10.0 W% DB ER O —E 2 5EB L.
FBEKEZMZ THRL, 2.00 W% DB ER > FEL L=,

AR LS BREOHBYHEREOBREICAVWSERIIERE TS 2F v IV BRIZE

-10 -
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NENNFIT L, BEDERUEORSBE 7ICTHAT ERIE 2~10°C, FFEH 1~
10°C) THRE L7c. HWHEWERITAE®S 13 BLINICER L,
INTTRE LB BREOEBRYEIRE AL, £FE5 R ICRECHLERBREZRE
SOV, FAEEE CERECER LEEIZH W,
b) HBRMERDOLENE DR
10.0 % Tr0.100 wv%DHEBRMER DETRE TD 13 BEOREMEEZ . YRBHERIC
BWT X02-0271 THRZ7a< 57 40— (GC) ITXVRER LT
RERICAE L7 RBRWEREY, BEESZOBEREICH L 10.0 £ 0.100 wiv%
DB EIR TENTI 97.4% K10 99.1% & 100£10% AR Th o722 L b, {RESME
TTEETHD I ENRHEREINT-,
o) BEIZAWILHEBRMEIROREMRS
FIENZFAR L 72 10.0 KT 2.00 wv% DB E IR OFRRE % ORE %, YRBRHERIC
BT X02-0271 TGCIZ X VHER LT,
BIE LB ERENSEEMEIIT L 10.0 BT 2.00 wh%DEBRDER TENLEFN
98.1%J% T} 98.0% & 100£10% AN TH - 7072, WENTTHETE - L HE L TRSICA
VW,
154 & &
1, 7, 14 X328 BFER 1 H, BAERARE Lz, #51E9:18~10:59 14T o 7=,
BEIIIXRT b T =T (TAE) BRI ZERE () 2B, BlEL
TeBF DIEEZEIZ, 10 mL/kg TRE LT,
15.5 —ARIRREEREE
HEHRTIIER 3 B (&5, REE#~] BE%, &5 2~6 BE%) . £XrE
D RRREZBIE LT,
15.6 FEMI72—ROIREEEIE
28 BRI EBEIZOWVWT, REFHBINC 1 B, £5BHA%ITE | BO4EE TREDEER
TBE LU, BREFBREOBEIDEMICILE BRESHES) 2EMT. BHOLVEL
ZiTol-tk. HBREIHBITE RVWIRE (BRIE) TTo7k,

T=UBbEY | F=UIFEANTHRL, B Ry —UAMIEY T TORR (1
HIBRO KGR LEEIRUEF) &, Aa7V JETHHE
FBEREMENRBETOFE, HEORE IE. TOFENEUOHE
HED . REROHEOCR (BR. BREVFT /—F¥) | IRO&
® (R, REREHERVEAR) | RERUYW OF EL B
¥ % 90 cmx60 cm DEIE S EIZ 1 HREILLE 5 HLIR) Bx, B5.
TU—=FTHNTO [JEEME, MR, SRITOREE. IR, RE - 85 - w8 BRT
ITENDELE BRUVEFITHORELZEE

1 S EOHFERS (E0f) RUBHREE (RO —1 %) ZEIE

L o TOEE
MBI

-11 -
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15.7 HgERRE

28 ARESHICOVWT, 5 48BE (523 8H) 1B, AROBEZREL,
FOSHER CBAITFEM e —RREBE & ARICRBREN B TE RV RETRE Lz,

BEATK 3 om [ICR— A OBEE ST 4 DEARRLEE EOR

L )
B % |BEECTEZESLLLEZOREER2TY V7 ETHEE
Rt | B B |(TREAYITRED 1R ERBEZEARL L 2ORS2EE

BRI |IBEFCEBoH, BILICER U T2 ORGDEEY B2
ZH |K30em DFEIND, BPOERE LICLERETEE LIZLED

ERRE | BERIGOFEZBE

= 5 BAA—=FFGC2 (AT 4 R) AV, FIEEOEREOEN% 2

EEIE L, FHE CFHE

7 v FNHEBEHFEEE ACTIMO-10 (3 >F 7 /) ZEW., 84
BEREHE DIEBEZ 1 B (10 4R T 6 [|) JIE L, FRIME (42.6 cmx26.5

' cm O ZHEE 5 om FR CTHEAE) 28U - - EE T

15.8 {(KERE
EHNZONT, EFELRE (P b vR) 2HV., TROBICEEZRIE L,
- BT H
- #|E 13,7, 14, 21 RKU'28 B E
- ERBREOMEHHE (FEE0 5 OMHEE. EARE
159 FEEEAIE
7. 14 RO 28 BEHBERIZOWT, EFEMRE (P b)) 2EW, TOH
WEEEEFHIE Lz,
- BT HOREEE
- #5103, 7, 14, 21 RU'28 HEDOREEE
&5 7, 14 U2 HEBICHIREENERICEEZHE L., BREORKREELHE L,
BIE LT AR E E BREEED O ZMERRTO 1 BIEHEEHEL RO, 25, ZHER
WCHEEZITOBMIC OV TIIREEDAZEE L, SEOMFER UWEEEO I E X T b2
277,
15.10 JRIRE
a) B R
28 AAIHREEIZOVT, &5 28 B HOFHEIZ W 150xD 200xH 263 mm D{E{BIf35

TVICEYENAE L, BHFKRUEERETER £ TOH 16 FEREIDERER 2 55
L7z,

b) REHEEKUTGE
BERLUICERREZAVKREOEE ZWE L RILEIINRER OSBRI REL
TRER. mAER THBRME ORSIIEE L EEARD b ooz, KRR
ICOWTIIREZATP R 2T,

-12-
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H H 5 & s
JRE (Urine volume) ARVY U E—Z L BEE —
&5 (Color) .
BV (Turbidity) PR B
RigZEE (Uosm) KRBETE A
pH
B[ (Protein) BB
- kK (Ketones) FEBRRICIIT TAT v I A (—2A | —
¥& (Glucose) Y R) EER)
#m (Occult blood)
FRULHEE (Urinary sediment) Sternheimer 25 B

EAEIE A BENEEEE OM-6040 (7—2 L 1)
B: AT LAEMBEMEE BX41l (AU 23 R)
15.11 MiEmRE
a) FRIMKE ORERE
FRBREICOVWTERREBEOFENOIER L, BH (RABE 16~20 BEHE) |
CO/OIBET A (CO.0, IREH=4:1) RELT CIEE KBRS DREO LB VEM L, &
ERBIZER L, B, V774 FEIZOWTIZEORBHMERITTh e oz, £
7o, 28 BREIEERII OV TR, N7 AV—U RNARME (AR by - T4 oFy
V) mRAWTIRZEHR LEENEf L, =R T2 BRI ESESE, -20°C T 24 BRE
ElLTc, £D%. -80°C TRE L., FI7A T4 2A&2REE L TEREMT ML

/L7,
RARE TERLFS 1k
EDTA-2K #HINERIM TN A SB-41 (2~ hEE G2008, > A A v 7 ) TH
£ I \
U7 ik

SAAVBZ=T I ULk (2 vy hEE WEI0101, Fniphisk T3)
m #F | ©32whv%KEER%E 100 uL B500 L= 4 & A BB S CTHLlL L s U4 BE
(3000 r.p.m.x10 mins) L C7&/- M

m F | T ARERE CHM LECSBE (3000 rpm.x10 mins) L TEZME

-13 -




b) MiEZEAIEE
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LR OMEEAVKEDERRRE L, #7574 FRICHOWTIETE hrr By
BRI R OVEMILE S b e s R 7T 2 F VBB OBIEI T rot, £, T CODHE
BIZOWTHERBIE TR 2720, M % V- B A /R 22 s o 7r,

H H B s
FRIMERE (RBC) FE R BP AR E
~ESa U EE (Hb) ST UA RANESTBELYE
RBC xMCV
~< 7 Uy ME (Ht) BT
SEHIRMEREFE (MCV) R EFAR 1=
T - 3
TR~ E 7o & (MCH) CMO
R ____EEL___Xl 5 C
FHFRMERA~E S o U RE (MCHC) RBC x MCV
M /hR# (Platelet) FEAR B AR s
FR IR MBS L (Reticulo) RNA 81k
HInEk% (WBC) Ta—% A AN —¥
HIMERE 732 (Differentiation of leukocyte)
FFHER (Neutro) . U /38K (Lymph) ,
FEAER (Eosino) . IFHEEEK (Baso) ZE=YA PA DD
BZEK (Mono) . KAGEGEER (LUC)
7o hu U (PT) R E LR A b
EEERy bu VAT T 2F URER (APTT) | s bRan 5=
BRERE ClZiifm. DITiZmEsFH
FR#E C REMBRFRELERE ADVIA 120 (3 — A 2 X)
D: & B8 MREEGERELER STA Compact (B2 « XA T 7 ) AF 4

v 7 R)

