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EH

B EMEL3—ER (T 1) AFN) RUEVOHFEREY ST S5, SDRICrj:CD(SD)Y]S5 v
M. XPHEOO ARSI, #HHER1208) | 10 (HF6PT) | 40 (H6PE) . 150 (H6PC) BKIr600 ‘
ng/kg/B (H120C) AE%. 8AMicH > TEARELOHRSE Uico, $/c. SRR 600ng/kght D it
BOCIZDWTIR . ERTRI4DHOBIEMMZR . ZORHFHICOVTORF L,

10, 405 TF150mg/kgB¥ Tid . —RLRBOBIR . FERCEHBOIE . JREEFFICMBEY . ML
{LEHRUTRBENFEREZBLUT, LI-EX (TI/AFN) RUVECOBUEBEEI S BELL
BE»ohiidh-1,

600mg/kgB¥Tid . FRE . AREHHET . LT, WHEHISOERVRER L. SO RBRERRORD
RUGEH MR HICEOTHHEANZD N, FI1208PHED1IE & O4RIZIET L,

RHZFHBREICEV TR . BOoXIC i HHMEEICEBEO KR PATTE % ¥ ) BERF LR OB K
BEHohic, o, BIFICEREARRFHROZILPIEARS oh . BIFEREWHM UL,

oI, FRFICHS HMPRIEERR LERREEL S IMBERERUANT M )y MEORD .
BRI ERILDO MR MRS /37 BOBD S | B SEBTREK R 1 40 B 0D 34 hn 51 23t i 1 22
HoNtz, E RN/ 0HNM. 7o bo  EVBEMOEREFBHAARY b o VRS S2F RO
MR M A EERY Y BOMMMBEIZ. M) Y54 FROMMIHIZ, NENOMRICL 5 EB O
RAHEREICERD Sz, UM L. IFR. B . BB BEARFENELEZD oL -,

COLHIBREPHRTRERYY TED o NELZ . OEHRRTRERDY TRE®ES O LEE
B ERL . BomEkrERshi,

k. IHhSDEMALSMNC S . RENHRTRBERYYRUDENRE T BRI T, HEtE
ISR EELEASRBD Shicdt, O TFhbARKEFEEMR - PHICEET S RIBD S0 T, 4§ ICHE
EITREEMATRBVNEEZEZ ST,

ULDERNS 13— EX (T I/ AFI)) R/ OOE LI TELNREREHE]IT ., BHE
KT HETH T, T WERERIZ . 150 mg/kgk B XN i,



KRB

1,3—ER (T 3I/)AFI) RyE (CAS No. 1477-55-0) (3. 2 FB136. 220 B EHBR T, I8
Wio7 3 vELTORBIRE . ZEERRBEZIEPHIEESLTRATRORY T I FEERL., =
R o BIBEAH . XBEPR Y VLY COFK . ABSREEIKERINTL 3, FVHIBREYH
ELTHREROBRZEZZTITHED M ZOFRHFHRHHIIOOTRIBEALASN TR,
CORERRIZ. BEYOBMEAFYERAHSREED - BL LTEHE LB OTHY. 1,3—-EX
(TI)AFN) RUEVE25y MIBARREZORE L. O£ KOBERVERBOZLEMEL .
FYEOHFHIZOVTHRI LR,

R B LU
1. #BwWHE (Erl. 2) RUNBYHE

1,3—EX (7T I/7AFN) RUEVEF,

roRLENIbD (oy M ES HERESY. 896) AW, FYUERMEDOFMIZ . HF 1T

TRUlcEBVTHS, |ERTH. KEFELUTHBICH WKL, 3—EX (7 3/
AFN) RUvE ML, BEPHPRETH LI LemALI (BF2) o

MEWHEIZ. 1, 3—ERA(TI/AFNV) RUVEVERERBICAN T . 0OBEE LTHER LK
RAFEBUK GERREHRASHH ., oy FEFI80813) ZRAW,

2. 4#tRBY

4B DSDF(Crj:CD(SD)ISPFS v b2 HAEF ¥ —/V R « YN—HALH (MENEBERTTTHRTSE
#) ro#EA (HEHERS2E) U, 12-130 MEBRBEICEL 8. TOMICKREZIT . REVIRRT—
RBERURIE O RIF S EHE S 4200 % | 588 THEBRICH Lo, REMBROFIgKE (KEFEH) 3. it
179(173-188) g, ##151(139-162) g TH » 7,

3. MERH (AHI-5)

BYOEEE . B, R IUHENMME b EE22E3°C, RESSE10% GERE - BEORERS
FOBEHYD (B/KEEEL L (-7 by a2 T7—AR) | RUI120EHE (FHi6MELT . i
EEEIEAT) IKRELICNY T — VAT LWYET. AT VARESW/r— 2 (276Vx 426D x 2000 (mm) )
WWIEFOIBE L TIT -7, B (AFBELEGASHN ., BRFHRSKMRX by 7, 0y M &S
93.09.51, BHRYMHD SR : B LK(1 uoh— Yy P74 V5 —RBRENBRE LR
IKEK BROWEOITER : BHDR .. ThTREBRUCBHKKEBICL ) BRFER XS, B
OEEEBHINE . 5 v I REy — IVNDOEBAVEMN EB/ S FHERITEDIT- 72,

BHE. PYOHREFNHREZE LT, MBRREOFEHEEICHEBLRIZULCEBEONIBEEROE/LIZED
¥ ARAG TR A



4. HBRBOHBRRUBEEORE (KESE)

BERIZ. UERREERSICIIFABRRERBROKER (BHE) £V T, 28BMORERSICKD
oS HBERLRORBRNFRENI600ng/ke/ BARERAR ., BFHLROREIBH OB &Y
FHREIN/10ng/kg/ BEBERBEL. ChSDORABOMICIS0K U 40ng/kg/ HOFHBERT 12,

HMRBFOHERIZ . (DEEERESH (UT.WE#) . D1,3—EX (73 AFNV) X¥ 2 100g/kg
/B#5R (10ng/kegB¥) . (3)F) 40ng/kg/BIR58¥ (40mg/kgB¥) ()R 150mg/ke/ B 58% (150ng/kedf) .
(5)F 600 mg/kg/ B EH#E (600 mg/kel¥) 0)513¥é:bf:o

ZROBHYMHIT . T h T RRU600mg/keREiZ 1208, 10, 40K TF150mg/kgBi36IEE L. T
BB U600 mg/kgBEdD EREROIC T I SR TR I4AMOEERERZIT 5 LHOEEMIIY T, &
BHAOHWOF DT, RERKBOKREICE I BMERMEEERVTIT >,

5. HRYWHORREURE ik (AR 8

1,83—ER(TI/)AFN) RUEVR, RABRBKEBEE L., FE 1kg7ch DR 5 BB NS0l T,
PEDIREHRICIE D X S IR 10mg/kgBt : 0. 2w/v% . 40mg/kgB¥ : 0. 8w/v% . 150mg/kegB¥ : 3w/v% .
600mg/kgB¥ : 12w/v%) DEHE L TREL . HEEITE THILEL (4°C) TIRRELL, 53, Y
v REE UcEREERGT, 1818 (i) . ZBEFaW:bko’C'b'ﬁﬁﬁllB‘Jl:ﬁDﬂ‘é Lico BM&D
BREHRBIBRESEHTOMEFEICEIOTHEE U,

. BEHEPDL, 3—ER (TI/AFIV) RUvE/EBPREXET (4°C) THHELTHMI
RETHDHIEPERAINTLS (EHTD 0T, BEBROFEAPIMIBTEUNE L, 5EICHI > THY
Ufzo £/, IEHB ESEEHICHE UREBICOVCTRBEEZMIL, TEOREICAKMIN TSI L
ZHERELL (B 8) . {EBOMNTIE . ZEETILFHRRAKIHLITRELTERB LU,

6. HMIBERUKRE

BENMEIBRESNBOEEETNICRCEHEMEOI4BRE L. ROBBRUBREEEE L,
1) —RIREBEE

#H., EFERUAE - THLEEBE L,
2) HERUEEENE

FHEICOVTIR . BRENBPREEREENC .. DEMMPIE 1 BRE U, BERICOVLTE., #
A 1@, l‘El (2405H) OEFHEBEERZE U7z, #ER . BFLMXFE (X b5 —#%, PL3000) %M
WTET =720
3) R&E

#5258 FICH/RERTRIIBICETHLZRB LU TERBPHRZE ., B0, W, #i. &
vy L P EYVVEVREYBEY ) =Sy (BLLE, BBREE oAV R - 3RS
TIVTF A AT 4 v I A®) WAL,



4) NIBEFHKRE

BB OB . BIEHPIZ DOV TRFEREEPHIC . EFHPWIC OO TR SR U EIS R &
TEHIBY 5BBRERIFICIT - oo EFEHYORMICY /> TREITHDFH 5 Bk D BT LKD B %4
Ul il . =— 7 /VERBF T TR U TEARBIIRE DTV UTOHBERE U/, A, MUK
MAZ3HEL. TD—ABII3. 887 = VB S bY 7 LKIAR CHREM LA U ThiE%#E. Yo torE
VI RUTEHEALERS b0 KT S R F FMBEIC . —EBIZEDTA-2KAAEE L TZ DABDIHE DA ITHE

