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(& #]

2,3,6-bY AFILT =/ =) (LT, TP) O28BHRERORSHELAR (EE14E
M) %MD Sprague-Dawley F& (Crj:CD) 5 v MERAWTERL ., #ﬁﬁﬁm\ iy e
b0 GABSIRED | 100 300 LT 1000 mg/kg & Lico HEEGIEIT. MEME S biAEE
xt#EEES L O 1000 mg/kg HSEETILI00L/BE, 100 XU 300 ng/kg #H5EETI 5L/
BE LT, T09 BIEEEWBE OIS 5 LB X T 1000 ng/kg HEFEDMH 5 ILiL S5
#E A PRI D W T IAHDEHERER 21T - 7o Z DRERZLITITRT

1. &E5H 1 BXU 28T, 1000 ng/kg RESEHOUES 1 FIVFET L7ce T 263, #
IR SERICERIOSTRACR LIRET LA, SRR, Wih b kepicl
RYOITENRD o1 1 FlICRBEEOEANED Sl ->T. INS5DFEREIR
BRETHBELEEAONS,

2. WEBMEOHRSITERT 5 LEL SN —HREOZE(LL LT, 1000 ng/kg #5558
DI 6 b L THE 9 Flic, BEEAIS W LBTRIED, 155 | ~ 4 BOREROBRICE
WTREDELBRIN, ZOELF. RCHlZREMREZRDIEHDOEERI £ TIC
JHER LTI, F7c, 300 XU 1000 ng/kg HSFHOMEIC I, HEEEKIC—BH
DRENREZE I NI, AFTREBEBERIBIC X ARG I DELZHDOTHD . HFHEE
ETRISV &R L7z, EERBRYRRICR. WINOBSEIcEVLTb—iREDE
Lz @BHSNEh -7,

3. BEFE ABLU 8 HIZIE 1000 mg/kg IREROMT, REH0E X V2BRICIIEED
#T, AEOFELEENBRO LN, /o, REH4BLU 8 BITIE, 300 ng/kg %
SR ORI MOMEHERNERD S,

4. #5511 BITE. 1000 mg/kg BEEOMET. F/2. 5% 8 HiZi3 300 ng/kg
B ottT, BEENED LI,

O




5. BRESEERTEICERLRRETIE. 1000 ng/kg #E5EHOMET, REOBEME
e X CREEOFEERZBRDE S TICHBALOERNZED Shic, REEORDE.
300 mg/kg HESEDHETHRD N7z, 1000 mg/kg HEHOUETE. ROEBILNL
Flicashizidh, RPEE. EVLEYBLUYaEY J —4 L BROBIMER D
b, EIEABIIRR TEORRETIR, EERIRDoNEI -1,

6. BRESHEKRTROMKFIRETIE. 1000 ng/ke HSHOMH CRIMMKE. MERE
BIUAN< b7 Yy MEOFELRBDMIRED Shtc, BIEHBRERK THROKRETII.
D 1000 ng/kg BRESE CPERMBMAERS L USHARMRKMERENTEICHD L1,

7. BESHEK TEHOMEELFENRETIE. B0 300 BX 1000 ng/kg B5EICEH
WTHERY VEENFERICEML. 1000 ng/kg #EEHICEVWTTIVT I VEENEE
WD Uic, [EHERBREARR TR O ML FIRE TIREBZIRD SN -1,

8. HBESHIRHR TRBRAITIE. D 300 BLU 1000 ng/kg HEFITB VW TRIBOH
SHEENEEICED L. D 1000 ng/ke HEBHICEBWTHBORGNESS L UHENE
B S5 RO EENFEREICHEMN L7,

HED 1000 mg/kg HE5EHOMEICERD oN/ENEEBOFESEMI. DHERARBRIARK
BTRERFICBVWTbA NI,

9. BEHRKTHRERFAOKREFZIRETIA. 1000 ng/kg HEEHOHEOFREICH W
Ty K b OIEFRENE M - 7o/ PEROEOIFRIEAD BRI N, T OFRBFHE I3
TEEICHEM U2, REEOMBTIE. SRR REARBLIUERICEEED
D) BLXUNEVFY VIhE MTRIEEICEEZHD) NEFE L. #TREAEND
TUERENERICEM L, /o, REEOCL2MICEVWT, BITDORELRICUEA
HBEENRD o, 1 ICRB OV S ANRA LN,

ElE BRI TRERFI T, FEEOFEE L UBICRD o Z b 5 D
B EmMoTEIR. HRTOLUBE L, BEONEYFY VikE R, 1000 ng/kg
BEHROHMIEICE VT, BEIRBLOEFERTH -7,




PED XSz, S v bIiZTPZ 1000 mg/kg OHABTBABKRERST 3 &0k
ST EE LT—BIEOHHTRE. FEHMNE, BERORSS X UHE LEOUEA
PEBTS AR DI, IS & CFROEI R ERR A TR T 5205 5N
72o TNHDEALIT. 300 mg/kg BREBEDHETIIRED o NLh -7, 300 mg/kg EE5EHEHOD
TR, BEROERSRDS X CEEORISIERNED Shi. ZhdOE(LE.
100 mg/kg TEBEHTIIRDONE M -7, T2, 300 B 1000 mg/kg HEEOHEEIC
. B5ERI—BEORIENEESN. COFEE 100 ng/ky BSHOMEC 3R
BT HEoT. ARBEHTICEY HIPOMPBE. HE b 100 ng/kg T
b5 EHBTEND, 5, SEORBEH T CRS LN B, 2 BEOKER X
D A% Uiz |
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FOBCD BEAbL¥EMBE 0L SRICRsBHHAE) FEO—REL T, 2,3,6-b Y A
FIT /) —DF v Mkl 528AMRERSENER (HEI4BRD 2Ek L7,

1id. ARERI. WBM6IAEIZA 5 B, BRERESE 1005, ERE10395. 61EREL014
TEE IFEEAVAAMORERSEHRR) (LEEAM F510) BLMEFE
Y12 GLP (FEFNSO4 3 H31H. IRIRFEHIS. ERE 2205, S0ERHESS. WETIEM63
F11R18H. REWE 2335, #EHRS. 63EF/E 8235) I~ THEML 7.
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1. BERMED L RS REOTEL

HEE E LT, TOEMEINS: 2,3,.6-FY AF)
7 x /=) (LI'F, TP) (3£ :2,3 6-Trimethylphenol. CAS No. 2416-94-6. 9 v
FES AR - HEEE, BE 99.67 wt % AFld : 2, 4,6-F Y AFILT 2/

—J)b 0.08 %~ 2.5-F ¥ L/ =) 0.05 %. 2FR:136.19 . 53FR:Coll1.0 . BEA (B
55 :62°C, #bsi : 226 °C. HLE : 0.963 (80 °C) ) &Rz, TPid. AFRHARMEE
TRARERZLSt VY —EFRATERYEREZEN L L 3REREZE T, HBHES
IREHERET. R - EETICTRE L.

BEREOTEICE LT, HBRYMEE20. 6. 2% W) OFEEICESELIIC. a—

vAAN (B &S VIR2020, 454 7 A 7W) Zike L TR 2k, iR (8 C
60°CTHRIA) BRIz, ChEHITRABHRICHEL. REBRETER ELETICTREL
feo BEREOHEMI T HEIC | HOEETIT -7, BE. EHHETCBOLTERL
TPOZEHRS (FEBYEICK T 52 FHEER, A-07T-038IcTER) OFR. 0.2 B
L U20% w/v) I— A A IVERPOEBRYE L, ER - BEROFRH T8 ARREETH
b (Appendix 11-1). %7, MENCES LB 5REDOWKBMESRIZ., FIEEED
99.5~103 % Th 5 T L ARSI/ (Appendix 11-2 ) o
[ 3R ol
HsC CHs
O

CHs

2. BB X CEE AL

etk 4B THA L E#D Sprague-Dawley 7 w b (Crj:CD;SPF. BAF ¥ —ILZ -
Y-, BEAREF 7 —4£E) (F]1) %6 BRSO FHEFEAT Lk, —HRIRE
ICREORD SN - MR ARRICH Ui GE2) . . 2AFHMEE

GEL)® ¥ AW B : 19985 2 258
A 1 PC % - i 33T, M 33PT
A T B & E . iE; T70.5~T79.6 ¢ G5 75.7)
M 69.7T~T7.9 g (315 73.0g)
GED)H{ESMEBBE : 198FE3A3IA (- H
HB5EEEMEAE . HE; 123.2~138.5 g (3Ei5 131.4 ¢
HE; 116.6~127.8 g (FF#3 122.1 g




LT, EHEEEUE | C. HEEES0~65%. BKERI5E,/FE. BRI E1285R
(7 ~19854T) OHEZNT, LERGER— Y (220X270X190 mn) 1 1 L3I
AL, EREE (B2, BAZ LTH) BLokik (EHHAERRA) % H B
IHTHE L1,