-14-
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o) MiEAE(LFRIRE
MEZRAVWTKRROBEREZRE LI, V774 FEIZOWTIET ARG EUB®T I/
NGV ART2T—8, TI7=2VT I M7V RT25—F, TAHIMET R T 7 F—
B, REZER. JVTF=VRURE VAL CZHEEL., FOMOEBIXEIE LA 1o
77

B A 5 Ik B

Ty TRTSIRTIATET TN G s ssce i
T7=VT7/ IV AT7=F—8 (ALT) | UV I JSCC B/
TAAVET+ AT 75 —F (ALP) p-Nitrophenyl phosphate %
2 x=RX7 57—+ (ChE) Butyrylthiocholine iodide %=
T —— T
$3 VAT B— (T-Cho) COD-ESPAS ¥ E
. il;g-ESPAS 7 T a— L
REz=E (BUN) Urease * GIDH &
7 L7 F =2 (Creatinine) Creatininase * F-DAOS &
#EH (T-Protein) Biuret %
77 2 (Albumin) Bromocresol green %

) Albumin
A/G St (A/G ratio) T - Protein — Albumin o
MM# (Glucose) Hexokinase * G-6-PDH ¥
B ULy (T-Bil) BRI
#eAEiT B (TBA) BREY A7V Tk E
mEEY > (IP) Fiske-Subbarow £
N7 A (Ca) OCPC ¥
7 RrU A (Na) Crown-Ether JEEARIE
AU T A (K) Crown-Ether [EEBIE F
BE (C) MO [EVE

ERME E ECEBEEOWERE 7170 % (B L84ER)
F: EEEDHTEERE PVA-EXTT (A&T)
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15.12 IRWEFHRE
a) Bl &

ERBEIIOVWTERREBOEAOWTH L ERMLEIZ, B2 REIRD 5 fiuf
LTREFLSE, R, BILE. KT, BEE, BIE, BEEROEERELZOREICD
WTHIRIBE X T o7,

b) MABEREUVREEEANE
(a) V774 NEE
1. 7RUN4 BEBREFIZOWT, HIRERIZKREORE - BREER L=,

o B F2 B - M
TE{LEE R A R+
O - MER Lofe*
WhRaR R | B
AFEEs R TR R L FEERIIE BRI R
PR o+ (R, MR DB E 2 L)
IE AR R BhE ORBRE) | BEbgx. iR
Ak R TEE BRE (LRMEEED) | BB

FARIRESL D T+] 24 LTe BB 1T, BERXITRERIOHET 2RICE TR (¥
VRV DR) TEEZAE L, Bl BRERUBR LEREGZH 4 IZRIEL.
EAEDOEFZEH L, BIBREGEZE O THE L, TRZEMIRIIRED—
MEZOTHE L7, FREIT ERIMEEZ & O TRED BB TIC 10% T HEREE
R ) ARCRIEL, BR, ERDEZIENO DB L CEEFAE L, BEE
ZRELLSBICOVWTE, BEHBICRE LREXEICENEELEH L,
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(b) 28 H R 58f

B10-0110

BIREFFICRER ORE - Mtz m LT,
o H B - A
MR 2R % K[E.
N BTR. B, B (FTHEE»LER. M =AREED) |
HILER

BeiR, ATl

D - ME% I
WREEHR . RERE
. FEEH | R L FEEERISCIR* . W{UZEFTIIAR*.
ATEER TR
EEr (BEERZET)
FERE R B (R, DIMEUEBEET) | B, LBEHRE
- R (KERE) . WEV L E. BRIEY L3, R,
i i+
IR TEME* PR (ER/MEEED) | BB
R IRk
£ - BHER EREG OBRE) . B
FE - 8 AR

KE R OEERET 10%FHEEE R~ U VIR EEARICER L, B R OB 10%
FIERE RV~ ) CEEEA LU TRIRICEIE Lok, WEPZKERE L.

FURBRDASI D T 248 LIZ 8B 13, BERUTRFRICBET 281 EF R (F
VR OR) TEEBZEE L, BiE, BRERURE LEIELZRI 4 ICRIE L.
EEOEFzREE L, BIBEIELRELE O THE L, TREIEIIRED—
HeBOTAE L, BEIIEERL SO CEEHZ A TREL TERL, EE%
HE Lle, BRI ERU/IMEZ & O TRE D b oBEE 31T 10%FHEEE R L~ U v
BICREL, BA, EAROEZIEPONB L CTEERXRE Lz, EEZRELL
FEICOVTIE, BHRICAE L -HREZEICESEELEH LT,

=17 -




B10-0110

) FROEER OWRTE

B L7-23E - L. LTo XS ICEEROMRELE,

FrigiE, EEZRIER. MUEZEOF RN S (FIFREI & Z ORHE % # S3H A RRIC
B2 7T) 2~3 mm BOMEBA 4 A HEIm L, BEETREREMEFTAICHE L, 2&T 20
HEP IS5gUTTHD I L2HRE. TNTNEED 5 FEL_ED RNAlater® (Ambion,
Inc.) IZIRES W=, 1.5 g 2B 2 2B ITEMA OmBLZ I8 LA Lz, AEIDKG
. -80°C THRIF L7z, IMUEEDEETFRIREMITHIALOBEE OR& D #5 R 0%
D DEE 10%FHERE L~ ) VIKRTEE L.

EhgE. EENAICEEREIER. FAIOTRE»SABEEZETe L 5 ITEBT 4~5
mm TEOMEBA 2RI Uiz, A2 OHEEZRYBRW%, ER T s Lz, ¥9%
18 3 mm PAPNIZHEE] L RNAlater IZRIE LT, R0 OESMNHHE, BEENE. BEE
BROREZSTTH T 7L, FFN RNAlater I[ICEE LT, Y OESIIKE
%, -80°C THRF L=, EANX 10%FHEEERL~ Y VIETEE LT

RRIL, EENXICEEZRER., HEZ 4 DEIL, B 0¥4 % RNAlater \ZE
Bl Y OEFITKGH, -80°C THRELE, ERAREETEy MY VETEEL
77

REREEEI EE2RER. EFLVEETEY Y UBRTEE L

FEZERISI L, ERRIEHR, EF T4 L, —F% RNAlater IZBIE LTz, &V IT 10%
FHERE R L~ ) VIRTEE L,

fild. BEEZRIER., KB LIEAZI—K (XA ¥ =7 ookl FRIEA L
=6:3:1) ITRELTz, Z0O%, KB T TSERIEL D Lz, Bk ¥ /) —VIIKHEL
oo SHITKMTTIRED LA G, 1 B EIZ2E, Ekoy ) —LEXHRLE,
KETC—BRIEE 5 Licth, KT ¥ ) — L Z2EESHL 4°C TRELE, RELER
BHIRRA & FE L TRRETLRFICER L,

TEMREZ, EEFREE. RNAlter IZBE L=,

RNAlater |Z3R{E L 72 &HE/1E RNAlater 2 FARRICEE S 572, 4°C T 24 BRRIME
L7z, RNAlater [ZRES®7o £ F-80°C THFE L., NT74 7 A 22 RE L TREMT
MEATFZERT IR LT, -80°C BERTE LIEERIZOWTIZRIA TA A 2RE LT
el AT SR I = Lz,