L7z o
HE (B5%) W E HERE S
®7cmEk¥ (RBC) BRETIRE AR T
@mtRE (Hb) AZRNIZ' 1 &l RN
ANESDE B
@~< b7 Yy ME (HY) 73V 2R ZTH H BB EREHH
@FGRmKER (MCV) e E 8 (E-4000 : ®aR
Oy rkiin & (MCH) HEE EHBFW)
®FHrmrkimeEFRE (MCIC) FHB/M
@A ER# (¥BC) BIEGIR A N
®/n % (Plat.) BRIEBRE AR J
@Mk RIMEKEL (Ret.) Brilliant cresyl blue
et U BEERD R
O [ 3k 53 May-Grinwald-Giemsa
ERIK (Baso. ) Befs, U 7c B EEIEAR D itk
IfEg®Ek (Eosin. )
ik (Neutro.)
iK% (Stab.)
4% (Seg.)
Y 2738k (Lymph. )
HEK (Mono. )
O7o rorEVER (P Quick—EB¥ ik ¥ %EE B 8l E
@iEHAES bo VK 5T U BEALE: ] #iE (KC-10A :
75 AF ¥R (APTT) KT AW TH)




5) MmEEAFOKRE
W L7 iBO—E S MiEES8L . ROFHBEWEL I,

HE (B&%) 2 Dyt 2
© #5237 (T.P.) Biuretik A
@ 7TNT I (Alb) BCG &
® A/GH (A/G) HEE
@ 1m¥E (Glu.) BeFE sk (GKY’ -G6PDH® -UVZHR)
® rYFVESAF (1.6.) Bk (LPL® -GPO® -POD®’ %)
® #wavA5Fo—) (T-Cho.) MBEF# (CES® -COD™ -PODFR)
@ wEYEy (T-Bil.) Jendrassikik EAZ B8 2
RFEZEE (BUN) Urease-UVik #iE (JCA-VX-
® 7uv7F=> (Crea.) Jaffs 1000847 v +
@ GOT (60T SSCC® 1 FA4Y¥—: HEX
@ GPT (6PD) SSCC k& BFW)
® 7v-GTP (7-GTP) SSCC i
@ ALP (ALP) GSCC® &
® ANy h (C) oCPC =
® my > P Be#% ik (PNP'™-X0D'Y’-PODFR)
® FhYUTL (Na) A F BBk \ BRE BT
@ AVvvL K A X v BEWE #%HE (NAKL-1:
® #EHR CD) 4 A BB J HHEEHT W)

1) Fhagxs—+¥, 2) FNVa—26 Y VEBEBKFEREKR. 3) URToFA Y =¥, 4) 7Y
oY) U EB(EEE. 5) NVAFUS—F, 6) ALRAFo—IVZRAFS—¥, 7)) aLAFo—/)
AFVE—¥, 8) AAVIFETEEILFSL. 9) FAVEKLLESL., 10) FYUXIVF VIR
A74Y53—¥,.11) ¥HFoAFv5—+F



6) WEFNKRE

(1) HKRRUKBSERNE

FECRUBIEHYIIRBEEPMS . HERDMIIFEOIREMMESH 5L 3 OE MK TR B ORI
BROTHBIMERL . BIRET o0, /o BFLILKFE (F 5 —#5 . AT200) ZAWT. B, Pl
RO . BV . HEUIIRE AR GENER) U, BREOKELZICHEAEL ENER) 2HH U,
(2) #mEnnsE

ROWHZFWMU . 10%P8Y) oBBdERLV< Y VBICTEEREF L
B, TR, IBREK. ~— 45—, BRBE(EBUMEESD) . R R, [&. &EIXZSL) . O
B & Rl B, 05, P, PRB. BB, RIS, WAL, BRRNG. NSEE. WSBL LMK WUSLAR. HESE. OREE.
FE.B. KBk . FHCGIERHE. BRI . EBWE. 5 - BH(WE. RBEE). VY /3
(BHERY »/38 . BAR Y »o380) . BB CTR=EM) . R GEEH) . FUR (3D RO WIRM R AL

HBFOREIZ. ROBBICSOODTHKRIZED NS 7 4 VHIRZER L. A MY 2F DY
(H-B) Heifi LT8R Uic, MAEROERIT . %A MBFRIFEHRFERBFETRR_TH
984— 1 NICEILLTHEM L,

it REMBMRT RERDY EEME T RERHY
pepic:: HEME - OB - RTARE - B - it - B - B - B
PR - R - BRE
H- B (%5 -
2 - HiE - 5

ke - EHB) - Bk

10, 40 5% TF150mg kgt BEME : BIW - B4 - B

600mg/keh¥ HEME - OB - FPARE - BEBEE - HekE . Bl - BB - B
NS - BIRE - Bl -
BB+
Zh -0 55 -
#k - BB - Rk




7. HELM

B o FES 5 IAEI DN T MR EOMOEEE (ERES %UT) 2ROFETHREL
oo THbHE, SBHLULDFES ., BERVHRIC OV TidBartlettDMRREZT . RN —RLBEE
— BB D BT ET > oo PR TROBE . BMKRE IR KLU R RiIKruskal-YallisD NEAL
BEZIT -1 TENODEREEZ - RHIE4 . Dunnettd 54 dScheffe (D K& SNRILBZES)
DHEICE O HEBICH T I EHOLBREST-7c, £, HRRVHFBEBFEMRRIZON TR x?
BREZRAWIC. —FH. 2HOBE. ERNFRICOVLTRFRELIT .. TR —RIIIBSI3St
udentDtRE% . —# TUHWIHAIIAspin-VelchOtREZ T - 72 £/, BXRBESRBRUERFRIZOWV
TidMann-WhitneyD URE%* . TR R VHFEBHABRZNFRRIZ OO TIIFisherOEFEEREEZA O,

8 3 S
1. —fy{kH8&(Tables 1,2, Appendices 1, 2)RUIET

BESMBIZBOTS IR H600mg/keFDE 1200 | FREELHED 10L& fEDBIC ., HREHET HiHED
3PC - HEDTIC, STERMDIE EEDORICED oI, Fho, WHEHN (1S, #3p8) | W8 (1
P, #5P5) | RREDOKE (H 2I8) BLEOFRASNI, XHIT, HDIE (No. 040:#5198) i
M4PC[Nos. 533 (¥hEF) < 542:15H . No.540:16H . No.535: 190 Jid . ERAERI I FIC & 2 OB
HHEOREFLRD DI THHEEDRBERELELTIRT LR,

EEMAICE VTR, 600ng/keB THREVMIOSBDONIHD ZIEDORED S b, 1 KIIEIHEIAMN
RICEHE L. 1 EREEHEERTHRCEOTORFELTO I EZROL T RKEYRED s iih -7,

ULD .. $BRWEBREORBEEZ SN BHRISMA T, 40ng/kgB DD ICIZENIL=T 2L SN,

2. 4{k®E(Figures 1,2, Tables 3,4, Appendices 3,4)

REIEIZHE DT, 600mg/keB¥OHEDKER . RE2B N SWMIFIOMEZR U, 4L, THER
WT L SRR EHENTHRHFNAEEZNZY o ERBII ONTHEBR EOERIKRT SMEICH -
720 600mg/kgBEDHEDARE H . MERBE . KHENEEZZIRDSA LI OO BEETH - T
HE U, OGENMMPBEIIRTHOKEICLEHDT, RENASNE L > BREO%FICE
WTIE . MRS IFITRROGERBER U,

EEPIICE T . RS HE PR nmElE R U7600og/ ke OO GEIOEMEMERL . {#ERT
BUBDOHEERIHEBRLUNTFEZRIRD SN (AT,

3. fEfHFE(Tables 5,6, Appendices 5,8)
BEHRIZEOT. 600 ng/keBDrEZiRE3RV4ED | 2 EOEERIBEE & h~Pin | o
LRIZ BT A ICIIARELBD SO,



EEMMIZ B0 Tid . 600mg/keBf o i & HXHRBOBME SR THLMIZRBDONED -7,

4. JRPrR.(Tables 7-10, Appendices 7-10)
BEMBRTHOREIZE T R /N7 OFBELHMI600ng/keBiDHEICED ST,
EHEMEETHOREICHE WV TIE . 600ng/kgBF D Kt & %ﬁﬂﬂﬁ&kh’\“tﬁﬁﬁz’ﬂtti’éﬂb SNRIEMh-

2o

5. MmM#ZHPR(Tables 11-14, Appendices 11-14, &%¥H9, 10)
BRENRRTHRBRIMICEO T, W TN EELLBRRREANT I ) y MEOES . oo E
VEEDOEERUERASES b0 RS2 F VO G I AIMKE SR 5 5 B iF Pk
DMLY BRI DO B 2600ng/kgBEORICED Shic. MHENERZEZZD oI dbDD,
600mg/kgB¥ D HEIZ I T HRE O M Fr RIEKICT B MERE O MMM RE 22D 5 h . BN O g
BMEKE RIS FIFPERBOMMICL Z D TH 7o I 150mg/kegh D KED R IR MM BRE 3 0 R
BICHARTHERICHMEEZ TR Lch' 600ng/keB¥ TRPFSHLBERZEID ST . ARKFHMMED/IEL
THolo