HENRh, FEEOREEOEAGR. TEROEESERES LS L2 2D
HDRB AR CHARINI S -7 (E3) o £, B8 Ll S L U7k BRI
FRAE S TR D 5 B IRAMIZ I 7,

1, BHMOEMCE L FERVT—EOBRBESAERL. T, SBOLIE
DRI BHYH — FICRBHEES. th. BHIUBMES LA LTHE Y — VIcHU
BEHBAIOME & Uiz,

3. EHEBLUES T

AR 2RGHER. 2R CER L/ FHAR (C-97-012) OBEE2%E
ICRTE Lo FRAS T, MHEED Sprague-Dawley % F v McTPZ 40, 200 H 5 W
(3 1000 mg/kg DHETT HRIKEROERS Lic, £ORER. 1000 ng/kg X5HDIET
3y PIEHRERIC, —BHICeSoRTHEIEESIN/, o, EROMETIREEDE
MEHER RS oo, RSPRRTROARFR L LT, FMIBOBEELLLBZOD
BERETRET AE(NHAINI, 40 B 200 mg/kg HEEFHTII, MHEILICHS M
RHE%EED SN 5T,

o T, ALEBEA A NS4 TRIFEEHAVD28BMORERSEHRAR) itV &
RECBJ 2HE., s bEEPSETHS 1000 ng/kg ERSHEE L. ITE2A
3 TBRLT 300 mg/kg LT 100 mg/kg LGB ZHRE L1, o, ML AR
(T=2AAN) WBEFEHRELS

Bordid. BS5EBTHOREICESWT, fREIB(LEEAIEEIC L DT 700 &
BOLEE LOFHMESZREIR Lc, HMEOEEXREL X U#D 1000 ng/kg &5
HOZEFMESDOHE VAN S 5 LI SNTHED 1000 ng/kg HREBED 4PT (No. 52 53,
54, 55) &, HEHRER TR, 4AHOEEFRRICAW,

(E 3) BREHRPOREEDOERE
BEE 23.0~26.0°C
B 46~63%




BHES

B RE5& R5AE
(mg/kg) (mL/kg) 53 i3
B REE (3-v410) 0 5) 1 ~10 31~40
BEFR&E 100 5 11~15 41~A45
&R 300 o) 16~20 46~50
SHER 1000 5 21~30 51~60
4. ¥B5HE

KRBOWSEBIE, (LEEA A K542 TEIEERL 3280 HOR RS BHRER)
R VERBE IS & e,

LB 1E. 88/, 5y MNEEEAROTRS L, B5ERE. MEE b5/ &L
T\ BEEBOBESOKE SR BN L, O

5. W®AEH
1) —iIREOEIE
# 5B X CEHERHRBEZE U T, ECHOFEZHEN @D 2EFFIcOWT,
HREHRPIEIERRESHIB I UREEO 2B (EEFRBRARDIZ LED | —BREEEE
L7

2) HEDICEEEOAE

BE55BETI. RSHEEERN SREE 4 H. 5 2 BLROREHME L O EHESERN Q
i3, EEFAL2FIc>WT 1B 2 E0HETHREZAE L. 55 » 5 WiI3EIgR
BRARHA T B, SR BB X URCKIC bBEEOREEIT o /2. £z, BREHMBBETIE. #&
ShmE I, 5 2 BUROHRS PR L CEERRBES R, £EA2FIc>o\WT 158
| BIOSEET 1 B4/ 0 OBEEOREETT - 7

3) RiRE

BEHRK TE (R5H230) IKEHE bEMBESOBE VSN S 5 ILAER L, /([
ERBRYEKTE (BE% 9 B) [CREERRAILFZ. WTn bR2U4RERH T -
WINELTHRR L. REDHEBEIZOWTRE L7, &, i, #Il. BEA. B, 7~ /4




EVIVEY . mntEy /) =4y, B, BBELXORILBEOKREICIZ, KBy — Vi
AL TR LUZHEEREZR W,

H M & i s =

R o K
@ REE S
HE ERE AR
oH, M, EE, U,
7byw,eu»5y,} SERMEE 7 ) =7y 22004 (/54 TL=4E)
ooty )=
it st SRR

1) MkEHRE

BREHRKE TS X OEHERBRPIER THOSHRICEL B, 2Flic>\WT, 187wl
UBEBAEIET-0b. RYMWESY—)VF b LT CESERERLD
EDTA-2K ZHigtER & LTRIML. UTOIRBICOWTKRE LT, ik, onbortEy

EfH L OTEHERS bo VR TS X F VEBORIEIZIE. 7 VBRI MY U AR TEER
ELUTHRMLU /2m& 2B Wi,

I8 S| " O & B R # 2
FRInBkE (RBC) BE (BB Coulter Counter Model S-
PLUS IV (3-Wg- zb7bnzyn)

Eﬂﬁﬂfkiﬁ(WBC) ( ) 7

BRE E@(Wtﬁ&) 7
iﬁfMHEEWW) 7 (BBHLEER) ”

AN &4 r (BRIEDTE) ”
N7 h7Y w MEML) EE (0.001 XRBCXMCV)
S Rk &2 (MCH) 7 (1000 < Hb,”RBC)

SEYg R MBK I 838 7 BE (MCHC) 7 (100 X Hb, Ht) i

Bk 58 FRE (FEIRIMEHFER, FeFEREE
Wright-Giemsa 4f)

IR Bk 2R Brecher i N TR

7o bor U (PD JeREL s CAN%(%@E%@?)

TEHEER Sy bovA 7725 VSRS (APTT) SERRELMR

5) IMKEILFHIRE
BB D MEFHRRBED /- HORMICT Zx. ~ ) U E2HEHEH & LTRIOL, 241
ZFOImEA S8 L TREDIERICOWTREZIT> 72,



3 H #ooE i B B &

HBEREEE Ev Ly bk ELAREFEEHESTEE
X ‘ COBAS-FARA (v a)
TNTIVEE BCG & ”
WaLzTro—)VgE COD - DAOS 7 ”
7T FOERE 7ha%-¥ GEPDH = ”
REEREE (BUN) 9v7-¥ G£.DH i ”
JVTFVEE Jaffe #k(Rate) ”
V742775 -4rEME (ALP)  GSCCER ”
GOT V&4 IRCCHE ”
GPT Eﬁa ” ‘ ”
LDH 7 Wroblewski-La Due & ”
AN LEE 0CPC: ”
) VR (Inorg. phos.) €U 77 VERERERE Z
M1 VR GPO - DAOSIE ”
y - GTP 7&E 7 ~I3 }b 3-hhaFy-
== by 2 PR "
AG Jrﬁi
FhUYLEBE A F Bk 2HEE ﬁﬁ"’é FHTEEEEACL (ART)
1) 0 LBE 4
iﬁﬁ%fg ” 7"

6) WEFEHNRE

LERORMITE [ EhE . HE bﬁb’cﬂﬁﬁﬁﬂ)ﬁ%m%ﬁbfﬁ&m@ L7zob, BEBL
CHBONRMEBEZIT > oo /o, KBYIOMK. WA, O, . B BE. BT,
SRR F IR, BELAROEENEZITV. REEEEZHRHAOAETHRLT, T
ThoBRMEEEZEH L, 51T, K. FH. TEE BB ~—5 -, BRI (&
BMEESD) . BT (ETREST) o M. OB W, PP, S, . B
B, B, +2iEE. EB. 5. 5. BB, IR E/ER, BE. BR LK B
BIZER. KRBEEEHE. ALBMEE. TRESEHEIORERIZ. 0.1 M U VEEEL0%F
V=Y vk (H 7.2) TREIE L7z, WEMEMFIREICE, . B, BBR. OB, B,
Bl 2. B0, B, Be. B, RRBEEH. LEMEOEN. REH (Fh. K8
NS T 4 VEAEB. N RV Y Y A D VREEREER L, RFNREEER
Ufco Fio. MHBFEMREDOHER. 1000 ng/kg R5EF TIRME & bICRBOBBBRL
BHWMPBRD SN, L»>Ty JOLBEMOHEEIA LM 52BN TLFIT VLTI
VoI —gmiEE L7, REHBEFORTHICO VTS, LEELFAROKRE (FEE

BHEEZRC) 2EME L7 EEAREE TROMRAICOVLWTIR, FE. BE. §%

FORES () OHEBEHREEER L,

O




6. Atk

RE, BHEE, ¥ EEREER C RRED K CERBIIF O Mk FRRE. MkEbs
MR S ISR EEEOMEIIOWVWT. FH T LITHOEL K EERZEE RO, Fi.
HERBE OIS B 2 &% 3L EH 218413, Bartlett OFEICKBHHD—
BEOKRTE CEEKE: 5%) 21TV, DWT, HEN—BRES L. —TEREROSH#
SETO, BE (BE/KE : 5%) OBE Dunnett OBFETESEREZIT->72, —7h.
SN —RETIRVEEZ Kruskal-Wallis OIEMIBREZITV. FE (FEKE: 5%) 13
51F Dunnett BOREETEELREIT -7, /o, RBRBENBECTRELZSD 28
&I BIGAITI. IBEREE L BN BRSO FEBEOZORER. FHBTH NI
Student @ t RE. REHETHNIT Aspin-Welch @ t BWEZIT-72. I 5IC,
REMASZORERRICOVLWTR. ZV— R4 L7 —#E Mann-Whitney U #&7%E
(FEBE) 1Tk D, £ BHES U — FOAFHER Fisher EERROK AIKREC &
0. BESRED L CERMBERSH S OROREEREET~7c (FEKE: 5%) .