TOMDEE - MEikld, 10%FEEER LV~ VIR TEE L,
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d) REEBFENRE
() Y7 74 MEE
1. 7RO 14 BRRFEHONEERUEAEFICOVT, . Bl BE. A
SRR BBE (RBRE) . M. RO T 7 4 VEEETEE R ERL, ~v b ¥
VY exzAYy (HE) REHR, SFEMENICRE L, B4 OBRE) 12810
H LA 10%IERE - Flb< ) VIRIC X BBRIR 21T 7=,
(b) 28 HEHEE
MBERUCEAERIIOVT, MEUOTEERZBRVDTERLEZ TN TORENIT
MDD AT 7 4 OEBEET T ZERL L, HE Le@%, HEBEMEMIIRE L, B
EOVER CRERE) 13800 H LANC 10%EEE - S~ U VR K B BIRE 1T 77,
15.13 MEFFHIFE
FE, BHEE, #H. BREHE, ﬁ&{&%ﬁ’]ffffﬁ MRECFRRE, RE. REEE
FUOREEBDORBMBIZOVTIL, Bartlett {RIZ X 2 LSRR ELITV., S%EEKETES,
BOERD b ALT-EATE, Dunnett HEIZ X E)’Fj%ﬁ%ﬁo Too FELEMRD Fohfcﬁ‘/‘f@é\li/
YT A MY w7 O Dunnett IEIZ K DREEITo 72, PEEEE (EOH) R UHERER (R
DT =N 1X/ 235 A MU w7 O Dunnett 312 X AREEITo 7,

16. ABRAEBEOEBEMEICEEZRIT L L BN 2BEERE ORBEEEN b O%EM
RBEEEOFEREICEEZRIF L BN ABEERIIRD bhAroT,
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17. REBEEE

17.1

17.2

17.3

17.4

17.5

17.6

17.7

17.8

—MtKEE (Table 1. Appendix 1)

1000 mg/kg B THFEBNKR T 23 17 GIEE, FERERD A 14 6, $0R2S 13 fl TS
N, BREHETIIRS 1 8E uf_fﬁJT%& b, |52 BEUBRIEFEEENMET
Uiz, BHREEDIZOWTHRBEBEORELRBO N A b, %5 3 BEICIZNE L,
FRIIKE 1 BEOABEI N, 200 mgkg BT, BREBETHAES 1 B2 4
TEEINT, MBETIIEF IR b7,

FEMEZ2 —MREE (Table 2, Appendix 2)

TARTOFMBEEER IRV T, RO ER SRR BEICERIIRD bz hoT,
3 %%%E&@%@%ﬁ@ﬁ&vﬁﬁﬁﬁ;ﬁ RIEENIRD bhiano T,
BEREMR A (Table 3, Appendix 3)

B FEEBERIEIZIBVT, 200 KT 1000 mgkg BED 40~50 40 B R EEENFE 2K
EZRLIZN, —BEOEB Tho7mZ L b, HBRMERE LIIBEEDCRWEL L E X
oo BABE TIIEBRYERSEICAEERTHIIRD b, RINEREIZBWT bR
VERSBER OSRTRBREICERIIRD bhihol,

f& E (Fig. 1. Table 4, Appendix 4)

TERMERSHICEERERIRO Lo T,
EEEE (Fig. 2. Table 5. Appendix 5)

R ERERICERREBRRO ONA» o7,

Ri%Z (Table 6, Appendix 6)

REFRVREFEICBWTERYERESRICAEERTHIIRD b T. ZOMORBREE
BBV T OB ER SRR R BEICEE IR bhihor,

MigHEE
a) [MIKFBEIRRZE (Table 7, Appendix 7)
1E, 7 k028 BEREHETIE, HRYERSHICABELREDIIRD bk o,
14 B RHRSEIZIB VT, 1000 mgkg BETRIRRILBRELZROFEE 2 IEEL A DT,
20 mgkg HETITREEREDITRD bz Tz,
b) MEAE(LFERIFRZE (Table 8. Appendix 8)
IEIRUT BERBRE# TR, KB ERERICESREBIIRD bR o,
14 BEHEEIZBWT, 1000 mghkg BHETT 5= 7 33 b A7x25—F (ALT)

DEEREERS DT, 200 mgkg BETIXEERLTHIRD o T,

28 BHREEIZB VT 1000 mgkg HT Y 7V v ) ROFEREERL ST, 200
mgkg HCTIIAEREHIIRD N hotz,

REFERNRE
a) #mEE&E (Table9 KTV 10, Appendix 9 1N 10)
1EL 7KV 14 B HBRSHE TR ERSHICEERL]IIRD bR o7,
28 HERESEIZBVT, 1000 mgkeg HTHBOHNEEOE S EME TBRED
109.4%) 3% 57, 200 mg/kg B TIXEERLTENIIZED bz o1z,
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b) & 1 (Table 11, Appendix 11)
1EL, 7. 14 RU28 BEBREFEHEOWTNIZBWTY ., BRHERSHERUSREICE
ITRD b7,
c) JREMEEFEURE (Table 12, Appendix 11)
1 E RO 14 HRAREE T 1000 mgkg R USTREICEEIIRD bhianol,
7 BREBEBICHV T, 1000 mgke B CEROBE O 4 flt 1 FITH BNz,
SHTRETIIEEIIRD bhveho iz,
28 HFRS#HIZIV T, 1000 mg/kg # CHIRO IR B FFRAESE R OWUIRO R B
FRRDS 5 BIFE 1 Blc R bivic, XHRETIE, oM, g/ NAZFER COIROR
B RE 1 Blc A b,

18. & £

WEBEWE I OWTIE, Ty NRU U2 W 2 FERBKREIC L 5508 AMERBENTT
PILTWD D, BBAMEOFEIUIE BTV (NTP, 2004) , 72, T hD 3 » A
FUKT AR TIT, Emf, FEE BEERUBEEENHRESN TV (NTP, 2004)

B, ARBRICBWTIIEBRMEREIZ L) FBR~OEENRE SN, B b EEgE

ERD BTz, |

Frlg~DEZE L LT, 1000 mgkg B THMNEEDOBENRA LN, BEMNE(LITRD 5
NT. MRAEFRIREICSOTHEEFENICERREBIIA IR T,

F7o. BREHE OB THHIT 200 X TY 1000 mg/ke B THFEESHET. 1000 mgkg BT
PR BB B ORI A DTy, Wb B CHARIIER L, (FEHEERCZOMmO
BREEBICEEDRDOONARD-7cZ bbb, BT REEBELERLIZIEL R T,

3y AREOKBERBETIL, 7 v MZRBWTHRE 14 8 BT 425 mg/kg/day F8S L TR
B ER O BB 890 mg/kg/day 18 Ll _E TR i BRER O KA K O Fhigi > E & . 1840 mg/kg/day
A8 DL CTRFIB O ISR LR OVE IO FRARE O (1 ML, 3890 me/kg/day #84 B E T ALT B}
Ve b= VRAKEREER O EE. 12800 mg/ke/day FHY THIROZ BARAE OB, FEEER
LOLERHLILTWS (NTP, 2004) 25, AFER TIZHA S REMENTRD Hivleh o -8
M LT, AERUEBREHBOEVNE X bk,

BEHE R IS B EHEE TRICALNEZTOMOLE(IT, AEEREEDOWESTH
5L, —BUEOEBTHD L, MICBEETAIEMMARBO NN &, NITERELER
ELLTHBRINIFTRTHLZLEND, HRMEERE LIIBEDRWELEE LT,

UEDELBY, RABRTIIHBRDEREICL Y FHR~OEENRLE SN0, FOMOHE
L3R, HERESR, O - WER, WRHBHR, EHEBR, E0NHBHR REE F-B8E 4L
JR~ DRI/ S o7z,

19. Z2E K
NTP (2004) Toxicology and carcinogenesis studies of dipropylene glycol (CAS No. 25265-71-8) in

F344/N rats and B6C3F; mice (drinking water studies). NTP TR 511.
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Table 1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of general clinical observations

Sex Signs Administration period
mg/kg/day 0 200 1000
Male ss ss ss
179 17 17
No abnormalities detected 17 15
Decreased spontaneous locomotion 2 17
Decreased respiratory rate 14
Incomplete eyelid opening 13

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

-24 -

B10-0110




B10-0110

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 Very easy
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
Exophthaimos - Absent
+ Present
Pupillary size -1 Miosis
0 Normal
+1  Mydriasis
Salivation - Absent
+  Present
Secretion - Absent
+  Present
Observation in arena Posture 0 Nommal
+1  Crouching position or hunchback position
+2 _ Prone position or lateral position
Motor activity -2 Significantly decreased
-1 Decreased
0  Normal
+1  Increased
+2  Significantly increased
Respiration 0  Normal
+1  Slightly insufficiency
+2  Moderately insufiiciency
+3  Severely insufficiency
Lid closure - Absent
Present
Gait Normal
Staggering gait
Tip toe gait
Shuffling (paralytic) gait
Gait disturbance
Tremor/twitch/convulsion None
Tremor

Twitch or convulsion

Systematic tonic convulsion (opisthotonus or episthotonus etc.)