EEEE T XERDYO600ng/keBE TR . BREFHICAHFMITHERLERMCEBED I -1,

6. Im#BEALFHIFR(Tables 15-18, Appendices 15-18, &¥H9, 10)

REPHRTEERIVICEOT. WThHFELRR) BOWNRUBS /37 BOED2600ng
/KEBEDHEIZ . MY TV 254 FEOKMMP600ng/ kgD it oS nic, o, HEFEHEEZREAY
SN 1A, Y CROMMB™ EES 3 BORBRADBMIZ600mg/ ke D fIc bR DS, &
%+ 150mg/kgB¥DRED R AR EHRBII R & LR TR EMICH BRI MEE R Uicht, 600ng/kg T2
BHohd . BAMERICHBREFRRASHEI -,

BICIRB L - 77D E15BICYLEEFR U 7c600ng/kgBE D #ED 178 (No. 53313 . #85 » /37 201K
WIEEROTIR, KK, MERE. A< M7 Yy ME. MiEGOT. CPT. Mm¥s. REZHRILLERE
HHOMA2BEENTE <\ BKRBYE I DROOEHRTH - 1,

EEE & T R ERBYO600mg/kgBHZ B TiE . HRBEEXTHEERLLILV AT o—-)VEBOHME
CERBORBRLVHEIC, TIVT I VEBOBIMMICED SN, £, HOA/CHRIZEEIC LR Lz,
CHETITIVEROPPHME 0T ) VEDPPBVICLZ DT, ENFNOMIIHBE & HXT
REGEEBHOO I, 7,

MEFHRCMBECEHRBEOERT— 5 (EXMHE) 2. BHIRTINIR LT,



7. WEENFRR
1) #I#Pr B (Tables 19-22, Appendices 19-22)

BEPIMR T REBRIWIZHB T, 600mg/keB¥ OREREITIEE U THTE IO ENE S MIIEE L . Kl
BRAARPPHEET ZEKROBEBNRIEL T, 0. BBRBEIICHEL., 35T, Ho4mg
ICREIF DIERORED SN,

BEMRFICIETH 303 YIEER L7600ng/kgBEDRED I EHEDCTIZ . BOREMICELH & H
PLLIEAL@D onscidh . BRENEEICORBLPHREVBO SN .. BREBIENT 208 U THLE
LTz, £, BEBHBICKREREZRD 08D o1z, 51T, BIBDOIRAD 5 O3 FRBACE Tk
RUBMOERE L ENRBH SN,

EEMERTZBRYMO600ng/kgB¥ T3 | S DB O THEREORELRD Shich., s
DI TRBEBRDPNERTRELSEMATH - 7c, E/o, HOIFITIRITEMEITFREFTE LTI,
2) W ER(Tables 23-26, Appendices 23-30)

BEHRRTEZERWICEH T, 600mg/keBDifkEIc 368 U TRINERIMMBMETR L. oy
ERIMHOMSRUCHBENERICIE . SRBEURTRHFNFEEZNZD O NI, H . 600ng/kgBt D it
KRBT, REOERICHO FROBHEROFELEIRIMOBGEROAELHMMBRD Shi
R IhoRTOATHhENERS I FENERICEZEZIBDShAI S,

EE AR T RERIHWO600ng/kefF I B TR, EREOHRNRUHENERES b HRELHUXTH
HENFEZER@IDON 5T,

3) A#F PR R(Tables 27-30, Photos 1-16, Appendices 19-22)
(1) BREVHRTRERDHY

WRMERE LOBERNEZ SN HEAN. B, BIRRVEBHICEAD S,

a. B :600mg/kegBEDRECPCE it 4 PLPZ D LB T, BTH I BICHE D S ISR T B EOIEE
PRI N M TRICIIREREZAY ., EFIREBEIC3ERRT LEOBEREAILTTEIC X 3B
ER@ED S, REBEEICE ., BESICICTSAPBDSNIDA T, HEHOE/LIC LN TRE
THolo
b. EI® : 600ug/kgBHiC BT REFFICHRRFIKBO T, MO ZHa LA RS 10T, JBRAMED 20T
PO, Thoild. WThIBELEILLTH 7,

c. ‘B#f : 600ng/kgBHICH VT BFHEKEEMAMOEE MM DL D2 B SNz,

d. OB - PR - 5 - BEBE - BB - BB : BARRAEREEZEZSNBHRARRD S hicht, HRWHEIRE
DERN D rbh 3EAR@BDoNIN T,

(2) BEMRAPIECHY

600mg/kgBE TAH SN HEIIT & HEAEDIETHY (F1a3R LcHIRESD) KW Tid, 5HmKT
BRBHMTRDONIEMALIIMA T, . BREVEHEIC) SRR o5, 51T, BRBNT



(BT E PR B DR R D BIFE S B IR F IO BB R O E TSR D W T RO S AE W EE AL N R R & T
BoOEHIrBY SN, o, MTHICD - MK EDS . 1T+ ZHBHR L O ZRL-CE B O Fei |
FFRD I A IRZEHE WIS RLRMIE IR . BIY O BUE MBRZ Y - MBI EDBALE TR PO B 5N T,
(8) EEMERTREBERDY
REMRTRBERIY CHRYERSORENBHONICH ., BIERCBHMICOVLTRE LU,
a H:ZL{OMTHERBARADONT . HETRICE T 2RELERBROBREILEDANED SN,
Tl HEOSRBLTOSHFIZBOT S . RASKBARBICL YPHINDOH -7,
b. BI¥ - Bii: REERD SN - 10,

ERRUHER

L3—ER (7 I/ AFNV) RUEVORBEEOREICENT, B ohicETHERLRIZ . BHBRIC
HTEEETH- 2,

10, 405 T°150mg/kgBE Tid . BRMEREOHBELEI OSNIEMEIBDONED > 2,

600ng/kgBEICH U TIX . Fift . BRESET .\ LB BEEHLEOERI IS, BHEORIRY
HEHMMBOHEIC . F BB T HHHEANED SO . B 12D IR EMDATIIIET Lic,
RUFCHYIGEL T, BEOBEENRD oI,

ThRbLL, BOMNEMICIREBORBRRCEDRENZD S H ., ORI HABFNITIIEEDIERIC
OB TROSEICH I EEFE I T o RICHINE EBE O NS EBRF LROBERPLHLTE
KEB3bDTH-1,

FCRFESALS IIBOMICRRA L. Cho B ERERICMA THRICL 2 D RRBEREO REHBEY
HEOITHBBEDRBLRES, > TIC Uic, ETCHHDO BT TiFHMITMA TH BEMEIC LT
PUSARTBBOERIRBD SN . BEEVSELARTCERTH S I EVERI NI, 51T, FRHFIC
B39 - MR IR PR O EHLINTIZHBLTED SN,

600ng/kgD i TR SHIMBERBRUNT L2 ) v MEDKD . i ERD §F PERH IR O M 7% 48 5
v BRORY | TR SN BB O BINBER . T ERHITERY S N BRI R B RE I M Ba o
MO0 TR BEFICHEIEPHMEBEE LIREELI ONE, oK. HDTD o EY
REOERRUEHILES o VRS AF VEHENOEHKIC OV TS . MBEEERICH LT—EHFHND
RETROHOD., FRICBFIKREMEDSNLTOI EDS | Bk 5 Hill PREE & S o B
ARETELOLMEINS,

—RRBOBETHEIBRENSONT, ChEMNETIRBENFRRE LT AFEHY TRANENE
KL AEBOIRY ., FLRCTHYTRARAFERLZBRUVBOILERBD SN, 51K, BTCHY
WETZHEBHE O ZRCPEBREOROFAOBH SN .. HILELSRICHIZHEN D Mibhik,

600mg/kgB¥ QBB ERIIFMN U . MAAEMICEREOEICERFICE O THIRO ZIEPIERLED S

10
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Fig. 1 Body weight change in male rats
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Table 1 Incidence of clinical signs and death —— Summarized data in male rats

Treatment period Recovery period

apagy

~N

¥av ov

Dose (mg/kg) 0 10 40 150 600 0 600
No. of animals examined 12 6 6 6 11 (H*Qa2)® 6 .5
Mortality (%) 0 0 0 0 8.3 0 0

Clinical signs

Salivation 0 0 0 0 10 (0) (10 0 0
Decreased locomotor activity 0 0 0 0 2 (1) (3) 0 0
Physconia 0 0 0 0 1 (0) (1) 0 0
Piloerection 0 0 0 0 0 (1) (1) 0 0
Emaciation 0 0 0 0 0 (1) (1) 0 0
Chromodacryorrhea 0 0 0 0 0 (1) (1) 0 0
Hair loss region 0 0 0 0 2 (0) (2] 0 2
Uwbilical hernia 0 0 1 0 0 (0) (0) 0 0

a : Animal supposed to be killed after recovery period was found dead at the 19th day of treatment.

b : Total.