€55 #1]

1. ZECHB L O—IRRE (Table 1-1 ~1-2, Appendix 1-1~1-2)

1000 mg/kg #S5BEDHE 2 FIN, REEIBLIUVIBIIET LI,

—RHREEDZLE LT, MEHED 1000 ng/ke HSBHCIL, BRI B % 72 145
FREERTRIABES N, COBE. WIh bREEOBEEC B THRS L. T
TR ERE 2L 2R 1B H OB EFNIEHET 5 —BHO DTS - 720 T OZALIE.
L LI 0 E LEE SN, ZOPIE. CRE | ~4 BT84 3, 2. 4. 20
GE~GHI) « T B2 6. 4. 2. 661 GEXIH) T 7

70, HEHED 300 HET 1000 ng/ke HEBHTIE. 1HEEEO—BEKEINED SN
7oo TOZEALIE. HEEE b 1000 mg/ke BEBOHH L D BHHEEEICRY SH. [
BT, 1B GE58 3 AR 2RVCARBEESN:, . BESEORES
I SIREEA A U 7o Bl bR S e,

DM, B 3B SR ESHK T HERE T, AEEES X0 300 ng/ke
DS 1 Blic. EDBRENTD Sz,

ERBEE R OBE TR, 2PIBVTELRS ShITh -1z,

2. k& (Fig. 1, Table 2-1, 2-2, Appendix 2-1~2-2)

REERIHIE, 1000 me/kg REHETIIMELE & bic, BESTHREE & B L TRES NI
HOERINA S, HETIREDBLU2BAIC, HETIIE 4BV 8 BITEAFELEM[N
B o, £, 300 mg/kg BEFHOMTIE, FE5E 4 B LU 8 BITAEREMOIMEIE
[IRA bl REHFIBBREIREL) o

EE AR I3, 1000 mg/ke HREHOM TR LNEENERIUEEZR LA,
EEOHETII. ZREBDLNLEN T,

3. &= (Fig. 2, Table 3-1, 3-2, Appendix 3-1~3-2)

MEED 1000 mg/kg HTESERCHBWT, #E5H 1 BICHEERBLOED S/zidh, o
300 mg/kg HEEHTII. B5E S HICEERBONAD SN,

LN R O R RN A



4. FR#EE (Table 4-1~4-2, Appendix 4-1-1~4-2-2)

RELEE TEORE T, 1000 ng/kg R5EFOMHE 3 fl L UM BWTIROH
BB onsc, 1o, FHOETR, REOFESENE KURLEOER RN
o, RHEEBOEELREDIZ. #oD 300 ng/kg #EHITBLWTLED SN,
1000 mg/kg HEFHOMTIR. RPEH. EVLEYSXU Yo EY /=4 201N
fARINERD ST,

[EHERABRMIRHE THOKRE TIE. MO 1000 ng/kg REHORPEOEOEIMIIRHE X
N, o bBREL LT,

5. [MEFEI%E (Table 5-1-1~5-2-2, Appendix 5-1-1~5-2-2)

BEHRE THOBRE TR, 1000 ng/kg BEHEOMICRMMKE., MERESD X
~NT Yy MEOBERRONED b, £, FIEOMES 2 FI9> G ; No. 26,
30« B ; No. 59, 60) IS\ ZHMRMIROEMABRE I N3, HETIHEERRImEk LR
AT BHERD D - 7: HETEEEERL) o

EERBIRE THOBRE TR, 1000 ng/kg HEHOET, FERMMMEZRS &
ORI EEOEELROHRY bhi,

6. MmamEAE(LFaIRE (Table 6-1-1~6-2-2, Appendix 6-1-1~6-2-2)

BEHRK TROMKELEHIRE T, #O 300 BXY 1000 ng/kg BESEITHW
THEEY VBENFEERICHEML, 1000 ng/kg #5BICBVWTT VT I VEBENEERIC
B Lz, ZOMICHBEEEEZRLICEENS - 1o, BHRUBEOHEIIRELET
8-,

EHEHBRR THORETE. ERERVWINbEE L, $o. SR T
CE ARSI G- RIEEICBVT, FEEEA UKEEMRI NG

7. REFNRE

1) 2REEE (Table T-1-1~8-2-2, Appendix 7-1-1~8-2-2)

B SRS TERBRBI TR, D 300 HXU 1000 mg/kg #H#5HICHWCRIB DY
HENEEICRED L. D 1000 ng/kg BREFITEWTHBORNEES LUHENEER




SICHFIBROHENEENEEICEM L/, /. FEMNMEEZR LD 1000 ng/kg %
SEICBWT, B IUCBEROENEENFRICHEML 7

[EE R ERARTE TESERE) T3, 1D 1000 ng/kg BREBOMBOMNEROHEE L
MERD SNfchs. ZOMOE(LIR, BIRERL TWe, /. £ OMIC bIFETFERICE
BEEEUAEHBMHR I NN, WINLIRERBKTHRICED ShicZB{tTREh -
720

2) HmPETR (Table 9-1-1~9-3, Appendix 9-1-1~9-3)

G HRR TRERPI T, 1000 ng/kg IREFHOUE | FIORTBREIIKENA ST,
F72. 300 mg/kg HESEDIE 1 FIOMEAIIC, REBREEBDONEHBEOMENRDON
2o Z DM, HERMERSE T, i - REXICHEL. BRESPHEMEN, PRk
s, BB kA, IPREDILE. RECBED L UHKEENA SN, HEBRME
#5.& OIS M TR - 72,

EHEEREARTE TRBARGI T3, BHERE B LU 1000 ng/kg HEFHOEDOHICHEE
BB L NI EE I -7,

55 3 BT L7z 1000 ng/ke $R5HOHE | FliCi3. BOREZPUSERS IR OB AN
frELTHY., LEROBMBNA SN, BETIE, ML OMARICHMAA S h.,
BREMEORERICFILNRD S, MIBREEFHERNHS 0. DEBEOKEICIZE
HIE LT,

15559 BICHLT L7 1000 mg/kg HSBEOME 1 F1icid, MlEPIibk 2 Sk
FFELTHL, MEEEAZEL TV, BREEIUCREMIERBKRET, ZRIBRIER
REBHLNEL/PETH -7, DABOKEICZRENMIE L TEL ., GRIBIHKICIIR
BENRD NI,

3) WRIEMERFERAT R (Table 10-1-1~10-3, Appendix 10-1-1~10-3)

1) BREHERTRBRE

W)

VA IRBEORE 2 Fl. HE 1 FUTOLERE N A S fedd. 1000 mg/kg BEFICIIRE IR
BEaniih-1.,

N |




(BFh

1000 mg/kg #HZSEEOHE 4 Fl. #E 1 FlIi/NEGLLHEFFERIERNS 5 0, ’fﬂiﬁ@%’f 0%
CHOWETFIRZRLA (Photo 1, 2) o 1000 mg/kg #H5-EOMHE TIIFFMEIE KO RE
SR ICHRELENNZRD Shvic, Zofh. FAREBEOIEI LS Shich . Bl iRE
L HERMIE RSB ORI RBUAIE S L OREDZ 75 < | 100 ng/ke HEBEOHE | Flic
FREMEDIEM{ LA S e hS MOBHTIIRD SN Ed -7,

L))

1000 mg/kg HEEOMETII, BENBEHEIOANED T Y VIRENEDNL, BEO
RN A N, (Photo 3, 4) o FETFERNTIE. FFOHEICBVWTAEY T VILE
OEERL X UERFELEORBMEE LS CICEEN. RFEOHICIE W TH &I
(Photo 5, 6) DREENK~BEEMBEIOFEICHEML

Gid |

RS IREE B K OF 1000 ng/kg B EEOMIETIE. REICHERKRMEN A Sh, i#
Ti3 eosinophilic body A& onfd, MBMICRREEES JOBEDEZRI LN -
foo Z DM, BEREEOHE | FlICERAA o, [EEFFEOM 1| FIOKREERTICSIELE
NEBDH LT,

(B

1000 ng/kg R5BOMEELFIOTBIRT LROUE ABHEA S O, BESE
URBFENEEZZ/RLI. (Photo 7, 8) o Z DM, EEDHE 1 FIDIRE IS ANHS
Y g5 s

(RERFIRZE)

DS : WINOFIZ S HBMNASicd, BELWL IS BERE(TH -1,

Fi DK ERE « TR DOEERENA o7,

MENRBEMEZE L Flol : MIRICEYVRFEIZBD o,

EEDORRE - . WK : BEEMEBICBEICHES L Bbh s LEMEOBRN
Ao,

(Z D)
ﬂ&i\ ﬁ%\ Hﬁ]ﬁ%\ H%%\ Eu%z\ @H’%\ éﬁ%’@%%ﬁ&(}jﬁﬂiﬁ.’%%%ﬂbi\ 1000 mg/kg &




SEROMIBICEREZRDoNLE -7,

i) [EERABRIRE T EsBRRE

CHFRBD

BEEARK TEEREICS > N IR 3R S h ik - 7o, Z0ft. PIIRERK
DIEH LA Sitohs, EESTIBELE 1000 ng/ke 58 E ORICEES X UEEDEIR
En-t,