Stereotypic behavior

None

Circling
Grooming
Sniffing

Head bobbing

Abnormal behavior

“4¥%<smowo|jlTooo0; ko8 v

None

Self-biting

Backing

Circling

Rolling

Writhing
Vocalization

Straub tail

Tail lashing behavior

-25-
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Table 2-1 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of detailed clinical observations

Male
Predosing Dosing week 1
Dose (mg/kg/day) 0 200 1000 0 200 1000
Number of animals 5 5 5 5 5 5
2 0 0 0 0 0 0
-1 0 0 0 0 0 1
if:ivc;f[ 0 5 5 5 5 5 4
Removal +1 0 0 0 0 0 0
from cage +2 0 0 0 0 0 0
0 5 4 3 5 5 4
Vocalization +1 0 1 2 0 0 1
+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
. . - 5 5 5 5 5 5
Staining hair + o 0 0 0 0 0
S 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
Handiing . - 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
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
Pupiliary size 0 5 5 5 5 5 5
+1 0 0 0 0 0 0
o - 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 0 0 0 0
-1 1 1 0 0 0 0
Motor activity 0 4 4 5 5 3 3
+1 0 0 0 0 2 2
+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
K - 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/
. +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 8 g g g 8
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 8 g
behavior W 0 0 0 0 0 0
Y 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 0.2+04 02104 0.2+04 0.8+1.3 041089
Urination 2.0+35 34+55 20+£27 10117 58+7.4 02104

a): (count/min, meantS.D.)
* . significantly different from vehicle control at p<0.05
**: significantly different from vehicle control at p<Q.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) 0 200 1000 0 200 1000
Number of animals 5 5 5 5 5 5
2 0 0 0 0 0 0
-1 0 1 2 0 1 1
rE:nﬁivc;f! 0 5 4 3 5 4 4
Removal +1 0 0 0 0 0 o
from cage +2 0 0 0 0 0 0
0 4 4 4 4 4 4
Vocalization +1 1 1 1 1 1 1
+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
Piloerection . 0 0 0 0 0 0
L . - 5 5 5 5 5 5
Staining hair . 0 o 0 0 0 0
.- 5 5 5 5 5 5
Unkempt hair + 0 0 0 0 0 0
- 5 5 5 5 5 5
Pajeness . 0 0 0 0 0 0
Handling I - 5 5 5 5 5 5
cbservation 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
e - 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 0 0 0 0
-1 0 0 0 1 1 1
Motor acfivity 0 5 5 5 3 3 4
+1 0 0 0 1 1 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 + 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/
wov 5 b b
. +,
convulsion +3 0 0 0 0 0 0
- 5 5 5 5 5 5
Sterectypic g 8 g g 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 ¢ 0 0 0 0 0 0
behavior R 0 0 0 0 0 0
w 0 0 0 0 o] 0
Vv 0 0 0 0 0 0
ST 0 0 0 0 0 0
T 0 0 0 0 0 0
Defecation® 04208 0.2+04 04+0.5 0.0£0.0 0.0:0.0 0204
Urination @ 0.6+1.3 08113 3.6 £4.6 0.0 £+0.0 0.0+0.0 0.4 0.9

a): (count/rmin, 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 2-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of detailed clinical observations

Male
Dosing week 4
Dose (mg/kg/day) 0 200 1000
Number of animals 5 5 5
-2 0 0 0
Ease of '3 g ’ g g
removal
Removal +1 0 0 o]
from cage +2 0 0 0
0 4 5 3
Vocalization  +1 1 0 2
+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 °
. .- 5 5 5
Staining hair + 0 0 0
- 5 5 5
Unkempt hair . 0 0 0
- 5 5 5
Paleness N 0 0 0
Handiing ) - 5 5 5
observation Reddening + 0 0 0
. - 5 5 5
Cyanosis + o 0 0
L - 5 5 5
Lacrimation + 0 0 0
: - 5 5 5
Exophthalmos N 0 0 0
-1 0 0 0
Pupiltary size 0 5 5 5
+1 0 0 0
s - 5 5 5
Salivation + 0 0 0
. - 5 5 5
Secretion . 0 0 0
4} 5 5 5
Pasture +1 0 0 0
+2 0 0 0
-2 0 0 0
-1 0 0 1
Motor activity 0 4 4 3
+1 1 1 1
+2 0 0 0
0 5 5 5
L +1 0 0 0
Respiration 2 0 0 o
+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
inarena  Tremor/
I S -
. +
convulsion +3 0 0 0
- 5 5 5
Stereotypic g g 8 8
behavior s 0 0 0
H 0 0 0
- 5 5 5
S 0 0 0
B 0 0 0
Abnormal g 8 g g
behavior W 0 0 o
\% 0 0 0
ST 0 0 0
T 0 0 0
Defecation® 06+1.3 12116 0409
Urination ¥ 0.0 £0.0 2225 0.4+0.9

a): (count/min, mean£S.D.)
* : significantly different from vehicle control at p<0.05
** : significantly different from vehicle control at p<0.01
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Table 3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of functional observations

Male
Dosing week 4
Dose (mg/kg/day) 0 200 1000
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 v 0 0 5
function Pain response 0
(tail pinch) 5 5 5
+1 0 0 0
o
Pupillary reflex S S S
- 0 0 0
o+
Air righting reflex > 5 >
- 0 0 0
Forelimb
Grip strength ¢ e' (9) 298 +43 375 +92 381 + 101
Hindlimb (g) 503 + 69 556 + 84 545 + 46
0-10 (min) 163 £ 86 138 £ 110 143 + 80
10-20 (min) 117 £37 110 £ 75 65 +35
... 20-30 (min) 125+ 33 106 + 62 69 +45
Motor activity
[Interval] 30-40 (min) 47 +43 63 +28 66 £9
40-50 (min) 72 £22 32+28 * 16 +£18 **
50-60 (min) 70 £ 56 30 + 39 32+36
Total 595 +103 480 + 285 390 £ 147

"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": meantS.D.
* 1 significantly different from vehicle control at p<0.05
**: significantly different from vehicle control at p<0.01
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Table 4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of body weights (g) : Male
Dose
R 0 200 1000
(mg/kg/day)
Administration 1 134.71 133.46 133.52
period (day) 15.99 (17) 15.55 (17) £5.76 (17)
3 154.76 153.96 150.20
£7.19 (13) +8.98 (13) +8.04 (13)
7 192.94 182.33 185.26
+9.67 (13) 1+10.30 (13) +13.62 (13)
14 258.71 257.57 246.74
£10.21 (9) +19.14 (9) $23.71 (9)
21 317.50 306.03 311.50
£7.80 (5) +46.90 (6) +29.60 (5)
8 369.16 376.62 362.64
19.04 (5) +15.85 (5) 132.25 (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 5 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0110
Summary of food consumption (g/rat/day) : male

Sex Dose
(mg/kg/day) 0 200 1000
Administration 1 18.38 18.06 17.41
period (day)
+ 1.55 (13) + 1.47 (13) + 221 (13)
3 20.48 20.20 19.85
+ 1.38 (13) + 152 (13) + 1.85 (13)
7 23.36 22.56 22.16
+ 122 (13) + 1.62 (13) + 217 (13)
14 26.01 24.94 24.40
+ 099 (9) + 2,44 (9) +2.82 (9)
21 28.48 27.43 26.51
+ 117 (5) + 165 (5) + 313 (5)
28 29.07 28.36 27.55
+ 119 (5) + 122 (5) + 220 (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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B10-0110

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) 0 200 1000
. 130 ' 15.4 15.8
Urine volume (mL) 4.4 (5) 5.4 (5) £9.1 (5)
675.8 655.0 788.8
Uosm mOsm/L.
( ) £210.8 (5) +217.5 (5) +429.1 (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 6-2 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0110
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 200 1000
ltems No. of animals 5 5 5
Color

Sy 4 2

Y 1 3 . 2
Turbidity

Clear 5 5 4

Cloudy
pH

8.5 4 5

7.0 1 0 2
Protein

- 0 1

+ 1 4

1+ 4 1
Glucose

- 5 5 5
Ketones

- 4

=+ 2 2 1
Occult biood

- 4 5 5

+ 1 0 0
e e e e R

Color: SY: Slightly yeliow,Y : Yellow.