Table 2 Incidence of clinical signs and death — Summarized data in female rats

Treatment period Recovery period
Dose (mg/kg) 0 10 40 150 600 0 600
No. of animals examined 12 6 6 6 8 ((4)*u2)* 6 4
Mortality (%) 0 0 0 0 33.3 0 0

Clinical signs

Salivation 0 0 0 0 6 (2) (8] 0 0
Decreased locomotor activity 0 0 0 0 3 (4) (1) 0 0
Physconia 0 0 0 0 0 (3) (3) 0 0
Piloerection 0 0 0 0 2 (4) (6) 0 0
Emaciation 0 0 0 0 1 (4) (5) 0 0
Blotted fur on lower abdomen 0 0 0 0 0 (1) (1) 0 0
Chromodacryorrhea 0 0 0 0 0 (1) (1) 0 0

¥50-€6 ON Apmg

a : Two animals supposed to be killed after treatment period and two animals after recovery period were
found dead or killed in extremis during treatment period.
b : Total.
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Body weights — Group mean values in male

Table rats
(s
Dose Day of treatment
(mg/kg) 1 2 3 4 5 15 7 8
0 179 186 195 203 212 219 226 234
+ 5 + 5 = 6 = 7 = 6 = 6 = 7 = 8
12> 12> a2 (12> (12> 12 (12> (12)
10 179 185 195 202 210 217 224 234
+ 5 * 5 = 6 = 5 + 6 = 6 = 6 = 8
¢ 8 « 8 ¢ 8 ¢ 8 ¢ B « 8) « 8 C 6>
40 180 186 194 201 208 216 223 231
+ 5 += 4 + 5 = 5 = 5 = 6 = 5 = 5
C 6 « 8 ( 8 ¢ & ( 8 ¢« 8 « 8 ( 8
150 179 184 184 200 209 215 221 231
+ 4 + 5 + 5 t 6 = 6 = 7 =11 = g
( 6) « 8 ¢ 68 ( 6 « & ¢ 8) ¢ 8 « B
600 179 180 188 195% 202% 210% 217 223%
* 5 = 5 * 6 + 6 = 6 = 6 + 6 + 7
12) 12) (12> 12 (12> (12) (12 12>
Dose Day of treatment
(mg/kg) 9 10 11 12 13 14 15 16
0 244 252 259 268 274 283 280 296
+ 8 + 10 + 10 =11 =11 + 11 =12 £ 13
a2 a2 (12 12 12> a2 (12 a2
10 240 249 256 264 268 277 285 291
+ 7 + 7 + g =11 = 10 =12 =12 + 12
« 6 « 8 ¢ 8 C 6) ( 68 ¢« 8 « 6 ( 6)
40 238 246 253 261 268 276 284 289
+* 7 = 7 * 7 = 7 = 7 = 8 =+ 8 = 7
( 8) « 8 C 6) « 6 « 8 ¢ 8 ( 6) « 8
150 240 2483 258 265 271 280 288 294
+ 10 + 12 =11 += 13 + 12 =13 = 15 + 15
C 6 ¢ B ¢ B ¢ 6 ( 8 ( 6 ¢ 8 (¢ B8)
600 230%x 238%% 246% 25 1%% 258%x 26 4% 26 %X 276%%
+ 6 = 7 + 8 +£ 9 = g =10 =10 + 12
(12> a2 a2 a2 (12> (12> (a2 (12)

Each value
(n): No.

is expressed as meanr+SD.
of animals

* : Significantly different from control at S% level of probability
*% : Significantly different from control at 1% level of probability
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Dose

Day of treatment

(mg/kgd 17 18 19 20 21 22 23 24
0 303 Jio 316 323 330 336 341 348
+ 13 + 14 + 14 + 14 = 15 : + 16 = 16 =17
(12 (12 (2 12y - (12 145 (12) a
10 297 303 308 314 322 328 331 339
+ 13 = 13 + 14 + 15 * 17 = 18 + 16 = 16
C 8 )] ¢ 8) ¢ 8) ()] ') ¢ 8 ')
40 296 303 3083 313 321 326 330 338
+ 8 + 10 + 8 + 10 = 10 =12 =12 =13
¢ 6) ¢ 8 ¢ 6) ¢ 6 ) ¢ 8 ¢ 8 ¢ B)
150 302 309 315 321 330 336 341 348
+ 16 + 15 + 17 = 16 = 18 + 19 = 20 £ 21
¢ 8 ¢ 8 ¢ 6) ¢ 8 ¢ 8 ') ¢ 8 ¢ 8
600 280%% 282%x 289%% 295%% 29 9%k 303%% 307k 310%x%
+ 12 + 15 + 11 + 11 + 11 + 12 + 11 + 13
a (12 [45)) 49)) (an an an (1w
Dose Day of treatment ( Day of recovery )
» (mg/kg) 25 26 27 28 28 (0> 35¢D 42(14)
]
0 354 357 362 . 368 370 404 435
+ 18 + 17 + 17 + 19 = 20 + 24 = 23
a2 (12) a2 a2 o)) ) ¢ 8
10 344 349 351 356
+ 18 + 17 + 19 + 17
¢ 6 ') ') ¢ 8
40 344 348 352 357
o + 14 + 15 + 15 + 14
& ¢ 6) ¢ 8 ¢ 8 ¢ 8
[=9
- 150 353 358 362 369
=z + 22 -+ 21 + 24 + 24
o ¢ 8 « 8 ¢ 8) ¢ 6)
<P
S 600 314%x 31 7k 322%% 324%x% 330%x 371% 410
>~ + 13 + 15 + 14 = 16 + 14 = 20 + 27
(11 an 48D an )) ') ¢

Each value
(n): No.

is expressed as mean%xSD.
of animals

* : Significantly different from control at S% level of probability
% : Significantly different from control at 1% level of probability



Table 4 - 1 Body weights — Group mean values in female rats
Cg)
Dose Day of treatment
(mg/ kg 1 2 3 4 5 6 7 8
0 151 153 155 158 160 164 166 170
+* 7 + 8 + 8 + 9 = 7 = 9 =10 11
a2 (12 (12) (12> a2 (12 12> a2
10 151 153 158 160 161 164 168 170
* 7 + 9 = 7 = 9 =12 =12 =12 =12
¢ 6) « & (8 « 8 « 8 ¢ 8 « & (6
40 151 154 156 158 162 166 169 170
£ 6 = 9 + 10 = 9 = 9 =11 =11 =11
¢ 86) « 8 ( 8 8 8 « 8 C 6 ( 6
150 151 150 155 159 162 164 168 172
* 7 + 8 + 9 = 8 = g + 12 £ 11 10
« 6 ( 8) ¢ 6) ¢ 8  8) ¢ 8 « 8 « 8
;,.V 600 151 147 1489 151 154 157 160 163
' + 7 £ 6 + 9 =10 = 9 + 9 = 9 + 10
a2 az2) (12 (a2 (12> (12> (12> a2
Dose Day of treatment
(mg/kg) 9 10 11 12 13 14 15 16
0 172 175 179 181 184 187 190 193
£ 9 + 12 + 12 =12 + 10 + 12 *+ 13 +£ 13
a2 (12> a2 (12 (12 12 (12 (12)
10 174 176 180 182 186 188 193 197
@ *+ 16 + 15 + 16 = 16 =18 £ 19 + 17 =18
5 « 8 « 8 « 8 « 8 ¢ 8) ¢ 8 ¢ 6) C 6
-
= 40 175 177 181 183 188 191 194 185
e +12 + 12 +13 £ 13 + 14 + 15 £ 15 £ 16
b7 & o)) )] C & o)) )] ¢ 8 ()]
'
o
g 150 174 178 182 185 183 192 197 198
+* 10 =11 =11 + 13 =13 =13 = 14 + 14
« 8 « 8 (QN°D) ¢ 8 B « 8 ¢ 8 C 8
600 167 170 171 174 174 174 178 191
+ 10 =11 =11 += 14 =18 += 22 = 22 =12
(12 a2 (12) (12) a2 (12> 1w ( 9

Each value
(n): No.

of animals

is expressed as me:

SD.



Table 4 - 2

Body weights

— Group mean values

in female rats

g

Dose Day of treatment
(mg/kg) 17 18 19 20 21 22 23 24
0 1386 197 201 203 206 - 208 210 212
=11 £ 13 = 14 =13 = 14 = 14 = 14 = 15
12 (12) a2 a2 (12 12> 12) a2
10 198 202 205 2089 210 212 216 220
+ 18 £ 19 =19 = 20 =21 = 20 =19 = 20
« 8 ¢ 8 « 8 ¢ B6) « 8 & ¢ 8 « 8
40 200 203 205 208 210 213 215 218
* 15 = 16 =17 =18 =17 = 18 =17 =19
¢ 8 [GN-)) ¢ 8) « 8 C 6) ( B8 (¢ 8 (&
150 201 205 210 213 213 216 218 225
£ 15 + 16 + 16 = 17 = 15 =17 + 16 = 16
( 8) ¢ 8 ¢ 8 ¢ 8) ¢ 8) ¢ 6 « 6 ( 8)
600 192 184 184 204 2086 207 209 213
+ 14 + 14 + 20 =13 =12 =11 =11 =12
« D « D (D ¢ 8 (8 « 8 « 3 « 8)
Dose Day of treatment (¢ Day of recovery )
o (mg/kg) 25 26 27 28 28 (O 35¢7N 42(14)
1
0 214 217 219 222 223 234 245
+ 14 + 16 + 15 + 15 =13 =17 = 20
(12> (12> 12> a2 ¢« 8 ¢ B « 8
10 222 223 227 231
+ 20 + 20 + 21 = 20
¢ 6 ¢ 6 ¢ B) ¢ 8
40 219 222 225 226
+ 19 + 21 = 21 = 21
@ « 8 « 8 8 ¢ 8)
=
= 150 227 230 231 236
z * 19 + 18 + 18 = 18
: ¢ 8) ¢ 8 « & ¢ B)
@
- 600 214 216 217 219 216 226 236
& + 12 + 11 =12 + 12 = 4 = 8 + 8
« 8 « 8 « 8 (¢ 8) « 4 C 4 4

Each value
(n) : No.

is expressed as mean*SD.
of animals
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Table S Food consumption = Group mean values in male rats

( g/rat/day )

Dose No. of Week of treatment ( Week of recovery )
(mg/kg) cages 1 2 3 4 4C0) 5C1) 6(2)
0 12 30 33 34 34 33 33 33
+ 3 + 3 + 3 + 4 + 4 + 4 + 3
aL a (12 a2 ¢ 8 )) )
10 6 29 32 31 34
+ 2 + 4 + 3 + 2
| ¢ 6) C 6 ¢ 6) )
40 6 31 33 33 33
+ 4 + 4 + 2 + 2
¢ 6) C 6) ¢ 6) C 6)
150 6 29 32 35 36
+ 2 + 2 + 1 + 2
¢ 6) ¢ 6) ¢ 6) ¢ 6)
600 12 28 31 28 2 7xx 27x 33 33
+ 3 + 3 + 8 + 3 + 3 + 4 + 4
a2 45 a1 (11 ¢ 5 ¢ 5 ')

Each value is expressed as mean*SD.