(R

1000 mg/kg BE5HEOMBETRAE VT Y VILENBRLTHD ., ETIRZOEREN
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Table 1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Clinical findings in males

Initial Number of animals with clinical findings
Clinical findings Group number of —— Days of dosing period —— — Days of recovery period® — — Total —
animals -7 8-14 1521  22-28 -7 8-14
Transient salivation Control 10 0 0 0 0 0 0 0
immediately after 100 mg/kg 5 0 0 0 0 0
administration 300 mg/kg 5 1 4 {1] 3 2 4 El%
1000 mg/kg 10 10011 10105 1007 10 4] 0 0 10 (8
Control 10 0 0 0 0 0 0 0
Transient prone position 100 mg/ke 5 0 0 0 0 0
/Ataxic gait 300 mg/kg 5 0 0 0 0 0
1000 mg/ke 10 3 2 4 2 0 0 6

a), Recovery test was performed in 5 animals of the control and 1000 mg/kg groups.
, Number of animals which showed salivation before treatment.
Day 1- 7, Ist week
Day 8-14, 2nd week
Day 15-21, 3rd week
Day 22-28 , 4th week



Table 1-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Clinical findings in females

. Initial Number of animals with clinical findings
Clinical findings Group number of —— Days of dosing period — Days of recovery period® — — Total —
animals -7 8-14 1521 22-28 1-7 8-14

Transient salivation Control 10 0 0 0 0 0 0 0

immediately after 100 mg/kg 5 0 0 0 0 0
administration 300 mg/kg 5 0 2 3011 1 3 [1]
1000 mg/ke 10 903 91M6] 8I[71 8I4] 0 0 9 9]

' Control 10 0 0 0 0 0 0 0

Prone position 100 mg/kg 5 0 0 0 0 0

/Ataxic gait — Died 300 mg/kg 5 0 0 0 0 0

1000 mg/kg 10 1 1 0 0 0 0 2

Control 10 0 0 0 0 0 0 0

Transient prone position 100 mg/kg 5 0 0 0 0 0

/Ataxic gait 300 mg/kg 5 0 0 0 0 0

1000 mg/kg 10 6 4 2 6 0 0 9

Control 10 0 0 1 1 0 0 1

Loss of fur 100 mg/kg 5 0 0 0 0 0

300 mg/kg 5 0 0 1 1 1

1000 mg/ke 10 0 0 0 0 0 0 0

a), Recovery test was performed in 5 animals of the control and 4 animals of 1000 mg/kg groups.
Number of animals which showed salivation before treatment.
Day 1- 7, 1st week
Day 8-14, 2nd week
Day 15-21 , 3rd week
Day 22-28 , 4th week

Two animals died on day 3 and 9 of administration period in 1000 mg/kg group.

O O




Table 2-1
Twenty-eight-day repeat dose oral toxicity study with subseguent l4-day recovery test of TP in rats

Body weight changes in males

Day of dosing period Day of recovery period
Group
1 4 8 11 15 18 22 25 28 1 4 8 11 14
(10) (10) (10) (10) (10) (10) (10) (10) (10) (5) (5) (5) (5) (5)
Control 131.7 157.3 194.7 218.0 255.3 280.8 318.8 344.3 369.8 369.4 387.9 412.2 427.0 444.4
4.8 7.1 $10.1 $10.7 t12.5 £12.8 t14.4 - 116.4 $17.3 +17.7 t18.4 t19.5 $19.0 $18.7
- (5) (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 128.8 157.4 198.4 226.0 264.7 290.9 334.2 361.9 390.0
4.4 6.5 7.3 $10.3 $10.7 8.3 *13.5 +13.8 $15.5
(5) (5) (5) (5) (5) (5) -~ (5) (5) (5)
300 mg/kg 133.2 159.4 195.5 220.1 256.4 284.9 322.5 348.1 373.5
3.1 8.0 9.9 £11.6° $12.2 £11.2 £13.5 $14.2 £16.4
(10) 10 (10) (10 (10) (10) (10) (10) (10) (5) (5) (5) (5) (5)
1200 mg/kg 131.6 150.8 188.8 213.7 244.6 266.4 300.5 321.8x% 345.2 % 360.4 380.6 413.2 433.7 453.7
5.2 £10.7 t14.3 £17.7 121.7 £22.0 $22.1 +23.7 $25.5 £33.0 $35.2 $36.2 $40.2 $43.0
Parameter, mean(g)+S.D. *, significantly different from control, p<0.05

{ ), number of animals
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Table 2~2
Twenty-eight-day repeat dose oral toxicity study with subseduent 14-day recovery test of TP in rats

Body weight changes in females

Day of dosing period Day of recovery period
Group
1 4 8 11 15 18 22 25 28 1 4 8 11 14
(10) (10) (10) (10) (10) (10) (10) (10) (10) (5) (5) (5) (5) (5)
Control 122.8 142.0 160.9 170.7 186.0 195.0 211.0 220.7 229.8 240.6 246.4 263.5 268.3 277.1
3.1 4.7 +8.1 8.7 $13.6 £15.0 . £17.9 +18.0 $19.5 +11.6 $12.0 115.0 $13.7 +15.3
(5) (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 120.9 140.8 163.7 178.0 196.1 203.1 222.6 236.3 241.1
3.8 4.9 5.1 8.0 +310.1 5.5 8.9 $10.0 $15.1
(5) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 121.2 136.4 154.17 164.9 182.7 195.0 211.4 219.2 230.2
3.3 3.2 5.1 7.1 8.1 8.1 +10.7 $14.3 $+11.1
(10) (9) (§)] (8) (8) (8) (8) (8) (8) (4) . (4) (4) 4) (4)
1000 mg/kg 122.4 131.6%* 152.4 % 160.9 179.0 185.7 197.1 205.1 215.8 213.0 **  220.0 ** 233.6 x 237.0 % 249.2 %
3.1 5.2 5.8 +13.6 $12.9 $14.4 $20.2 +19.1 +21.3 8.7 19.3 +13.9 £19.3 +14.0
Parameter. mean(g)+S.D. *, significantly different from control. p<0.05
), aumber of animals *%x, gignificantly different from control, p<0.01



Table 3-1

Twenty-eight-day repeat dose oral toxicity study with subsedquent 14-day recovery test of TP in rats

Food consumption in males

Day of dosing period Day of recovery period
Group
1 8 15 22 1 8
(10) (10) (10) (10) (5) (5)
Control 18.9 23.6 24.0 27.1 29.5 30.2
1.6 $2.1 +2.0 2.8 £2.1 3
(5) (5) (5) (5)
100 mo/kg 18.8 23.8 24.9 27.9
+0.7 £2.0 1.2 £2.6
(5) (5) (5) (5)
300 mg/kg 19.7 22.4 24.4 27.5
1.1 2.2 +1.9 1.4
(10) (10 (10) (10) (5) (5)
1000 mg/kg 16.3%* 22.7 23.3 26.3 32.4 34.9
1.2 2.5 $3.1 2.4 4,0 4.6
Parameter. mean(g)1S.D. *%, significantly different from control, p<0.01

( ), number of animals

_.V Z._



Table 3-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Food consumption in females

Day of dosing period Day of recovery period
Group
1 8 15 22 1 8
(10) (10) (10) (10) (5) (5)
Control 17.8 19.1 17.2 18.3 23.1 22.
$1.6 $1.2 1.6 *1.5 1.7 2.8
(5) (5) (5) (5)
100 mg/kg 17.8 17.0 18.2 16.0
1.5 +2.0 +1.1 +3.8
(5) (5) (5) (5)
300 mg/kg 17.3 15.9%* 18.6 18.6
0.5 0.7 £2.0 2.8
(10) (9) (8) (8) (4) (4)
1000 mg/kg 13.5%* 17.1 17.0 16.3 21.2 22.5
2.5 2.4 1.5 *2.9 4.5 +1.8

Parameter, mean(g)#S.D. **, significantly different from control, p<0.01
( ), number of animals




Table 4-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Urinalysis in males and females on day 23 of dosing period

Number Color®  Turbidity® pH Protein® Glucose®  Ketone®  Bilirubin®  Occult blood®  Urobilinogen”
Sex Group of Volume Specific
animals (L) gravity ly vy - 505560657.0758085290 — = + +# - - =+ -+ -  * + +
Control 5 BT+29" 1L.08£0008" 5 0 5 0 00011 210 0 0 5 0 5 3 5 0 5 0 5 0
10mkg 5 18239 LOM7TE0008 5 0 5 0 00 0CO0O0 2 30 01 3 1 5 0 5 0 5 0 5 0
Male -
X mgkg 5 4.3 33 L0BE0004x 4 1 5 000011111 0 2 2 1 5 0 5 0 5 0 5 0
|
oo
o 1000 mg/kg 5 2.8+ 9.4% 1026+ 0.008%% 2 3 5 00 011 2010 0 2 2 1 5 1 4 1 5 0 4 1
|
Control 5 14650 L034+0017 4 1 5 001110110 4 01 0 5 1 5 0 5 0 5 0
10mghg 5 4164 L0P¥E00IT 4 1 5 0001 20200 5 0 0 0 5 0 4 1 4 { 4 1
Female
Wk 5 D171 LOBE009 5 0 5 0000 31 010 5 0 0 0 5 0 5 0 5 0 5 0
1000 mg/kg 5 2091128 LONE0023 0 5 5 201 2 00000 2 01 2 5 2 2 3 5 0 2 3
a) mean XS D.