Table 6-3 Twenty-eight-day repeated-dose oral toxicity study in rats B10-0110
Summary of urinalyses: Male

Group Twenty-eight-day treatment

Dose (mg/kg/day) 0 200 1000
ltems " No. of animals 5 0 5
Urinaly sediment
Red blood cells

0 5 - 5
White blood cells 2

0 5 - 5
Epithelial cells

0 -— 3

1-5 0 — 1

6-20 0 - 1
Casts

0 5 — 5
Crystals ©

- 3 —

+ _

1+ 0 —

3: Number of cells/4 Oviews(x400).
®: Number of casts/18%18 mm?>.
9:Incidence of crystals/18x18 mm?.
--:Not examined.
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B10-0110

Table 7-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
- Dose One-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%uL) Zg?: @ Z;ng @ i:?gg @
H (g/dL) iree e @ Bt @
Ht (%) i;;g @) igg: @ fscg:gg 4
MCV (L) iiif @) Zig @ igzg (4)
MCH (pg) 333 @ iggg @ igg 4)
MCHG (9/dL) o 0% @ w03
Platelet (x10%uL) 3::3 () 12212 (4) lgg;g )
Reticuio (%) l?:: @ :1]?3 4 ;?;2 4
WBC (x10%/pL) ::g?? (@) ;ggg ) i?l;g ()]
Differentiation of leukocyte

Neutro (%) l;gi @) 1322 ) ligg 4

Lymph (%) :i:?g (4) :?:;g (4) ig:gg (4)

Eosino (%) ig;? @ iggg (4) igig (4)

Baso (%) iggg o) 18182 c t;:;g 4)

Mono (%) iigg @ iggg 4 igg: (4)

Luc (%) igf?g ) :g:;? 4 tgzz (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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B10-0110

Table 7-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
e Dose Seven-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%/uL) Zﬁgg (4) 1332 @ 17:222 (4)
Hb (g/dL) lfiﬁ 4 :?i @ i?gg @)
Ht %) 2ot Gt @ 230 @
MCV () iiiﬁ @ Zé? @ zggg (@)
MCH (pg) f;éii @ igj: 4 i;:ﬁ (4)
MCHC (g/dL) 2823 @) igfg @ :g:ig @)
Platelet (x10%uL) li;lg @) l:?:? (4 lﬁgg ()
Reticulo (%) lgif ) :j:;g (4 tg:gg (4)
WBC (x10%/uL) ;29232 7)) igggz 4 32;2 4
Differentiation of leukocyte

Neutro (%) tr0e @ e (@ 512 @

Lymph (%) Z;g (@ iigg 4) zii: 4)

Eosino (%) iggg @) :tggg (4) ig?z (4)

éaso (%) igg: (4 igfg 4 tggg “

Mono (%) ' ig;: (4) -i_—é;g (4) ii?g 4

LuC (%) i;ﬁi (45 ig:;i @ :gifg @)

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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B10-0110

Table 7-3 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of hematological examinations:Male
tems Dose Fourteen-day treatment
(mg/kg/day) 0 200 1000

RBC (x10%/uL) s @ ot (@ oo @)
Hb (oldL) 12 w0 @ 1058 @
Ht (%) :ggg ) i?i? (4) iﬁjii 4
MCV (L) ng: @ :ggg 4 | i;?? 4
MCH (pg) iggg @ iw @ ig:gg @
MCHC (g/dL) iéii (4 iégg 4 23:22 4)
Platelet (x10%uL) l:gig @ l?;i: 4 :21;!93? 4)
Reticulo (%) 1222 () iggg 4 :t?fz *(4)
WBC {(x10%/L) lgggg 4 l:;gi 4) ;3?2 (4)
Differentiation of leukocyte

Neutro (%) ;iig @ lg;g 4) 14212(8) )

Lymph (%) e s (@ S0t @

Eosino (%) ig;? @ 1(0311;3 (4 iggg (4)

Baso (%) igii (4 iggg @ ig:: @

Mono (%) ig;g @) 15210 4 iggg 4

Luc (%) iéjgg @ :g:gg @ tgigg @)

Vaiues 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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B10-0110

Table 7-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of hematological examinations:Male
fome Dose Twenty-eight-day treatment
(mg/kg/day) 0 200 1000

RBC (x10*uL) Zi::; (5) Zgg (5) igg (5)
Hb (9/dL) lﬁﬁ? ®) 1333 5) lgﬁ; ®)
Ht %) feo® P 2%
MCV L i?;g (5) :‘11:33 (5) iigg 5
MCH (pg) iﬁiﬂﬁ ) ig:ﬁ 5) i?ﬁé? 5)
MCHC (e/dL) e ) s ®) o (5)
Platelet (x10%uL) 1:?32 (5) gggg {5) l;?gi (5)
Reticulo (%) ig;g (5) iggs (5) tgzg &
wec 10 e @ sane e
Differentiation of leukocyte

Neutro (%) ;2?2 (5) ;g:j (5) 12% (5)

Lymph (%) Eig (5) Igzg 5) zggg (5)

Eosino (%) ig:g (5) iggg (5) tgfg (5

Baso (%) igﬁg (5) iggi (5) ig:g €)

Mono (%) ;;g (5) i:)z? (5) iﬁgg ©)

Luc (%) iﬁjgé ) 3;;:;3 ) ig:ii 5)
PT (sec) lgl: (5) l;;: (5) i;:: (5)
APTT (sec) g (®) e ©) gk (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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B10-0110

Table 8-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose One-day treatment
ltems
(ma/kg/day) 0 200 1000
95.0 84.5 99.5
AST (u) £10.9 (4) 59 (4) £12.9 (4)
30.5 258 335
ALT o) 5.4 (4) 125 (4) 8.3 (4)
1035.3 925.0 755.3
ALP ) £217.3 (4) +157.9 (4) £79.8 (4)
12.10 13.63 12,85
BUN (mg/dL) £2.45 (4) £2.30 (4) £1.02 (4)
" 0.135 0.135 0.140
Creatinine (mg/dL) 0.021 (4) $0.017 (4) +0.018 (4)
. 0.085 0.063 0.070
-Bil /dL
T-8i (mg/dL) £0.013 (4) £0.005 (4) £0.014 (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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B10-0110
Table 8-2 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of blood chemical examinations:Male
Dose Seven-day treatment
liems
(mg/kg/day) 0 200 1000
84.5 80.3 82.5
AST (o) 5.7 (4) 4.8 (4) £106 (4)
33.5 320 30.5
U/ ’
ALT o) 5.4 (4) 3.2 (4 4.5 (4)
817.0 948.8 833.3
ALP (o) +169.2 (4) +162.9 (4) +182.0 (4)
11.58 13.78 158.73
BUN (mgfdL) +2.00 (4) £1.51 (4) +3.36 (4)
- 0.158 0.160 0.160
Creatinine (mg/dL) £0.013 (4) $0.014 (4) +0.008 (4)
T-Bil (mg/dL) 0.063 0.058 0.063
+0.005 (4) +0.005 (4) +0.005 (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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B10-0110

Table 8-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of biood chemical examinations:Male
Dose Fourteen-day treatment
ltems
(mg/kg/day) 0 200 1000
82.0 70.8 69.5
AST (iun) 4.4 (3) £10.4 (4) 53 (4)
30.0 24.3 225~
ALT (v +4.4 (3) 3.3 (4) 2.5 (4)
836.0 779.5 795.3
ALP (L) £62.1 (3) +183.8 (4) +57.9 (4)
13.17 14.20 14.13
BUN (mg/dL) £1.91 (3) £2.20 (4) £2.26 (4)
- 0.167 0.188 0.170
Creafinine (mg/dL) £0.012 (3) £0.021 (4) £0.022 (4)
. 0.053 0.045 0.045
T-Bil /dL
: (mgfdL) £0.012 (3) £0.013 (4) £0.006 (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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B10-0110

Table 8-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of biocod chemical examinations:Male
s Dose Twenty-eight-day treatment
. (mg/kg/day) 0 200 1000