(n): No. of animals

* : Significantly different from control at 5% level of probability
¥k : Significantly different from control at 1% level of probability
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Table B

Food consumption - Group mean values

in female rats

( g/rat/day >

Dose No. of Week of treatment ( Week of recovery )
(mg/kg) cages 1 2 3 4 4 (0) S5 6 (2
0 12 22 23 24 24 25 23 23
+ 3 = 3 = 2 += 4 + 4 += 2 + 3
(12) (12> (12 a2 8> ¢ 8 « 8
10 6 24 24 25 27
+ 2 + 2 + 2 + 1
¢ 6) C 8 6) « 8)
40 6 22 24 25 26
+ 2 + 4 + 2 + 3
¢ 8) ¢ 8 5) 6)
150 6 . 22 23 24 27
+ 2 = 3 + 2 * 2
¢ B8 « 8 6) 6>
600 12 17 21 23 25 23 23 24
+ 5 + 2 += 3 = 3 + 2 + 3 + 3
a2 (12> D 8) 4) « O « 4

Each value
(n): No.

is expressed as meanz®SD.

of animals
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Table 7

Urinary findings - Summarized data in male rats

< After treatment period >

Dose No. of Color Cloudy Protein
(mg/kg) animals € PY -+ 6.0 6.5 7.0 7.5 8.0 8.5 + FE b4t
0 12 1 11 12 1 7 3 9 1
10 6 1 5§ 8 2 2 2 4 1
40 | 6 6 6 3 3 4 1
150 6 6 6 5 2 4
600 11 11 11 1 2 6 2 1 8 2%
Dose No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(mg/kg) animals - == + — + 4+ 4 o+ — £ 4+ o+ o+ 0.1 1 =+ 4
0 12 12 1 10 12 12 12
10 6 6 B 5 1 6 B
40 6 6 6 5 1 6 6
150 6 6 6 6 6 6
600 11 1 4 7 11 11 11

Color : C(colorless), PY(pale yellow)
Cloudy : — (negligible), + (cloudy)
Protein : —(negligible)}, *(15~30mg/dl), + (30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/d1)

Glucose : —( negligible), ®£(0.1g/d1), +(0.25g/d1), ++(0.5¢/d1)

Ketone body :

Bilirubin :

—(negligible), = (5mg/dl), + (15mg/dl), ++(40mg/dl), +++(80mg/dl1)
Occult blood : —(negligible), =*(trace), + (slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl

—(negligible), +(-*3ght}, ++(moderate), +++{(marked)
%% ! Significantly different fr... control at 1% level of probability
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Table 8 Urinary findings - Summarized data in female rats

< After treatment period >

Dose  No. of Color - Cloudy pH Protein
(mg/kg) animals C PY -+ 6.0 6.5 7.0 7.5 8.0 8.5 -
0 12 3 9 12 1 3 & 1 2 7 5
10 6 8 8 2 3 1 4 2
40 6 8 6 1 2 2 1 3. 3
150 6 8 § 2 1 1 1 1 13 2
600 8 8 8 1 2 3 1 1 2 1 5
Dose  No. of Glucose Ketone body Occult blood Urobilinogen Bilirubin
(ng/kg) animals — *= + ++ e s 2 - x 4+ +# +++ 0.1 1 2 4 — 4+ o+ 4
0 12 12 7 5 12 12 12
10 6 8 5 1 5 1 6 8
40 6 6 3 3 5 1 6 6
150 6 8 4 2 4 2 6 6
600 8 8 4 4 8 8 8

Color : C{colorless), PY(pale yellow)
Cloudy : — (negligible), + (cloudy)

Protein : — (negligible), =+ (15~30mg/dl), + (30mg/dl), ++(100mg/dl), +++(300mg/d1l), ++++(1000mg/dl)

Glucose : —( negligible), +(0.1gsdl), +(0.25g/dl), ++(0.5g/dl) ,
Ketone body : —(negligible), *+ (5mg/dl), + (15mg/dl), ++(40mg/dl), +++(80mg/dl)
Occult blood : —(negligible), =*(trace), +(slight), ++(moderate), +++(marked)
Urobilinogen : Ehrlich unit/dl

Bilirubin : —(negligible), + (slight), ++(moderate), +++(marked)
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Table 9 Urinary findings - Summarized data in male rats

< After recovery period >

Dose No. of Color Cloudy _pH Protein
(mg/kg) animals C PY -+ 6.0 6.5 7.0 7.5 8.0 8.5 e = T S
0 8 ] i) 2 3 1 ]
600 5 5 5 1 4 1 3 ‘ 1
Dose No. of Glucose Ketone body Occult blood Urobilinogén Bilirubin
(mg/kg) animals — * + +# — £ + ++ +++  — * 4+ + +++ 0.1 1 2 4 - 4
0 ] 6 1 5 5 1 8 8
600 5 5 5 5 5 5

Color : C(colorless), PY(pale yellow)
Cloudy : — (negligible), + (cloudy)

Protein ! —(negligible), * (15~30mg/dl), + (30mg/dl), ++(100mg/dl), +++(300mg/dl), ++++(1000mg/dl)

Glucose : —( negligible), £(0.1g/dl), +(0.25g/d1), ++(0.5g/dl)

Ketone body : —(negligible), = (5mg/dl), + (15mg/dl), ++{(40mg/dl),+++(80ng/dl)
Occult blood : —(negligible), #*(trace), +(slight), ++(moderate), +++(marked)
robilinogen : Ehrlich unit/dl

Bilirubin : —(negligible), + (slight), ++(moderate), +++{marked)
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Table 10 Urinary findings - Summarized data in female rats

< After recovery period >

Dose No. of Color Cloudy pH Protein
(mg/kg) animals C PY -+ 6.0 6.5 7.0 7.5 8.0 8.5 — 4+
0 6 8 8 3 2 1 6
600 1 4 4 2 2 1 3 |
Dose No. of Glucose Ketone body Qccult blood Urobilinogen Bilirubin
(mg/kg) animals — =+ + + — £ 4+ H ++ - = 4+ + ++ 0.1 1 2 4 — 4+
0 ] 6 6 5 1 B 6
600 4 4 4 4 4 4

Color : C{colorless), PY(pale yellow)
Cloudy : — (negligible), + (cloudy)

Protein : —(negligible), *(15~30mg/dl), + (30mg/dl), ++(100mg/d1), +++(300mg/d1), ++++(1000mg/dl)
Glucose : —( negligible), *(0.1g/dl), +(0.25g¢/d1), ++(0.5g/dl)

Ketone body : —(negligible), =* (5mgsdl), + (15mg/dl), ++(40mg/dl), +++(80mg/d1)

Occult blood : —(negligible), *(trace), +(slight), ++(moderate), +++(marked)

Urobilinogen : Ehrlich unit/dl

Bilirubin : ~—(negligible), + (slight), ++(moderate), +++(marked)
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Table 11 Hematological findings — Group mean values in male rats

< After treatment period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (104 el) (gs7d ) (%) Gt (pg) . %) %) (sec) (sec)
0 6 767 15.1 43. 1 56 19. 6 35.0 39 13. 4 18. 4
+ 38 + 0.7 + 1.5 += 1 += 0.3 * 0.7 = 8 += 0.2 + 1.2
10 6 765 15.2 43. 7 58 18.8 34. 8 40 13.7 18..7
+ 39 + 0.7 = 1.6 = 2 = 0.7 += 0.6 = 4 = 0.2 + 0.9
40 6 764 15. 2 42. 9 56 19. 9 35.4 33 13. 6 17.8
+ 31 + 0.5 += 1.3 += 1 = 0.4 + 0.8 + 4 = 0.3 = 1.0
150 6 748 14. 6 41. 8 56 19. 6 35.0 S3xx 13.3 18. 6
+ 50 + 0.5 + 1.5 = 2 += 0.8 + 0.3 + 10 = 0.3 + 1.4
600 6 712 14. 1% 40. 1% 57 19. 8 35.1 42 14. Oxx 16. 8%
+ 36 + 0.7 = 1.9 += 1 = 0.5 += 0.7 + 5 *+ 0.3 + 0.8
Dose No. of WBC Differential leukocyte counts (%) Plat.
animals Neutro.
(mg/kg) : (10%/ 1) Baso. "Eosin. Stab. Seg. Lymph. Mono. Other 04/ u1)
0 6 66 0 0] 0 12 87 1 0 147
+ 9 + 0 + 0 + 0 + 3 x4 + 1 = 0 + 9
10 6 74 0 0 0 12 87 2 0 149
+ 17 + 0 + 0 + 0 = 4 + 4 = 1 = 0 += 21
40 6 67 0 1 0 13 86 1 0] 134
+ 20 = 0 + 1 + 0 + 3 = 2 + 1 = 0 + 12
150 6 58 0 1 0 14 85 1 0 144
+ 23 += 0 += 1 + 0 = 4 = 5 = 1 + 0 += 13
600 6 61 0 0] 0 25% 7 3% 1 0] 160
+ 24 = 0 = 0 = 0 + g += 8 = 1 = 0 = 18