b) ly. light yellow: v. vellow

) — negative; = trace; + slight ,
d) — negative; = trace; + 30 mg/dL; + 100 mg/dL
e) — negative

f) 0.1 EU/dL; + 1.0 BU/dL

%: significantly different from control p<Q.(5

¥%: significantly different from control p<0.01



Table 4-1 (continued)
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Urinalysis(sediment) in males and females on day 23 of dosing period

aoa e M &

—-Ld—

Number Red blood cell® Crystal® Cast? White blood cell®  Epithelial cell®
Sex Group of
animals - - * + - — - =+
Control 5 5 0 4 1 5 5 5 0
100 mg/kg 5 5 0 5 0 5 5 5 .0
Male
300 mg/kg 5 5 0 4 1 5 5 4 1
1000 mg/kg 5 5 0 5 0 5 5 5 0
Control 5 5 0 5 0 5 5 5 0
100 mg/kg 5 5 0 5 0 5 5 5 0
Female '
300 mg/kg 5 5 2 3 0 5 5 5 0

1000 mg/kg 5 5 0 4 1 5 5 3 2

a) —,not observed
b) —, not observed; *,a few; +, abundant

O

O




Table 4-2
'I\venty—eight-day‘repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Urinalysis in males and females on day 9 of recovery period

Number Color®  Turbidity® pH Protein®  Glucose® Ketone®  Bilirubin® Occult blood®  Urobilinogen”
Sex Group  of Volume Specific
animals i) gravity ly - 6570758085 - * + - - * - - + o+
Control 5 215+ 35% 1.068%0.007 5 5 6 21 2 0 01 4 5 2 3 5 5 5 0
Male
100mkg 5  20.5%123 1046+ 0.012 5 5 0 2 2 0 1 0 2 3 5 4 1 5 5 4 1
Control 5 19.5i4.4v1.040i0.013 5 5 02120 500 5 5 0 5 5 5 0
Female
1000 kg 4 123+ 6.2 1.054%0.017 4 4 1 03 00 2 20 4 4 0 4 4 4 0
a) mean £S.D.

b) ly, light yellow

¢) —negative; &, trace

d) — negative; % trace; + 30 mg/dL
e) — negative

fy £0.1 BU/dL; + 1.0 BU/dL
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Table 4-2 (continued)

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Urinalysis(sediment) in males and females on day 9 of recovery period

Number Red blood cell® Crystal®™ Cast?® White blood cell®>  Epithelial cell™
Sex Group of
animals — — + — - —
Control 5 5 0 5 5 5 5
Male
1000 mg/kg 5 -5 0 5 5 5 5
Control 5 5 I 4 5 5 5
Female
1000 mg/kg 4 4 0 4 4 4 4
a) —,not observed
b) —.not observed; *,a few
P



Table 5-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Hematological findings in males at the end of the dosing period

RBC Hemoglobin Hematocrit MCV M CH MCHC Reticulocyte Platelet PT APTT
Group
(X104 /mm3) (gsdl) (%) (4m?) (pg) (%) (%) (x104/mm3) (sec) (sec)
(5 (5) (5) (5) (5) (5) (5) (5) (5) (5)
control 662 14.2 42.7 64.6 21.4 33.2 7.1 99.9 22.9 24.7
. 123 0.4 1.6 1.8 +0.6 t0.4 1.2 +10. £2.9 1.7
(5) (5) (5) (5) (5) (5) (5) 5 (5) (5)
100 mg/kg 663 14.1 42.8 64.5 21.2 32.9 6.6 103.5 26.3 25.2
+22 0.7 1.8 0.8 t0.5 0.7 1.0 9.3 t6.4 2.2
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg " 662 14.1 42.0 63.4 21.3 33.5 6.0 105.1 37.2 28.1
£17 0.3 1.1 1.4 0.4 $0.4 $1.0 111.7 $11.9 $2.5
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 659 13.6 41.5 63.1 20.7 32.8 8.7 111.9 30.4 27.4
147 10.6 +1.9 +3.7 1.6 0.6 2.2 114.2 8.8 3.3
|
w
=]
|
Band Segmented
WBC neutrorhil neutrophil Eosinophil Basophil Monocyte Lymphocyte
Group
(x100/mm3) (%) (%) (%) (%) (%) (%)
(5) (5) (5) (5) (5) (5) (5)
Control 122 0 6 0 0 1 93
35 10 £3 1] 10 ] 3
(5) (5) (5) (5) (5) (5) (5)
100 mg/kg 107 0 7 0 0 2 91
+22 0 5 10 0 t1 6
(5) (5) (5) (5) (5) (5) (5)
300 mg/kg 131 0 7 0 0 1 92
19 10 %3 10 0 +1 2
(5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 115 0 8 0 0 1 90
23 0 i3 0 10 *2 5

Parameter. meanzS.D.
( ), number of animals



Table 5-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Hematological findings in females at the end of the dosing period

G RBC Hemoglobin Hematocrit MCV MCH MCHC Reticulocyte Platelet PT APTT
roup
(x104 /mm3) (g/dl1) (%) (#m3) (pg) (%) (%) (x104 /mm3) (sec) (sec)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 691 14.1 42.17 61.8 20.4 33.0 3.7 94.9 17.5 22.8
36 $0. $2.6 1.1 0.5 0.3 +1.1 7.1 1.6 1.8
- (5) (5 (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 694 14.4 43.0 62.0 20.7 33.5 3.2 100.6 15.4 21.1
15 0.4 0.7 1.0 0.6 0.4 *0. +4.0 +0.4 1.9
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 672 14.0 41.8 62.3 20.8 33.4 3.9 105.1 16.7 24.4
+28 0.4 1.2 +1.2 0.3 0.2 0.4 1. +1.0 +2.5
(4) (4) 4) (4) (4) (4) (4) (4) (4) 4)
1000 mg/kg 615%* 12.7%*% 38.0%* 62.1 20.8 33.4 10.7 101.9 17.1 21.6
45 0.2 0.4 4,7 1.3 Q.5 4.1 6.4 1.9 .%1.0
l
(%)
-
|
Band Segmented
G WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
roup
(x100/mm3) (%) (%) (%) (%) (%) (%)
(5) (5) (5) (5) (5) (5) (5)
Control 38 0 13 0 0 2 85
+13 0 +4 10 0 +2 +7
(5) (5) (5) (5) (5) (5) (5)
100 ma/kg 47 4] 8 1 0 3 87
17 E] *6 ] 0 4 11
(5) (5) (5) (5) 5 (5) (5)
300 mg/kg 45 0 12 1 0 1 86
+11 +Q t5 ] +0 + 16
4) (4) (4) (4) 4) (4) (4)
1000 mg/kg 65 0 7 2 0 1 91
+20 +0 +3 4 0 i1 +3

Parameter., meantS.D.
( )., number of animals

*, significantly different from
**, significantly different from

O

control. p<0.05
control., p<0.01

O



Table 5-2-1

'

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Hematological findings in males at the end of the recovery period

RBC Hemoglobin Hematocrit MCV M CH M CHC Reticulocyte Platelet P T APTT
Group :
(X104 /mm3) (g/dal) (%) (fam?) (p9) (%) (%) (x10% /mm?) (sec) (sec)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 707 14.4 44.1 62.5 20.4 32.7 3.3 101.4 26.4 25.9
115 0.2 0.8 1.0 0.2 0.3 +1.1 3.8 2.1 1.0
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 718 14.2 43.6 60.7* 19.8% 32.7 5.2 101.2 27.1 25.2
27 0.4 £1.6 0.9 0.3 0.4 1.8 9.2 4.2 2.2
|
w
[g\)
|
Band Segmented
G WBC neutrophil neutrorhil Eosinophil Basophil Monocyte Lymphocyte
roup
(x100/mm?3) (%) (%) (%) (%) (%) (%)
(5) (5) (5) (5) (5) (5) (5)
Control 101 0 7 0 0 2 91
21 0 3 0 0 2 14
(5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 104 0. 9 1 0 2 88
129 10 3 ] 0 3 4
Parameter. meantS.D. *, significantly different from control. p<0.05

number of animals



1aple b5—4-4

Twenty-eight-day repeat dose oral toxicity study with subsedquent 14-day recovery test of TP in rats

Hematological findings in females at the end of the recovery period
G RBC Hemoglobin Hematocrit MCV M CH MCHC Reticulocyte Platelet P T APTT
roup
(X104 /mm3) (grsdl) (%) (tan3) (P9) (%) ) (x104 /mm3) (sec) (sec)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 732 14.6 44.1 60.2 20.0 33.2 3.1 98.1 17.1 21.8
+22 0.4 1.2 1.5 0.6 0.4 0.8 6.1 +0.9 1.5
(4) (4) 4) 4) 4) (4) (4) 4) (4) (4)
1000 mg/kg 699 14.0 42.4 60.7 20.0 32.9 4.1 95.8 16.8 21.7
+58 +1.0 3.1 1.6 0.5 0.4 1.0 2.4 0.9 30,3
|
w
w
f
Band Segmented
G WBC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
roup
(x100/mm3) (%) (%) (%) (%) (%) (%)
(5) (5) (5) (5) (5) (5) (5)
Control 41 0 8 1 0 1 90
6 10 +2 ] 0 +1 4
(4) (4) (4) (4) (4) (4) (4)
1000 mg/kg 42 0 13 1 0 2 84
18 10 4 +1 %0 11 5

Parameter, meantS.D.