AST ULy e g, ot ©
ALT qun) e o e © 20
ALP (un) ;22: (5) ;;g? (5) ;g;g (5)
che (1) o ons @ 54 ®
y-GTP (IUIL) ig?: (5) iggg (5) igfg {5)
T-Cho (mg/dL) iiZ (5) :2'.3 ®) jﬁjﬁ ®)
TG (mg/dL) i;i? (5) ;15:112 (5) :Zg TS)
BUN (mgrdL) 1‘1‘32 5) lﬁjﬁi ®) Egg ®)
Creatinine (mg/dL) ig:é;g (5) ig:ézg (5). igfuzg (5)
T-Protein (g/dL) ig:zg (5) tgjg ) :rgzgg (5)
Albumin (g/dL) iﬁ:?: (5) iﬁ:gg 5) ii?g )
A/G ratio Q] igg;g (5) iggig {5 igggg {8)
Glucose (mg/dL) g;? (5) gg: (5) Egg (5)
T-Bil (mgdL) iﬁﬁgf‘; ®) iggfi (5) 13333 (5)
TBA (kmoliL) i;i:ii (5) | 1:31::2; ) jg:gg (5)
P (mg/dL) légj (5) lé;g (5) lé:i (5)
Ca (mgrdL) lﬁfg (5) 1833 (5) lﬁji &)
Na (mEaqll) 1:3; ) 1132 5) 1122 )
K (mEg/L) ig:;g ®) 5132 ®) tg:gg ()
cl (mEq/L) 1:?:3: ®) 12:::2 ®) 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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B10-0110

Table 9-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of absolute organ weights:Male
Dose One-day treatment
ltems
(mg/kg/day) 0 200 1000
L 4073 3.978 4.235
ver © +0.245 (4) £0.267 (4) £0.189 (4)
0.620 0.573 0613
Heart © £0.056 (4) £0.017 (4) +0.057 (4)
, 0618 0.618 0.625
Kidney(R) © £0.024 (4) +0.029 (4) £0.041 (4)
, : 0.593 0.598 0610
Kidney(L) @ £0.045 (4) £0.039 (4) +0.057 (4)
Kidnove © 1210 1.215 1.235
¥ 9 £0.059 (4) +0.066 (4) £0.098 (4)
‘ 0.630 0.565 0.630
Testis(R) @ $0.063 (4) +0.024 (4) £0.042 (4)
‘ 0.603 0.543 0.623
Testis(L) © £0.043 (4) +0.026 (4) £0.029 (4)
Testes @ 1233 1.108 1.253
9 £0.102 (4) £0.041 (4) 0,069 (4)
o 0.083 0.068 0.073
Epididymis(R) © +0.005 (4) £0.013 (4) $0.005 (4)
o 0.070 0.063 0.078
Epididymis(L) @ £0.008 (4) £0.010 (4) £0.005 (4)
o 0.153 0.130 0.150
Epididymides @ $0.013 (4) +0.022 (4) £0.008 (4)
0.065 0.050 0.088
Ventral prostate @ +0.013 (4) +0.014 (4) +0.019 (4)
Dorsolateral @ 0.045 0.043 0.043
prostate 9 +0.013 (4) +0.005 (4) +0.013 (4)
Brain . 1718 1.728 1.760
9 £0.120 (4) +0.050 (4) $0.076 (4)
Soleen @ 0.390 0.350 0.403
P g +0.035 (4) +0.065 (4) £0.062 (4)
— g 408.53 438.38 471.35
Y S +11.45 (4) £72.46 (4) £56.66 (4)
- , 5.25 460 483
Piluitary gland (mg) £0.33 (4) +0.54 (4) 022 (4)
. 10.90 10.38 11.50
Thyroid (mg) £1.35 (4) +1.54 (4) £2.40 (4)
31.65 30.60 32.83
drenal
Adrenals (mg) +1.79 (4) +3.09 (4) +1.49 (4)
) ) 115.13 111.40 116.40
Final body weight
odyweight (@) 5,53 (4) £3.81 (4) £3.93 (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.



B10-0110
Table 9-2 Twenty-eight-day repeated-dose oral foxicity study in rats
Summary of absolute organ weights:Male
y
it Dose Seven-day treatment
ems
(mglkgiday) 0 200 1000
, 5.960 5.650 5.838
Liver @ £0.139 (4) £0.368 (4) £0.552 (4)
e 0.793 0.785 0.733
ea © £0.070 (4) £0.053 (4) £0.061 (4)
. 0.820 0.775 0.790
Kidney(R) @ £0.032 (4) £0.060 (4) £0.045 (4)
_ 0.805 0.775 0.775
Kidney(L) @ £0.026 (4) +0.066 (4) +0.059 (4)
i ) 1625 1.550 1.565
1aneys @ +0.053 (4) +0.124 (4) +0.001 (4)
. : 0.905 0.903 0.848
Testis(R) @ £0.068 (4) $0.051 (4) +0.068 (4)
. 0.888 0.885 0.820
Testis(b) @ £0.081 (4) +0.029 (4) +0.076 (4)
et 1.793 1.788 1.668
estes © £0.146 (4) +0.076 (4) +0.140 (4)
o 0.118 0.108 0.108
Epididymis(R) © £0.021 (4) +0.010 (4) +0.005 (4)
o 0.110 0.105 0.105
Epididymis(L) © £0.022 (4) +0.013 (4) +0.019 (4)
o 0.228 0213 0.213
Epididymides @ £0.042 (4) +0.021 (4) $0.024 (4)
0.125 0.125 0.115
Ventral prostate (9) £0.010 (4) £0.024 (4) +0.030 (4)
Dorsolateral © 0.083 0.075 0.068
prostate 9 £0.013 (4) £0.010 (4) £0.010 (4)
Bra 1813 1.790 1.778
rain @ £0.084 (4) £0.037 (4) £0.043 (4)
o | 0.610 0.518 0.490
piesn @ £0.106 (4) +0.046 (4) £0.084 (4)
- g 571.63 537.98 564.30
ymus & £50.40 (4) +104.17 (4) £86.40 (4)
o 6.38 6.90 6.43
Pituitary gland (mg) £0.46 (4) £0.49 (4) +0.95 (4)
, 13.35 12.33 10.25
Thyroid (mg) £2.84 (4) £1.46 (4) +0.90 (4)
38.65 33.23 36.73
Adrenals (mg) £2.41 (4) +4.35 (4) +1.48 (4)
. . 165.38 165.75 155.60
Final body weight (q) +8.62 (4) +4.13 (4) +8.15 (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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B10-0110
Table 9-3 Twenty-eight-day repeated-dose aoral toxicity study in rats
Summary of absolute organ weights:Male
Dose Fourteen-day treatment
ltems -
{mg/kg/day) 0 200 1000
L 8.138 7.100 8.118
ver ) +0.693 (4) +1.067 (4) £0.822 (4)
Heart © 1.125 0.950 0.953
8 £0.158 (4) +0.123 (4) £0.100 (4)
. 1.100 0.985 0.990
Kidney(R) © £0.155 (4) +0.131 (4) £0.080 (4)
1.108 0.963 0.998
Kidney(L) © £0.133 (4) $0.135 (4) +0.088 (4)
Kidnovs © 2.208 1.948 1.988
4 g +0.286 (4) +0.265 (4) +0.162 (4)
, 1.120 1,003 1.073
Testis(R) @ +0.065 (4) +0.102 (4) +0.145 (4)
. 1.095 1.015 1.075
Testis(L) © 0.070 (4) +0.110 (4) +0.176 (4)
Tostes - 2.215 2.018 2.148
9 +0.133 (4) £0.213 (4) $0.321 (4)
o 0.170 0.138 0.158
Epididymis(R) @ $0.012 (4) +0.019 (4) +0.026 (4)
o 0.168 0.143 0.150
Epididymis(L) © £0.022 (4) £0.034 (4) £0.029 (4)
o 0.338 0.280 0.308
Epididymides © £0.033 (4) $0.050 (4) £0.056 (4)
0.200 0.185 0.173
Ventral prostate © $0.018 (4) £0.037 (4) $0.043 (4)
Dorsolateral @ 0.135 0.123 0.113
prostate g £0.006 (4) $0.036 (4) 0.047 (4)
Brain @ 1.925 1.825 1.833
9 $0.070 (4) $0.024 (4) +0.103 (4)
Solcen o 0.640 0.618 0.568
P g +0.108 (4) £0.070 (4) £0.129 (4)
_— ) 728.48 605.60 609.25
y 9 £102.83 (4) +61.76 (4) +33.62 (4)
- 8.55 7.70 7.45
Pituitary gtand (mg) £1.00 (4) +0.58 (4) +0.73 (4)
, 14.65 15.88 16.35
Thyroid (mg) +1.86 (4) +3.84 (4) £2.84 (4)
47.95 4335 44.95
Adrenal
renais (mg) £3.14 (4) £3.74 (4) £1.17 (4)
. . 224.70 205.10 211.80
Final body weight
inalbody welg © +15.38 (4) £24.08 (4) +16.04 (4)