Each value is expressed as mean+SD.
% : Significantly different from control at 5% level of probability
%% : Significantly different fr control at 1% level of probabii vy
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Table 12 Hematologica !indings — Group mean values in male rats

< After treatment period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals  (10*/z1) (g/d D) ¢9) D (pg) %) %e) (sec) (sec)
0] 6 738 14. 8 41. 4 56 ’ 20.0 35.6 25 13.1 16. 7
+ 34 + 0.6 = 1.2 = 2 = 0.6 = 0.5 poad 8 = 0.4 = 1.1
10 6 751 14. 8 41. 4 55 19. 8 35. 8 30 12.8 15.8
+= 16 + 0.6 + 0.8 = 0 = 0.6 = 0.8 + 8 = 0.3 = 0.8
40 6 756 15. 2 42. 1 56 20.1 36.0 25 13.2 15. 8
= 40 = 0.5 += 1.1 = 2 = 0.4 = 0.4 = 3 + 0.2 += 1.1
150 6 728 14. 5 40. 6 56 19. 8 35. 6 25 13.5 16.0
+ 33 += 0.7 + 1.4 = 1 = 0.3 * 0.5 = 8 += 0.3 = 0.9
600 4 723 14. 2 39.6 55 19. 6 35.8 27 13.2 17.1
+ 19 + 0.4 + 1.3 += 2 = 0.6 = 0.3 *= 6 += 1.1 = 1.2
Dose No. of WBC Differential leukocyte counts (%) Plat.
animals Neutro.
(mg/kg) (10*/#1)  Baso. Eosin. Stab. Seg. Lymph. Mono. Other 104/ & 1)
0 6 45 0 1 0 11 87 1 0 144
+ 15 += 0 += 1 + 0 += 5 = 5 = 1 = 0 += 20
10 6 41 0 1 0 8 90 1 Q 145
+= 12 + 0 += 1 = 0 = 4 = 5 = 1 += 0 += 10
40 6 48 0 1 0 8 g1 1 0 136
+ 15 += 0 = 1 = 0 + 4 = 4 = 1 = 0 =+ g
150 6 40 0 1 0 11 87 1 0 137
+ 10 = 0 = 1 = 0 += 5 += 5 + 2 = 0 = 14
600 4 69 0 1 0 30 68 2 Q 163
+ 33 += 0 += 1 = 0 + 18 =17 = 1 = 0 = 19

Each value is expressed as mean®SD.
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Table 13 Hematological findings — Group mean values in male rats

< After recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kgd animals (041  (g/dD) %) [€3)) (pgd (%) (%) (sec) (sec)
0 6 807 15.4 43. 6 54 - 18,1 35.3 32 12. 5 18. 1
+ 26 + 0.7 * 1.1 + 1 = 0.5 = 0.7 + 8 - £ 0.2 £ 1.8
600 5 777 14. 6 42. 3 54 18.8 34. 6 38 12.7 18. 3
: * 20 + 0.5 += 1.3 = 2 + 0.8 = 0.3 = 8 = 0.5 + 1.5
Dose No. of WBC Differential leukocyte counts (%) Plat.
animals Neutro.
(mg/kg) 103/ x1) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 104/ 1)
0 6 77 0 1 8] 9 88 1 0 142
+ 20 £ 0 + 1 + 0 + 3 t 4 = 1 = 0 + 11
600 5 70 0 0 0 10 89 1 0 154
* 16 = 0 = 0 + 0 £ 5 = 5 = 1 = 0 +* 22

Each value is expressed as mean*SD.
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Table 14 Hematological findings - Group mean values in female rats

< After recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10*/«1) (g/dD) ¢9) (D (pg) (%) %) (sec) (sec)
0 6 784 . 15.3 42. 4 54 19. 5 36.0 30 13.1 16. 9
+ 19 = 0.5 £ 1.0 *= 1 ’ # 0.4 = 0.3 us 5 = 0.4 = 0.9
600 4 801 15. 7 43. 8 55 19.7 35.9 27 13.3 16.0
+ 656 += 0.8 + 2.4 + 1 += 0.5 = 0.3 + 5 += 0.4 -~ 0.6
Dose No. of WBC Differential leukocyte counts (%) Plat.
animals Neutro.
(mg/kg) (10%/ & 1) Baso. Eosin. Stab. Seg. Lymph. Mono.  Other 104/ 1)
0 6 52 0 1 0 7 92 o . 0 137
+ 7 = O = 1 + 0 + 2 + 2 = 1 = 0 + 12
600 4 54 0 1 0 S a0 1 0 140
+ 19 + 0 + 1 + 0 += 4 + 3 += 2 = 0 = 40

EFach value is expressed as mean*SD.
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Table 15 v Biochemical findings — Group mean values in male rats

< After treatment period >

Dose No. of GOT GPT ALP r—-GTP T. P. Alb. A/G T-Cho. T. G.
(mg/kg> animals (IU/D) (IU/D (Iu/) (Iu/ D) (g/d1) (g/dl) (mgr/d1l) (mg/d1)

] 5 62 23 339 0.14 6. 06 2. 95 0. 85 82 380

+ 13 + 6 + 75 + 0. 14 =0.10 +0.10 = 0.07 + 24 + 30

10 6 65 33 372 0. 35 6.11 2.91 0. 91 75 67

: + 6 * 8 += 656 =0.18 + 0.18 =0.17 = 0.11 + 8 = 24

40 6 62 32 412 0. 45 5. 98 2. 98 1. 00 68 103

+ 6 += 4 + 65 + 0.52 +0.12 = 0.17 += 0.10 = 10 + 59

150 6 57 28 402 0.51 6. 00 3. 00 1. 00 82 38

+ 5 + 3 + 94 + 0.65 + 0.24 += 0. 20 + 0. 07 + 16 + 41

600 6 67 29 237 0.42 5. T4xx 2. 90 1. 03 79 64

+ 13 + 8 + 83 + 0. 53 + 0.16 + 0.14 +0.12 + 14 + 19

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/dl) (mg/d1) (mg/dl) (mg/d1l) (mg/d1) (mg/d 1) (mEq/1) (mEq/ 1) (mEq/1)