( ), number of animals



Table 6-1-1

Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Biochemical findings in males-at the end of the dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
protein cholesterol glyceride phos.
Group
(g/dl) (g/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 5.2 3.0 1.37 145 52 78 11 0.6 8.0 9.3
0.1 0.1 10.02 116 15 116 ] 0.0 0.3 $0.4
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 5.1 2.9 1.41 140 45 79 14%* 0.7 8.3 9.2
0.4 0.1 $0.19 19 7 128 2 0.1 0.2 +0.3
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 5.1 3.0 1.39 143 45 77 9 0.6 8.9*% 9.4
0.1 0.1 10.15 +29 16 125 12 0.1 0.5 10.2
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 5.0 2.8%% 1.29 151 49 76 11 0.7 9,2*% 9.4
0.3 £0.1 £0.08 125 10 133 1 0.1 1.0 +0.6
f
w
=
|
Na K Cl ALP LDH GPT GOT 7-GTP
Group
(mEa/1) (mEq/1) (mEq/1) (U/1) (U/1) (U/1) (u/1) (u/1)
- (B) (5) (5) (5) (5) (5) (5) (5)
Control 145.7 3.97 106.3 373 227 28 60 0
0.7 30.22 1.0 186 +178 *8 19 0
(5) (5 (5) (5) (5) (5) (5) (5)
100 mg/kg 144.6 4.18 105.6 373 171 30 63 0
1.0 $0.19 1.7 +69 177 12 16 E]
(5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 145.0 4.10 106.5 334 156 30 56 0
0.9 10.18 1.0 82 198 %3 8 10
(5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 145.1 4.08 106.1 417 182 32 55 0
0.5 $0.14 £1.2 £113 t55 15 19 0
Parameter, meansS.D. *, significantly different from control., p<0.05
( ), number of animals *x, significantly different from control., p<0.01
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Table 6-1-2

Twenty-eight-day repeat dose oral toxicity study with subsegquent 14-day recovery test of TP in rats

Biochemical findings in females at the end of the dosing period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. " Ca
Protein cholesterol glyceride phos.
Group
(gsdl) (g/d4l) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl)
(5} (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 5.1 3.1 1.60 95 45 34 19 0.6 7.9 9.0
0.1 0.1 $0.22 13 +11 13 %3 0.1 $1.6 0.5
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 5.2 3.2 1.62 105 53 40 19 0.7 8.0 9.2
0.3 0.2 +0.13 12 18 13 2 0.2 1.5 0.4
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 5.4 3.2 1.52 108 56 54 19 0.7 6.2 9.1
0.1 0.1 $0.10 113 19 20 2 0.1 0.4 0.2
(4) 4) (4) (4) 4) 4) (4) (4) (4) (4)
1000 mg/kg 5.2 3.1 1.52 106 64 41 18 0.6 7.6 9.1
0.3 0.2 +0.13 9 19 19 4 0.1 .2 0.5
I
(4%
o
I
Na K Cl ALP LDH GPT 7-GTP
GrbuP
(mEg/1) (mEgq/1) (mEq/1) (U/1) u/1) (U/1) (u/n) (U/1)
(5) (5) (5) (5) (5) (5) (5) (5)
Control 145.7 4.64 109.3 237 146 22 0
1.9 +2.33 +3.8 125 172 12 1
(5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 145.1 4.22 108.8 236 155 26 0
0.8 +1.19 2.9 152 144 +12 0
(5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 146.2 3.63 109.4 203 150 24 .0
0.7 10.35 k4] 58 +70 4 0
(4) (4) (4) (4) 4) (4) (4) (4)
1000 mg/kg 145.7 4.07 108.6 246 106 43 1
$1.2 £0.83 1.6 63 42 27 1]

Parameter, meantS.D.

). number of animals
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Table 6-2-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Biochemical findings in males at the end of the recovery period

Total Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
G protein cholesterol glyceride Phos.
roup
(gs/dl) (gs/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl)
(5} (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 5.3 2.8 1.11 148 48 51 13 0.6 7.5 9.0
0.2 0.1 £0.13 12 6 14 2 0.1 0.6 $0.3
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 5.3 2.8 1.17 141 36* 59 16 0.5 8.0 9.,7*
£0.2 0.2 +0.09 17 t5 15 2 0.1 0.5 +0.4
|
W
[=>]
|
Na K Cl ALP LDH GPT GOT 7-GTP
Group
(mEq/1) (mEg/1) (mEg/1) (/1) (U/1) (U/1) (U/1) (U/1)
(5) (5) (5) (5) (5) (5) (5) (5)
Control 144.5 4.34 106.4 275 181 27 65 0
+0.9 10.20 1.0 142 172 +5 11 1
(5) (5) (5) (5) - (5) (5) (5) (5)
1000 mg/ka 143.8 4.31 106.2 306 194 34 63 0
0.3 $0.35 1.1 B 73 +143 14 $13 10
Parameter, meantS.D. *, significantly different from control, p<0.05

( ). number of animals



Table 6-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Biochemical findings in females at the end of the recovery period

Total - Albumin A/G Glucose Total Tri- BUN Creatinine Inorg. Ca
c protein cholesterol glyceride phos.
roup
(g/dl) (g/dl) (mg/dl) (mg/dl) (mg/dl) (mg/d1l) (mg/dl) (mg/dl) (mg/dl)
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 5.5 3.1 1.36 134 61 53 22 0.7 7.4 9.3
0. 0.1 $0.12 25 8 19 5 0.1 $0.8 0.2
(4) (4) 4) (4) (4) 4) (4) (4) (4) (4)
1000 mg/kg 5.5 3.2 1.37 117 59 40 20 0.7 8.9 9.5
0.3 0.2 30.10 £17 *5 15 +2 $0.1 +1.8 0.5
i
o
~1
|
Na K Cl ALP LDH GPT GOT 7-GTP
Group
(mEga/1) (mEq/1) (mEq/1) (U/1) (U/1) (U/1) (U/1) (U/1)
(5 (5) (5) (5) (5) (5) (5) (5)
Control 143.9 4.57 107.9 182 178 22 63 0
0.5 10.30 +1.2 42 50 +3 7 0
(4) 4) (4) (4) (4) (4) (4)
1000 mg/kg 144.0 4.47 107.9 150 146 23 62 0
+1.1 +0.54 1.1 £35 +56 4 11 0

Parameter, mean#S.D.
( )., number of animals



Table 7-1-1

Twenty—eight-day repeat dose oral toxicity
Absolute organ weights in males at the end

study with subsequent l4-day recovery test of TP

of the dosing period

Adrenal
G Body weight Brain Thymus Heart Liver Kidneys glands Epididymides
roup
(mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) 5 (5) (5) (5)
Control 1903.3 614.4 1199.8 13184.0 2815.3 51.7
*44.3 +80.2 +75.3 t512.0 +281.8 5.7
(%) (5) (5 (5) (5) (5)
100 mg/kg 1948.9 753.4 1190.2 12989.3 2862.2 49.4
*51.9 +106.8 +48.6 +1347.5 +208.3 2.7
(5) (5) (5) (5)
300 mg/kg 1941.5 683.1 1172.6 12477.1 2808.2 43.8*
+49. +74.9 +*79.7 +743. +322.8 4.3
(5) (5) (5) (5) (5) (5)
1000 mg/kg 1946.9 562.5 1101.6 12686.6 2583.8 43.4%
$¥114.3 +103.7 *52.2 +812.0 ¥154.5 3.7
Parameter., *, significantly different from control,

—_ 8 8 —_

number of animals

., significantly different from control. p< 0.01



Table 7-1-2
Twenty—-eight-day repeat dose oral toxicity study with subsequent 14-day recoveryY test of TP in rats
Absolute organ weights in females at the end of the dosing period

Adrenal
G Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
roup
(g9) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (5) (5) (8) (5) (5) (5) (5)
Control 212.0 1761.8 474.9 771.2 6749.1 1674.4 482.6 61.6 84.3
+23.4 $43.4 *150.8 194.6 +1111.2 £123.6 +97.0 4.5 *7.9
(5) (5) (5) (8) (5) (5) (5) (5) (5)
100 mg/kg 227.8 1727.1 403.7 777.0 7084.1 1663.9 476.1 57.9 95.1
+12.0 $68.9 _ *70.3 +89.8 +*502.3 +107.6 +41.4 +7.3 +11.6
(5) (5) 5 (5) (5) (5) (5) (5) (5)
300 mg/kg 213.7 1790.5 451.3 779.3 7218.3 1765.8 485.1 53.0 85.7
+11.8 +66. +93.8 +60.5 +724.6 %148.6 +23.7 6.3 *11.8
4) 4 4) 4) 4 4) (4) 4) 4)
1000 mg/kg 202.90 1860.9 347.8 761.8 7532.5 1791.8 640.1%* 51.8 73.5
+24.8 *50.3 t51.5 *54.4 +1431.7 +232.2 +98.6 7.0 +22.2
Parameter. meanzS.D. *, significantly different from control. p<0.05
( ). number of animals . .