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

** Significantly different from vehicle control at P<0.01.
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B10-0110

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) 0 200 1000
j 10.804 10.898 11.574
ver © £0.174 (5) £0.649 (5) +1.269 (5)
1.308 1.204 1.226
Heart @ +0.161 (5) £0.072 (5) +0.137 (5)
. 1.404 1.382 1.404
Kidney(R) @ £0.103 (5) +0.090 (5) +0.151 (5)
. ' 1.398 1.376 1374
Kidney(L) © £0.081 (5) - £0.119 (5) +0.172 (5)
Kidne | 2.802 2758 2778
¥s © +0.177 (5) +0.205 (5) +0.320 (5)
. 1.514 1.596 1.642
Testis(R) @ £0.125 (5) £0.154 (5) +0.009 (5)
A 1.510 1.564 1.598
Testis(L) © 0116 (5) £0.120 (5) £0.112 (5)
Testes @ 3.024 3.160 3.240
g +0.240 (5) +0.271 (5) +0.211 (5)
N 0.342 0.358 0.360
Epididymis(R) ©@ £0.016 (5) £0.032 (5) £0.045 (5)
. 0.344 0.358 0.348
Epididymis(L) @ £0.022 (5) +0.044 (5) +0.043 (5)
o 0.686 0.716 0.708
Epididymides @ +0.029 (5) £0.075 (5) +0.087 (5)
0.424 0.420 0.368
Ventral prostate @ £0.085 (5) +0.058 (5) £0.101 (5)
Dorsolateral @ 0.360 0.352 0.310
prostate g +0.060 (5) +0.041 (5) +0.099 (5)
Seminal vesicle )} 1.010 1034 0.882
9 +0.153 (5) £0.126 (5) £0.090 (5)
Brain @ 2.014 2.050 2.064
S +0.073 (5) +0.103 (5) £0.071 (5)
Soeen @ 0.828 0.786 0.778
P g £0.174 (5) +0.196 (5) +0.155 (5)
— ) 590.88 710.04 660.28
4 9 +54.61 (5) +51.44 (5) £139.85 (5)
- 11.10 11.24 10.48
Pituitary gtand (mg) +1.01 (5) +1.32 (5) +152 (5)
) 16.32 19.58 17.96
Thyroid (mg) +4.05 (5) +1.78 (5) +3.75 (5)
57.60 63.14 55.46
Ad | m
renais (mg) +4.48 (5) 8.05 (5) +15.91 (5)
) 338.94 345.86 331.68
Final body weight
inaibody welg © +7.57 (5) £17.20 (5) £28.13 (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 10-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
Dose One-day treatment
tems
(mg/kg/day) 0 200 1000
, ' 3.538 3.568 3.638
Liver (g/100g) +0.075 (4) +0.132 (4) £0.051 (4)
0.540 0513 0.528
Heart (9/1009) £0.043 (4) +0.010 (4) +0.039 (4)
. 0.540 0.555 0.538
Kidney(R) (97100g) £0.032 (4) £0.013 (4) £0.022 (4)
: 0.513 0.538 0523
Kidney(L) (9/1009) £0.030 (4) +0.019 (4) +0.039 (4)
. 1.053 1.003 1.060
Kidneys (6/100g) £0.050 (4) +0.028 (4) +0.061 (4)
A 0.548 0.508 0.540
Testis(R) (9/100g) £0.049 (4) 0,021 (4) +0.026 (4)
, 0.525 0.488 0.535
Testis(L) (g/100g) £0.034 (4) 0021 (4) £0.013 (4)
1.073 0.995 1.075
Testes (971009) £0.079 (4) $0.031 (4) +0.035 (4)
. 0.073 0.060 * 0.063
Epididymis(R) (9/100g) £0.005 (4) £0.008 (4) £0.005 (4)
- 0.060 0.055 0.068
Epididymis(L) (9/100g) £0.008 (4) 0.006 (4) +0.005 (4)
o 0.133 0.115 0.130
Epididymides (¢/1009) +0.013 (4) +0.013 (4) +0.008 (4)
‘ 0.055 0.045 0.075
Ventral prostate  (9/100g) £0.013 (4) +0.010 (4) +0.017 (4)
Dorsolateral 0.040 0.038 0.035
(g/100g)
prostate £0.014 (4) 0.005 (4) +0.013 (4)
: 1.498 1.553 1.510
Brain (9/100g) 0,146 (4) +0.078 (4) +0.064 (4)
0.340 0.313 0.343
Spleen (g71009) £0.018 (4) 0.050 (4) +0.050 (4)
355.60 393.23 405.70
Thymus (mg/100g) £22.06 (4) 60.32 (4) +56.08 (4)
- 4.58 413 413
Pituitary gland (mg/100g) £0.26 (4) 0.46 (4) +0.28 (4)
. 9.45 9.28 0.88
Thyroid (mg/100g) +0.87 (4) £1.13 (&) +2.08 (4)
27.50 27.48 28.20
Adrenal mg/100
renais (mg/100g) £1.30 (4) £2.95 (4) +0.84 (4)
, ) 115.13 111.40 116.40
Fina! body weight
nal body weight  (q) £5.53 (4) +3.81 (4) £3.93 (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-eight-day repeated-dose oral toxicity study in rats
Summary of relative organ weights:Male
t Dose Seven-day treatment
ems
(mg/kg/day) 0 200 1000
. 100 3.608 3.408 3.748
iver (g/100g) £0.152 (4) 0235 (4) £0.167 (4)
0.480 0475 0.473
Heart (9/100g) £0.057 (4) +0.029 (4) +0.030 (4)
: 0.495 . 0.468 0.505
Kidney(R) (9/1009) £0.024 (4) £0.037 (4) £0.026 (4)
. 0.488 0.468 0.500
Kidney(lL) (67100g) $0.022 (4) £0.043 (4) +0.016 (4)
‘ 0.983 0.935 1.005
Kidneys (6/100g) 0.043 (4) +0.079 (4) +0.026 (4)
, 0.548 0.545 0.543
Testis(R) (9r100g) £0.021 (4) 0,037 (4) +0.030 (4)
. 0.538 0.533 0525
Testis() (9/1009) £0.033 (4) $0.022 (4) +0.026 (4)
1.085 1.078 1.068
Testes (g/100g) £0.053 (4) +0.054 (4) +0.052 (4)
o 0.070 0.063 0.070
Epididymis(R) (¢/1009) £0.014 (4) £0.005 (4) £0.000 (4)
T 0.065 0.063 0.068
Epididymis(L) (9/1009) £0.013 (4) $0.010 (4) £0.010 (4)
o 0.135 0.125 0.138
Epididymides (6/1009) +0.026 (4) $0.013 (4) $0.010 (4)
0.073 0.075 0.073
Veniral prostate  (g/100g) £0.010 (4) £0.013 (4) +0.015 (4)
Dorsolateral (/100g) 0.050 0.045 0.045
prostate 91059 £0.008 (4) £0.010 (4) +0.006 (4)
1.098 1.083 1.140
' 00
Brain (971009) £0.026 (4) 0.046 (4) +0.045 (4)
0.373 . 0313 0.315
Spleen (¢7100g) +0.073 (4) £0.025 (4) +0.042 (4)
345.85 324.00 362.85
1
Thymus (mg/100g) £27.05 (4) £50.26 (4) £52.91 (4)
- 3.88 418 4.10
Pituitary gland (mg/100g) 043 (4) 022 (4) 047 (@)
8.05 7.43 6.58
' 100
Thyroid (mg/100g) +1.37 (4) +0.80 (4) +0.57 (4)
23.48 20.05 23.63
Adrenals (mgr100g) £2.72 (4) £2.35 (4) +1.23 (4)
. . 165.38 165.75 155.60
F ht
inal body weight (g) +8.62 (4) +4.13 (4) 8.15 (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
" Dose Fourteen-day treatment
ems
(mg/kg/day) 0 200 1000
] 100 3.620 3.545 3.830
ver (g7100g) $0.131 (4) +0.079 (4) £0.148 (4)
0.500 0.448 0.450
Heart (¢/100g) £0.042 (4) £0.043 (4) £0.022 (4)
. 0.485 0.468 0.468
Kidney(R) (9/100g) £0.051 (4) £0.034 (4) £0.013 (4)
. 0.493 0.460 0.470
Kidney(L) (9/1009) +0.039 (4) £0.028 (4) +0.016 (4)
. 0.978 0.928 © 0.938
Kidneys {g/100g) £0.089 (4) £0.061 (4) £0.017 (4)
. 0.500 0.505 0.505
Testis(R) (9/100g) £0.034 (4) +0.039 (4) £0.035 (4)
. 0.488 0.508 0.508
Testis(L) (9/100g) £0.034 (4) £0.025 (4) £0.051 (4)
0.988 1013 1.013
Testes (67100g) +0.067 (4) £0.063 (4) £0.085 (4)
o 0.075 0.070 0.073
Epididymis(R) (/1009) +£0.006 (4) +0.008 (4) £0.010 (4)
o 0.073 0.073 0.070
Epididymis(L) (971009) £0.005 (4) £0.010 (4) +0.008 (4)
o 0.148 0.143 0.143
Epididymides (9/1009) £0.010 (4) +0.010 (4) +0.017 (4)
0.088 0.105 0.083
Ventral prostate  (/100g) £0.005 (4) £0.026 (4) +0.017 (4)
Dorsolateral (g/100g) 0.060 0.063 0.053
prostate 971959 £0.000 (4) £0.005 (4) £0.019 (4)
. 0.858 0.838 0.868
Brain (97100g) £0.050 (4) £0.030 (4) £0.069 (4)
0.285 0.288 0.268
Spleen (911009) £0.039 (4) £0.038 (4) £0.046 (4)
' 323.85 261.38 288.40
Thymus (mg/100g) £37.40 (4) +45.11 (4) £17.90 (4)
- 3.80 3.70 3.50
Pituitary gland (mg/100g) £0.22 (4) £0.18 (4) 012 (4)
. 6.53 7.78 7.70
Thyroid (mg/100g) £0.85 (4) +1.82 (4) £1.24 (4)
21.35 20.78 21.33
Ad /10
renals (mg/1009) 0.93 (4) +1.59 (4) £2.10 (4)
. 224.70 222.15 211.80
inal bod '
Final body weight  (g) +15.38 (4) £11.14 (4) £16.04 (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 toxicity study in rats
Summary of relative organ weights:Male
Dose Twenty-eight-day treatment
ltems
(mg/kg/day) 0 200 1000
_ 3.186 3.152 3.484 =
Liver (971009) +0.051 (5) £0.105 (5) 10,151 (5)
0.384 0.374 0.370
Heart (9/1009) £0.047 (5) £0.034 (5) £0.037 (5)
. 0.414 0.400 0.420
Kidney(R) 9/1009) £0.023 (5) 0.019 (5) +0.019 (5)
i 0.414 0.398 0.414
Kidney(L) (9/100g) +0.017 (5) £0.031 (5) +0.033 (5)
! 0.828 0.798 0.834
100
Kidneys (¢/1009) +0.037 (5) +£0.050 (5) £0.050 (5)
. 0.446 0.462 0.496
Testis(R) (6/1009) +0.034 (5) £0.043 (5) +0.027 (5)
‘ 0.444 0.450 0.482
Testis(L) (9/1009) ‘ +0.031 (5) £0.037 (5) +0.029 (5)
0.890 0.912 0.978
Testes (9/1009) £0.065 (5) 10.078 (5) £0.056 (5)
o 0.102 0.104 0.110
Epididymis(R) (9/1009) +0.004 (5) £0.005 (5) +0.007 (5)
o 0.100 0.102 0.106
Epididymis(L) (¢/1009) +0.007 (5) £0.008 (5) £0.005 (5)
o 0.202 0.206 0.216
Epididymides (¢/1009) +0.008 (5) 0.013 (5) +0.011 (5)
0.124 0.122 0.108
Ventral prostate  (g/1009) +0.019 (5) £0.018 (5) +0.022 (5)
Dorsolateral (/100g) 0.110 0.102 0.094
prostate 971bbe £0.019 (5) £0.011 (5) +0.027 (5)
0.298 0.302 0.268
i ' 10
Seminal vesicle  (¢/100g) +0.048 (5) £0.040 (5) £0.025 (5)
) ' 0.594 0.594 0.626
Brain (9/1009) +0.015 (5) 0.023 (5) +0.067 (5)
0.244 0.228 0.234
0
Spleen (¢/1009) +0.049 (5) +0.055 (5) +0.030 (5)
174.40 205.96 197.44
/10
Thymus (mg/100g) +16.57 (5) £21.24 (5) £27.80 (5)
3.28 3.26 3.14
Pitui d 1
ftuitary glan (mg/100g) £0.22 (5) +0.40 (5) +0.27 (5)
4.80 5.66 5.46
' 0
Thyroid (mg/100g) £1.09 (5) 0.38 (5) £1.27 (5)
Adrenals (ma/100g) 16.98 18.32 16.52
+1.26 (5) 2,58 (5) +3.70 (5)
. , 338.94 345.86 © 331.68
Final body weight :
inal body weight (@) +7.57 (5) +17.20 (5) +28.13 (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 11-1 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: One-day treatment