o 6 143 0. 35 14. 0 0. 53 10. 3 7.6 140 4.54 102

+ 6 + 0.02 + 2.0 + 0. 05 + 0.4 + 0.5 + 1 + 0.22 + 1

10 6 137 0. 34 14. 6 0. 55 10. 3 7.7 141 4.48 103

+ 20 + 0. 06 + 1.4 + 0. 04 += 0.5 + 0.7 = 1 +0.12 + 1

40 6 146 0. 35 14. 2 0.53 10. 2 7.5 140 4. 40 102

+ 16 + 0. 06 + 1.3 + 0. 06 + 0.3 +0.5 += 1 + 0. 24 + 2

150 6 149 0. 36 17. 3x%x 0. 56 10. 2 7.9 141 4. 31 . 102

+* 13 + 0.04 + 1.4 + 0. 06 +* 0.3 = 0.5 + 1 = 0.14 + 1

600 6 132 0. 35 13. 9 0. 54 10. 4 8. ox 140 4. 25 103

+ 21 + 0. 05 = 1.1 + 0. 06 = 0.4 = 0.5 = 1 += 0. 16 + 1

Fach value is expressed as meanxSD.
% : Significantly different from control at 5% level of probability
¥ : Significantly different f m control at 1% level of probabi ty
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Table 16 Biochemical findings — Group mean values in fef-ale rats
< After treatment period >
Dose No. of GOT GPT ALP 7=GTP T.P. Alb. A/G T-Cho. T. G.
(mg/kg) animals CIu/1) CIu/1> CIusD) (Iu/7 (g/dD> (g/d1> (mg/d1l) (mg/d1)
0 6 63 30 223 0. 35 6. 27 3. 34 1. 14 86 30
* 3 s 4 = 48 + 0. 27 + 0. 25 +=0.16 = 0. 05 += 20 + 14
10 6 61 26 272 0. 31 6. 44 3. 49 1.19 87 45
+ 7 += S + 74 = 0.29 + 0.23 = 0. 28 = 0.15 = 6 =17
40 6 61 28 233 0.43 6. 26 3.28 1.11 83 40
+ 7 + ] += 78 + 0. 34 + 0. 26 + 0. 21 = 0.08 * 7 = 21
150 6 66 28 216 0. 55 6. 25 3. 35 1. 16 71 36
+ 2 + 7 = 46 += 0.16 + 0. 36 = 0. 26 = 0.13 et 8 += 7
600 4 67 34 231 0. 31 5.73 2.90 1. 03 70 T Tk
+ 4 + 8 + 36 = 0. 23 = 0.14 +=0.17 = 0.09 += 15 + 20
Dose No. of Glu. T-Bil. BUN Crea. Ca p Na K Cl
(mg/kg) animals (mg/d1) (mgrd1) (mg/d1) (mg/d1) (mg/d1> (mgrsdl> (mEq/1) (mEq/ 1) (mEq/ DD
0 & 126 0. 30 189. 8 0. 58 10. 2 7.2 140 4. 31 104
+ 9 + 0. 04 + 3.2 + 0. 089 + 0.3 = 0.6 + 1 + 0. 14 + 1
10 6 134 0. 30 16. 9 0. 54 10. 2 6.5 140 4. 34 104
+ 10 + 0.01 + 1.8 = 0.04 = 0.3 = 0.7 + 1 = 0.21 = 1
40 6 128 0. 27 18. 4 0.57 10.1 6.7 140 4. 36 104
‘ + 21 +0.03 * 3.3 = 0.05 + 0.3 + 0.8 = 0 +0.25 =*= 1
150 6 118 0.27 19. 6 0.58 10.1 6.4 140 4. 27 104
+ 14 + 0. 03 = 2.1 + 0.03 = 0.2 = 0.8 += 1 + 0.10 = 1
600 4 103 0. 25 16. 2 0.52 10.1 7.8 139 4. 32 104
+ 10 + 0.01 + 1.8 + 0. 05 = 0.1 += 0.5 + 1 + 0.15 + 2
Each value is expressed as mean+SD.
#% : Significantly different from control at 1% level of probability



._IZ-

¥G0-¢6 'ON Apnmig

Table 17 Biochemical findings — Group mean values in male rats
< After.recovery period >

Dose No. of GOT GPT ALP r-GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg) animals (IU/1)  CIU/D) (Ius GLI7ED) (g/dl) (grdl) (mg/dl) (mg/dl)

(] 6 61 35 311 0. 46 6. 36 3. 02 0. 91 80 83

+ 5 + 3 + 63 +0.34 + 0.19 + 0.13 + 0.03 + 4 + 18

600 5 60 32 349 0.18 6. 30 3.10 0. 97% -9 8%k 75

+ 7 + 4 + 38 +0.11 + 0. 05 + 0.07 + 0. 04 + 7 £ 22

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/d1) (mg/d1) (mg/d1) (mg/d1) (mg/d1l) (mg/d1l) (mEq/1) (mEq/1) (mEq/1)

0 6 166 0. 40 18. 3 0. 59 10. 0 7.4 141 4. 56 103

+ 14 *+ 0. 05 + 1.8 + 0.07 + 0.2 +0.5 + 1 + 0. 31 + 1
600 5 157 0. 41 18.3 0. 60 10.0 7.8 140 4.7£ 10 1xx

+ 13 + 0.03 + 1.8 + 0.03 + 0.3 + 0.4 =+ 1 + 0. 25 + 1

Each value
* : Significantly different from control
Significantly different from control

KK

is expressed as mean=*SD.

at 5%
at 1%

level of probability
level of probability
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Table 18 Biochemical findings — Group mean values in female rats

< After recovery period >

Dose No. of GOT GPT ALP 7 -GTP T. P. Alb. A/G T-Cho. T. G.
(mg/kgd animals (IU/1) CIU/7D QRIVED] CIu/7D (g/d 1) (g/dL) (mg/d 1) (mg/d1)

0 6 59 28 192 0. 44 6. 66 3. 46 1.08 84 54

= 7 + 6 + 29 + 0. 37 + 0.29 + 0. 07 + 0. 06 *= 9 + 22

600 4 56 27 181 0. 44 6. 32 3. 30x% 1.10 77 65

+ 4 + 2 + 17 + 0. 30 + 0. 08 + 0.13 + 0.08 *= 12 + 19

Dose No. of Glu. T-Bil. BUN Crea. Ca P Na K Cl
(mg/kg) animals (mg/d}l> (mg/d1) (mg/d1l) {mg/d1) (mg/d1) (mgr/4d1) (mEq/1) (mEq/ 1) (mEq/1)

0 6 127 0. 39 20.0 0.61 10. 2 6.2 140 4.57 103

+ 11 + 0. 05 + 1.6 + 0. 04 + 0.3 + 0.6 + 1 + 0.20 * 1

600 4 128 0. 40 20. 9 0.61 10.0 5.9 139 4. 78 104

+ 11 + 0. 05 + 1.3 + 0.04 + 0.3 + 0.6 + 1 + 0.07 + 1

Each value is expressed as mean*SD.
% ; Significantly different from control at 5% level of probability
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Table 19 Incidence of necropsy findings —— Summarized data in male rats

< After treatment period >

Dose (mg/kg) 0 10 40 150 600
Organ : Findings No. of animals 6 6 6 6 6 (1)
Lung : Edematous 0 0 0 0 0 (D
Stomach : Dilatation with gas 0 0 0 0 0 D
Thickened wall in non-glandular portion 0 0 0 0 6**(0
Ulcers in non-glandular portion 0 0 0 0 6**(1)
Ulcers in glandular portion 0 0 0 0 0 (D
Intestine: Dilatation with gas 0 0 0 0 0 (D
Cecal dilatation with contents 0 0 0 0 6*+(0)

a) : Animal supposed to be killed after recovery period vas found dead at the 19 day of treatment

*¥% : Significantly different from control at 1¥ level of probability
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Table 20 Incidence of necropsy findings — Summarized data in female rats
< After treatment period >

Dose (mg/kg) 0 10 40 150 600
Organ : Findings No. of animals 6 6 6 6 4 (v
Stomach : Dilatation with gas 0 0 0 0 | 0 (D
Thickened wall in non-glandular portion 0 0 0 0 4**(4)
Ulcers in non-glandular portion 0 0 0 0 4**(3)
Red in color of glandular mucosa 0 0 0 0 0 (4)
Ulcers in glandular portion 0 0 0 0 0 (D
Intestine: Dilatation with gas 0 0 0 0 0 (4
Cecal dilatation with contents 0 0 0 0 4**(0)
Red spot in cecal mucosa A 0 00 0 0 (@
Adrenal : Hypertrophy 0 0 0 0 2 (2)
Red in color (unilateral) 0 0 0 0 0 D
Thymus : Atrophy 0 0 0 0 0 D
Spleen  : Atrophy 0 0 0 0 0 4

a) : Two animals supposed to be killed after treatment period and two animals after recovery
period were found dead or killed in extremis during treatment period.
%% : Significantly different from control at 1% level of probability
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Table 21 Incidence of necropsy findings —— Summarized data in male rats
< After recovery period >

Dose (mg/kg) 0 600
Organ : Findings No. of animals 6 5
Stomach : Thickened wall in non-glandular portion 0 4*

% : Significantly different from control at 5% level of probability
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- Table 22 Incidence of necropsy findings —— Summarized data in female rats

< After recovery period >

Dose (mg/kg) 0 600

Organ : Findings No. of animals 6 4
Stomach : Thickened wall in non-glandular portion 0 3
Adhesion with liver 0 1

¥ : Significantly different from control at 5% level of probability



_LZ_

¥G0-€6 "ON Apnig

Table 23 Absolute and relative organ weights — Summarized data in male rats

< After treatment period >

Dose No. of B. W Brain Liver Kidney Adrenal Testis
(mg/kg) animals (g) (g (g (g) (mg> (gd
Absolute 0 (S) 335 1.88 10. 00 2.53 60. 7 2.98
= 17 + 0. 08 = C. 54 *+ 0. 286 + 10. 86 += 0.2}
10 6 328 i.85 8. 54 2.51 52.2 - 2.98
+ 14 + 0. 06 + 0. 86 += 0.1 + 8.8 = 0.1
40 . b 326 1.82 8. G2 2. 54 5G8. 1 2.81
*+= 13 + 0. 07 + 0. 86 + 0.11 = 16. 0 + 0. 44
150 6 335 1. 91 10. 03 2. 48 62.0 3. 06
+ 22 + 0.08 + 0.47 = 0.08 += 6.2 += 0. 23
600 6 285k 1. 93 8. 3%%x 2. 30 67. 6 2. 91
= 15 + 0. 07 + 0. 44 = 0. 24 + S.6 = 0. 20
Relative® 0 6 335 GC. 58 2. 85 .76 18. 1S G. 8S
+ 17 += 0.03 + G. 0S + (0. 06 + 3.52 + 0. 08
10 S} 328 0. 60 2.81 0.77 15. 86 0. 81
+= 14 + 0.03 + 0.18 + 0. 02 + 2. 40 + 0.03
40 6 326 0. 58S 3. 05 0.78 18. 23 0. 86
+= 13 + 0. 03 + 0. 20 + 0. 04 + 3. 44 + 0.1
150 6 335 0.57 3. 00 0. 75 i8.53 0. 91
+= 22 + (0. 04 + 0. 15 + 0. 06 + 2. 01 + 0. 05
600 6 28 5%:x 0. 68%x 2.862 0. 80 23. 85 1.02
+= 15 + 0. 03 + 0.1 = 0. 04 + 4.1 + 0. 08

rach value is expressed as meanZSD.