— 6 8 —



Table 7-2-1
Twenty—eight—-day repeat dose oral toxicity study with subsequent l4-day recovery test of TP in rats
Absolute organ weights in males at the end of the recovery period

Adrenal
G Body weight Brain Thymus Heart Liver Kidneys Sprleen glands Testes Epididymides
roup
(g) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (5) 5 (5) 5 (5) (5) - (5) (5)
Control 409.7 1977.8 516.3 1395.4 13964.7 3169.4 842.6 59.2 3311.3 871.9
+18.3 68.3 +136.7 +83.2 *454.8 *271.5 *43.6 *13.4 +274.1 +56.1
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 415.3 2052.5 584.4 1295.2 13720.0 2964.5 841.3 53.5 3112.3 746.7*
+41.6 91.7 +102.5 £113.2 +2360.5 +456.8 +103.8 8.4 +224.5 *70.1
Parameter. mean+S.D. *, significantly different from control. p<0.05

} . number of animals

~-07 -
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Table 7-2-2

Twenty—eight-day repeat dose oral toxicity study with subsequent 14~day recovery test of TP in rats

Absolute organ weights in females

at the end of the recovery period

Adrenal
. Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
roup . '
(g9) (mg) (mg) (mg) (mg) (mg) (mg) (mg) (mg)
(5) (5) (5) (5) 5) (5) (5) (5) (5)
Control 255.6 1851.9 372.3 834.0 7697.5 1988.0 491.9 65.5 90.7
*14.6 *43.5 +106.2 +40.1 *561.9 *73. *59.3 +311.7 +14.7
4) 4) (4) 4) (4) (4) 4) 4 (4)
1000 mg/kg 229.1% 1842.1 345.2 808.6 7107.0 1757.6*% 504.7 60.9 85.8
+14.5 *76.2 +*72. 159.0 +*209.0 *79.0 *33.5 *4.7 4.9
Parameter, mean#S.D. *, significantly different from control. p<0.05
( )., number of animals **, significantly different from control. p<0.01

_['17_
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Table 8-1-1
Twenty—eight-day repeat dose oral toxicity study with subsedquent 14-~day recovery test of TP in rats
Relative organ weights in males at the end of the dosing period

Adrenal

G Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
roup
(g) (mg/9g) (mg/g) (mg/g) (mg/g) (mg/qg) (mg/qg) (mg/g) (mg/g) (mg/g)
(5 (5) (5) (5) (5) (5) (5) (5) (5) (5)
Control 347.7 5.480 1.766 3.451 37.939 8.115 2.164 0.149 8.255 1.715
$15.7 x0.153 +0.200 +0.143 +0.881 30.923 $0.181 *0.017 $0.491 +0.098
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 360.6 5.413 2.090 3.308 35.955 7.934 2.001 0.138 7.994 1.654
+17.1 +0.252 t0.277 $0.174 x2.437 *0.353 +0.348 +0.012 +0.423 +0.152
(5 (5) (5) (3) (5) (5) (5) (5) (5) (5)
300 my/kg 343.3 5.660 1.988 3.414 36.403 8.198 2.254 0.128 8.275 1.764
$14.3 +x0.178 *0.172 +0.116 *2.798 +1.088 *0.244 +0.0185 +0.782 +*0.235
(5) (5) (5) (5) (5) (5) (5) (5) (5) (5)
1000 mg/kg 305.4%** 6.373%* 1.844 3.608 41.538 8.466 2.495 0.142 9.382* 1.902
5.0 +0.347 0.362 £0.195 *2.609 +0.614 *0.365 +0.012 +0.858 10.105
Parameter. mean£S.D. *, significantly different from control. p<0.05
( ), number of animals **, sjignificantly different from control. P< 0.01



Table 8-1-2

Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Relative organ weights in females at the end- of the dosing period

Adrenal
G Body weight Brain Thymus Heart Liver Kidneys Spleen glands Ovaries
roup
(g9) (mg/9) (mg/g) (mg/g) (mg/g) (mg/g) (mg/9) (mg/g) (mg/g)
5 (5) (5) (5) (5) (5) (5) (5) (5)
Control 212.0 8.413 2.225 3.647 31.704 7.951 2.270 0.294 0.402
+23.4 *1.167 *0.553 +0.315 *2.441 *0.716 *0.312 +0.044 +*0.057
(5) (5) (5) (5) (5) (5) (5) (5) (5)
100 mg/kg 227.8 7.598 1.766 3.407 31.093 7.310 2.093 0.256 0.418
$12.0 *0.483 10.245 *0.305 *1.278 +0.418 +0.188 *0.040 *0.050
(8) (5) (5) (5) (5) (5) (5) (5) (5)
300 mg/kg 213.7 8.403 2.114 3.646 33.757 8.267 2.275 0.248 0.404
+11.8 $0.614 $0.443 +0.181 t2.335 +0.552 +*0.156 +0.030 +0.073
4) ) 4) 4) 4) 4) 4) 4) 4)
1000 mg/kg 202.0 9.305 1.724 3.792 37.083*% 8.873 3.161%% 0.258 0.361
+24.8 +0.984 +0.183 +0.229 +2.813 +0.313 +0.139 +0.035 *0.079
Parameter., mean#S.D.

v

_.8 p -

number of animals

*%, significantly different from control. p< 0.01
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Table 8-2-1
Twenty—eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats
Relative organ weights in males at the end of the recovery period

Adrenal
G Body weight Brain Thymus Heart Liver Kidneys Spleen glands Testes Epididymides
roup
) (mg/g) (mg/g) (mg/9g) (mg/g) (mg/9g) (mg/9) (mg/g) (mg/9g) (mg/g)
(5) (5) (5) (B5) (5) (5) (5) (5) (5) (5)
Control 409.7 4.830 1.250 3.412 34.103 7.736 2.062 0.145 8.075 2.131
+18.3 +0.150 *0.281 +0.268 +0.824 +0.573 +0.185 $0.031 +0.420 +*0.151
(5) (5) (5) 5) (5) (5) (5) (5) (5) (8)
1000 mg/kg 415.3 4.971 1.405 3.123 32.968 7.131 2.038 0.131 7.579 1.815*
*41.6 +0.410 +*0.171 +0.114 $3.941 +0.736 +0.293 0,033 +1.182 +0.263
Parameter, meantS.D. *, significantly different from control. pP<0.05

) . number of animals

-V V-




Table 8-2-2
Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day recovery test of TP in rats
Relative organ weights in females at the end of the recovery period

Adrenal
G Body weight Brain Thymus Heart Liver Kidneys Srleen glands Ovaries
roup B .
(g) (mg/g) (mg/g) (mg/g) (mg/q9) (mg/g) (mg/g) (mg/g) (mg/g)
(5) (5) (5) (5) ) (5) (5) (5) (5)
Control 255.6 7.265 1.461 3.266 30.122 7.789 1.921 0.256 0.357
*14.6 +0.487 *0.430 +0.133 +1.596 *0.336 *0.146 +0.045 *0.065
(4) 1) 4) (4) (4) (4) 4 (4) 4
1000 mg/kg 229.1% 8.051%* 1.497 3.530* 31.092 7.690 2.204* 0.268 0.377
t14.5 0,183 +0.222 *0.131 *1.470 +0.473 +0.076 $0.036 +0.046
Parameter., meaniS.D. *, significantly different from control. p<0.05
( ), number of animals

— G V —



Table 9-1-1

Twenty-eight-day repeat dose oral toxlic

Macroscopic findings in males at the end of the dosing period

1ty study with subsequent 14-day recovery test ol TP in rats

Group Control 100 mg/kg 300 mg/keg 1000 mg/kg
Grade - - + = ot - +
(Lung/Bronchus) 5] 5] [ 5] 5]

Spot, dark 3 3 2 4 1
(lcart) 5] 5] [ 5] 5]

Arca, pale 4 5 5 5 0
(Thoraclc cavity) 5] 5] [ 5] 5]

White material 5 5 4 5 0
(Stomach) 5] 5] [ 51 5]

Edema, mucosa, forestomach 5 5 5 4 1

-, Negative; +. Positive
[ 1, Number of animals examined
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Table 9-1-2 ‘ .
Twenty-elght-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Macroscoplc findings in females at the end of the dosing perlod

Group Control 100 mg/ke 300 mg/kg 1000 mg/kg
Grade - + - + - + - +
(Lung/Bronchus) [ 51 - [ B] [ 5] [ 4}
Area, white 5 0 4 1 5 0 4 0
Spot, dark red 5 0 5 -0 5 0 . 3 1
(Liver) [ 51 [ 5] [ 5] [ 4]
Yellowish 4 1 5 0 5 0 4 0
Accentuation, lobular pattern 4 1 5 0 5 0 4 0
Spot, pale 5 0 3 2 5 0 4 0
(Spleen) [ 51 [ 5] [ 51 [ 4]
Accessory spleen 4 1 153 0 5 0 4 0
(Adrenal gland) [ 51 [ 51 [ 5] [ 4]
Spot, dark 5 0 5 0 5 0 3 1
(Ovary) [ 5] { 5] [ 5] [ 4]
Dilatation, paraovarian bursa 5 0 5 0 4 1 4 0
{Skin) { 5] [ 5] [ 51 [ 4]
Alopeclia/Sparsed fur 4 1 5 0 4 1 4 0
Crust 4 1 5 0 4 1 4 0