Male
Findings 0 200 1000  (mag/kg/day)
sS ss ss
42
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 0 200 1000 (mg/kg/day)
ss ss ss
) 4% 4 4
No abnormalities detected 4 4 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 0 200 1000  (mg/kg/day)
S ss ss
4? 4 4
No abnormalities detected 4 4

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

-53.

B10-0110




Table 11-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of macroscopic examinations: Twenty-eight-day treatment

Male
Findings 0 200 1000 (mg/kg/day)
ss sS ss
52 5 5
No abnormalities detected 5 5 5

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 0 200 1000  (mg/kg/day)
ss sS ss
4 4 4

Liver

No abnormalities detected 4/4° — 414
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 0 200 1000  (mg/kg/day)
$S ss 53
4 4 4

Liver

No abnormalities detected 4/4° — 4/4
Kidney

No abrjo[malit[es detected 4/4 T 34

CystMedulla T y s =TT
Testis

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

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

No abnormailities 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.
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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 0 200 1000  (mg/kg/day)
ss ss SS
4 4 4
Liver
No abnormalities detected 4/4® - 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 414 - 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 12-4 Twenty-eight-day repeated-dose oral toxicity study in rats
Summary of histopathological examinations: Twenty-eight-day treatment

Male
Findings Grade 0 200 1000  (mg/kg/day)
$S ss SS
59 5 5
Trachea
No abnormalities detected 5/5°) - 5/5
Lung
Nosbormalities detected oo A e T 2 e
Hemorrhage + 1/5 — 0/5
Submandibular gland
No abnormalities detected 5/5 -— 5/5
Forestomach
No abnormalities detected 515 - 5/5
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 -— 55
Colon
No abnormalities detected 5/5 - 5/5
Rectum
No abnormalities detected 5/5 - 515
Pancreas
No abnormalities detected 5/5 -— 5/5
Liver
No abnormaities defected ... .. T
Micrograndloma xR T
Necrosis/Hepatocyte/Focal N o5 — ) 15
Heart
No abnormalifies detected . A e T ]
Myocarditis/Focal £ s P 15
Kidney
No abnormalities detected 5/5 —- 5/5
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

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 0 200 1000  (mgl/kg/day)
SS Ss 5S
5% 5 5

Ventral prostate

No abnormalities detected 5/5° - 5/5
Dorsolateral prostate

No abnormalities detected 5/5 - 55
Coagulating gland

No abnormalities detected 5/5 -— 5/5
Seminal vesicle

No abnormalities detected 515 - 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 55 -— 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

No abnormalities detected 5/5 -—- 5/5
Parathyroid .

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 5/5 -— 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.
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