@ : Relative organ weight per 100g body weight
% : Significantly different from control at 5% level of probability
#®% : Significantly differen from control at 1% level of pr ability
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Table 24

corgan weights

Absolute and relative — Summarized data in female rats
< After ti.atment period >
Dose of B. W. Brain Liver Kidney Adrenal Ovary
(mg/kg) animals " (g) (g) (g (g) (mg> (mg)
Absoliute 0 & 204 1.83 5.88 i.63 61.3 81.5
= 14 + G. 05 + 0.58 = 0.1 = 7.0 += 12. 5
10 6 2089 1.83 6.0 1. 867 62. 6 77. 8
‘ = 18 = 0. 0% += 0. 6C = 0.1 = 6.5 + 14.7
40 9) 207 1.81 5.7 1. 68 68. S 87.8
+= 20 + 0.0Z + 0.78S + 0. 26 = 6.4 = 12.1
150 6 212 1.82 . 6.CC 1.63 7C. 2 83. 6
+ 16 + 0. 06 + 0. 57 + 0.06 £ 12,1 = 11.0
600 4 198 1. 76 6. 08 1.72 81. 0% 88. 7
+= 17 + 0.05 + C. 1 += 0. 26 = 15.0 + 21.5
Relative®@ 0] 6 204 0. S0 2.838 0. 80 30.13 40.0
+= 1 + 0. 06 + 0.13 + 0. 08 + 3. 39 + 5.3
10 (9] 2085 0. 88 2.81 0. 80 30. 05 37. 1
= 1 = 0.07 + 0.18 += C. 04 + 2.85 = 5.1
40 (5) 207 0. 88 2. 80 0.81 33. 40 42. 4
+= 20 + 0.08 + 0.13 + 0.05 + 3.65 = 3.3
150 6 212 0. 86 2.82 0.77 33.16 20.3
+ 16 + 0. 04 = 0.0% = 0. G5 + 5.68 = 4.1
600 4 188 0. 88 3. 05 0. 87 41. 02%mx 45. 2
+ 17 + 0. 0S + 0.20 +0.11 = 7.62 +12.8
Each value is expressed as mean*SD.
© : Relative organ weight per 100g body weight
¥ : Significantly different from control at 5% level probability
at H 1 of probability

% : Significantly different from control
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Table 25 Absolute and relative organ weights — Summarized data in male rats

< After recovery period >

Dose No. of B. W Brain Liver Kidney Adrenal Testis
(mg/kg) animals (g) (g) (g (g (mg> (g>
Absolute 0] 8 400 2. 01 11.63 2.7S 56. 8 3.15
+ 22 + 0.10 + C. 88 = 0. 25 += 8.8 + 0.12
600 S 377 . 1.84 11. 31 2.61 60. 6 3. 28
+ 27 + 0. 086 + 0. 81 + 0.28 = 11.8 + 0. 26
Relative®@ 8] 6 400 0.5 2.91 0.70 14. 27 0.7S
+ 22 + 0.03 £ 0.11 + 0. 06 + 2.72 4 0. 06
600 5 377 0.52 3. 00 0. 69 16. 0S8 C. 88
* 27 = 0.03 + 0.11 = 0. 04 + 2.50 + 0.08

Each value is expressed as mean=*SD.
@ : Relative organ weight per 100g body weight
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Table 26 Absolute and relative organ weights — Summarized data in female rats
< After recovery period >
Dose No. of B. V. Brain Liver Kidney Adrenal Ovary
(mg/kg) animals (g) (g) (g’ (g) (mg) (mg>
Absolute 0 6 226 1.85 6.13 i.65 66. 7 82.2
+ 15 += 0.04 + 0.51 * 0.17 + 10. 9 + 15.3
600 4 215 i.82 5.82 i. 60 64. 3 6S. 8
+ 8 + 0.083 + 0.5 + 6. 07 + 6.8 * 8.1
Relative@ 0] 9] 226 C. 82 2.71 C.73 25. 54 36. 4
* 15 + 0.05 = 0.07 = 0. 04 + 4.83 = 7.1
600 4 215 0. 85 2.75 0. 75 23. 93 32.6
=+ 8 + 0.02 + 0.20 + 0.02 + 3. 08 + 4.4
Each value is expressed as mean=®SD.

C]

Reiative organ weight per 100g body

(ad

weigh



Table 27 Incidence of histological findings — Summarized data in male rats
< After treatment period >
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Dose (mg/kg) 0 10 40 150 600
Organ : Findings No. of animals 6 6 6 6 6 (1)
Heart : Myocardial fibrosis 2 — — — 1 0
Liver : Congestion 0 — - —_ 0 (D
Stomach : Ulceration in non-glandular portion 0 0 0 0 6**(0)
Hucosal necrosis in non-glandular portion 0 0 0 0 0
Acathosis wiht hyperkeratosis in 0 0 0 0 6**(0)
non-glandular portion
Submucosal inflammation in non-glandular portion 0 0 0 0 6**(0)
Erosion/ulceration in glandular portion 0 0 0 0 1 (D
Submucosal inflammation in glandular portion 0 0 0 0 0 (D
Kidney : Congestion 0 — — — 0 (1
Focal tubular basophilic change 2 — —_ — 3
Focal tubular dilatation with hyaline casts 2 — — — 0 (0
Eosinophilic bodies in proximal tubule 1 — — — 0 (0O
Adrenal : Congestion 0 0 0 0 0 (D
Cortical cell vacuolization 0 0 0 0 1 C0)
Spleen : Atrophy 0 — — — 0 (1
Bone marrov : Increased granulopoiesis 0 0 0 0 4* (0)
Lung : Congestion and edena — — — — — (1D
— : Not examined; a : Animal supposed to be killed after recovery period was found dead at the 19

day of treatment

¥ . Significantly different from control at 5% level of probability

x¥ : Significantly different from control at 1% level of probability

Organs of the heart, liver, stomach, intestine, kidney, adrenal, thymus, spleen and bone marrow
were examined from dose groups of 0 and 600 mg/kg, and those of the stomach, adrenal and bone
marrow were examined from dose groups of 10, 40 and 150 mg/ksg.
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Table 28 - 1 Incidence of histological findings -— Summarized data in female rats
< After treatment period »
Dose (mg/kg) 10 40 150 600
Organ : Findings No. of animals 6 6 6 4 (4
Liver : Congestion — — —_ 0 (4
Hepatocellular fatty change - — — 1 C0)
Hepatocellular atrophy — — — 0 (D
Stomach : Ulceration in non-glandular portion 0 0 0 4**(3)
Acathosis wiht hyperkeratosis in 0 0 0 4**(3)
non-glandular portion
Submucosal inflammation in non-glandular portion 0 0 0 4**(3)
Mucosal necrosis 0 0 0 0 (1
Erosion in glandular portion 0 0 0 1 (3)
Intestine : Epithelial vacuolization of duodenal mucosa — — — 0 (D
Hyperemia of cecal mucosa — — — 0 (D

¥x : Significantly different from control at 1% level of probability



Table 28 - 2 Incidence of histological findings -— Summarized data in female rats
< After treatment period >
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Dose (mg/kg) 0 10 40 150 600
Organ : Findings No. of animals 6 6 6 6 4 (4)
Kidney : Congestion 0 — — — 0 (3
Focal tubular basophilic change 3 —_ — —_ 2 (0
Distal tubular dilatation 0 — — — 0 (2)
Adrenal : Congestion 0 0 0 0 0 2
Cortical cell degeneration and necrosis 0 0 0 0 0 (I
Cortical cell vacuolization 0 0 0 0 I (D
Hypertrophy of zona fasciculata 0 0 0 0 2 (D
Thymus : Atrophy 0 0 0 0 0 4
Spleen : Atrophy 0 — — —_ 0 (D
Bone marrow : Increased granulopoiesis 0 0 0 0 2 (2D
— : Not examined; a : Two animals supposed to be killed after treatment period and two animals after

recovery period were found dead or killed in extrewmis during treatment period

Organs of the heart, liver, stomach, intestine, kidney, adrenal, thymus, spleen and bone marrow

vere examined from dose groups of 0 and 600 mg/kg, and those of the stomach, adrenal and bone marrow
vere examined from dose groups of 10, 40 and 150 mg/kg.
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Table 29 Incidence of histological fiandings — Summarized data in male rats
¢ After recovery period >

Dose (mg/kg) 0 600
Organ : Findings No. of animals 6 5
Stomach  : Ulceration in non-glandular portion 0 2
Acathosis wiht hyperkeratosis in 0 5
non-~glandular portion
Submucosal fibrosis in non-glandular portion 0 g**

%% : Significantly different from control at 1% level of probability
Organs of the stomach, adrenal and bone marrow were examined.
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Table - 30 Incidence of histological findings — Summarized data in female rats

< After recovery period >

Dose (mg/kg) 0 600
Organ : Findings No. of animals 6 4
Stomach : Acathosis wiht hyperkeratosis in
nonglandular portion 0 4**
Submucosal fibrosis in non-glandular portion 0 3

¥ : Significantly different from control at 5% level of probability
%% : Significantly different from control at 1% level of probability

Organs of the stomach. adrenal and bone marrow vere examined.



	表紙
	目次
	要約
	試験目的
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-08-29T13:06:07+0900
	National Institute of Health Sciences