—, Negative; +, Positive
[ ], Number of animals examined



Table 9-2-1 : .
Twenty-elght-day repeat dose oral toxicity study with subsequent 14-day
recovery test of TP 1n rats

Macroscopic findlngs in males at the end of the reccovery period

Group Control 1000 mg/kg
Grade - + - +
(Lung/Bronchus) [ 5] [ 5]

Spot, dark 4 1 3 2

-, Negatlve; +, Positive
[ 1, Number of animals examined
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Table 9-2-2
Twenty-elght-day repeat dose oral toxicity study with subsequent 14-day
recovery test of TP in rats

Macroscopic findings in females at the end of the recovery period

Group Control 1000 mg/kg
Grade - + - +

[ 5] [ 4]

No remarkable change

—, Negative; +, Positive
{ 1, Number of animals examined



— 0 g —_

Table 9-3 -
Twenty-elght-day repeat dose oral toxlicity study wlth subsequent
14-day recovery test of TP in rats

Macroscopic findings in females died during the dosing period

Group : 1000 mg/kg
Grade - +
(Thoracic cavity) [ 2]

Oily fluid 0 2

Blood clot : 1 1
(Lung/Bronchus) [ 2]

Area, dark 0 2
(Kldney) [ 2]

Hypoplasia, unilateral, left slde 1 1
(Spleen) [ 2]

Pale 1 1
(Glandular stomach) [ 2]

Pale, mucosa 1 1
(Esophagus) [ 2]

llemorrhage 1 1

Perforation 1 1
(Skin) [ 2]

¥et, around the mouth 0 2

Area, red, forelimb, right side 1 1

—, Negative; +, Positive
[ 1, Number of animals examined



¥ H ¥

x

i

— I 9 —

Table 10-1-1
Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Histopathological findings in males at the end of the dosing period

++ +++ pos.

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + 4+t +++ Pos. - + + ++ +H pos. - + + + +4++ pPos. -+ +
(Brain) [ 51 [ 0] [ 0] [ 5]
No remarkable change
(Spinal cord) [ 5] [ 0] [ 0] [ 5]
No remarkable change
(Heart) [ 51 [ 0] [ o] [ 5]
Myocardial degeneration 3 2 0 0 O 2 5 0 0 O
(Liver) [ 51 - [ 5] [ 5] [ 51
Hypertrophy, hepatocyte, centrilobular,
ground glass appearance 5 0 0 0 O 0 5 0 0 0 O 0 5 0 0 0 O 0 1 3 1 0
Fatty change, periportal 0 5 0 0 O 5 0 3 2 0 O S 1 4 0 0 O 4 3 2 0 O
(Thymus) [ 5] [ 0] [ 0] [ 5]
No remarkable change
(Spleen) [ 5] [ 5] [ 51 [ 51
Hematopoiesis, extramedullary 0 0 32 0 5 0O 0 5 0 0 5 0 0 4 1 O 5 0 0 3 2
Deposit, hemosiderin 0 5 0 0 O 5 0 5 0 0 O 5 0 5 0 0 O 5 0 0 5 0
Dilatation, sinus 5 0 0 0 O 0 5 0 0 0 O 0 5 0 0 0 O 0 0 1 4 0
(Kidney) [ 5] [ 0] [ 0] [ 8]
Basophilic tubule, cortex 1 4 0 0 O 4 2 3 0 0
Eosinophilic body 4 0 0 1 O 1 4 0 1 O
Cyst 4 0 1 0 O 1 5 0 0 O
(Urinary bladder) { 5] [ 0] [ 0] [ 5]
No remarkable change
(Adrenal gland) [ 5] [ 0] [ 0] [ 5]
No remarkable change
(Stomach) [ 5] [ 5] [ 5] [ 5]
Squamous hyperplasia, diffuse,
forestomach 5 0 0 0 O 0 5 0 0 0 O 0 5 0 0 0 O 0 0 5 0 O
Erosion, glandular stomach 5 0 0 0 O 0 5 0 0 0 O V] 5 0 0 0 O 0 4 1 0 O
(Ileum) [ 51 [ 0] [ 0} [ 5]
No remarkable change
(Sciatic nerve) 5] 0] 0] 5]
No remarkable change
(Bone marrow of femur) 51 0] 0] 5]
No remarkable change
(Lung) [ 2] [ 2] [ 3] [ 1]
Hemorrhage 0 2 0 o0 O 2 0 1 1 0 0 2 0 2 1 0 O 3 0 1 0 0
Granuloma, foreign body,
on pleura 2 0 0 0 O 0 2 0 0 0 0 0 2 01 0 O 1 i 0 0 O

0 0

0 4%
0 2

0 5
O#s 5
O®= S##
0 3

0 1

0 0
Onx SH##
0 1

0 1

0 0

-, Negative; %, Very slight; +, Slight; ++, Moderate; *+++, Severe; Pos., Total of positive grade
[ 1, Number of animals examined

##, Significantly different from control p<0.01 (Two-tailed Mann-Whitney U test)

#, Significantly different from control p<0.05 (One-talled Fisher exact test)

##, Significantly different from control p<0.01 (One-tailed Fisher exact test)

O O
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Table 10-1-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day recovery test of TP in rats

Histopathological findings in females at the end of the dosing period

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + 4+ +++ pos. - + + ++ +++ pos. - + + +4+ ++ pos. - + + 4+ ++ pos.
(Brain) 5] 0] (13 4]
No remarkable change
(Spinal cord) 5] 0] 01 4]
No remarkable change
(Heart) 51 0] 0] 4]
Myocardial degeneration 4 1 0 0 O 1 4 0 0 0 O 0
(Liver) 51 5] 5] 4]
Hypertrophy, hepatocyte, centrilobular,
ground glass appearance 5 0 0 0 O 0 5 0 0 0 O 0 5 0 0 0 O 0 3 1. 0 0 O 1
Fatty change, periportal 0 3 2 0 O 5 0 5 0 0 0 5 0 3 2 0 o0 5 0 4 0 0 O 4
Fatty change, focal 5 0 0 0 O 0 4 0 1 0 O 1 5 0 0 0 O 0 4 0 0 0 O 0
(Thymus) 5] . 0] 0] 4]
No remarkable change
(Spleen) 5] 5] 5] 4]
Hematopoiesis, extramedullary 0 5 0 0 O 5 0 5 0 0 O 5 0 4 1 0 O 5 0 0 4 0 Ows 4
Deposit, hemosiderin 0 2 3 0 O 5 0 0 5 0 O 5 0 1 4 0 0 5 0 0 0 4 O=s 4
Dilatation, sinus 5 0 0 0 O 0 5 0 0 0 O 0 5 0 0 0 0 0 0 0 4 0 Ows 44#
(Kidney) 5] 0] 0] 4]
Basophilic tubule, cortex 0 5 0 0 O ) 1 3 0 0 0 3
Mineralization,
cortico-medullary junction 4 1 0 0 O 1 0O 0 0 O 0
(Urinary bladder) 5] 0] 01 4]
No remarkable change ’
(Adrenal gland) 5] 0] 0] 41}
No remarkable change
(Stomach) 5] 51 51 4]
Squamous hyperplasia, diffuse,
forestomach 5 0 0 0 O 0 5 0 0 0 O 0 5 0 0 0 O 0 0 2 2 0 Ows 4##
(Ileum) 51 0] 0] 4]
No remarkable change
(Sciatic nerve) 5] 0] 0] 4]
No remarkable change
(Bone marrow of femur) 5] 0] 0] 4]
No remarkable change
(Lung) 01l 11 01 1]
Accumulation, foam cell 01 0 0 0 1 1 0 0 0 O 0
Hemorrhage 1 0 0 0 o0 0 0 1 0 0 O 1
(Skin) 1] 0] 11 0]
Ulcer 0 0 1 0 O 1 0o 0 1 0 0 1
Crust 0 0 1 0 O 1 0O 0 1 0 O 1
Hyperplasia, epithelium 0O 0 1 0 O 1 0o 0 1 0 O 1

—, Negative; I,
[ I

Number of animals examined

#», Significantly different from control p<0.01
##, Significantly different from control p<0.01 (One-tailed Fisher exact test)

(Two-talled Mann-Whitney U test)

Very slight; +, Slight; *++, Moderate; ++t, Severe; Pos., Total ol positive grade
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Table

10-2-1

Twenty-eight-day repeat dose oral toxicity study with subsequent l4-day

recove

ry test of TP in rats

Histopathological findings in males at the end of the recovery period

Group Control 1000 mg/kg
Grade - * + ++ +H pPos. - 1+ + ++ +++ pos.
(Liver) ) 5] 51
Fatty change, periportal 0 5 0 0 O 5 1 2 2 0 O 4
(Spleen) 51 5]
Hematopoiesis, extramedullary 0O 1 4 0 O 5 0 0 5 0 0 5
Deposit, hemosiderin 0 1 4 0 O 5 0 0 0 5 O=x= 5
Dilatation, sinus 5 0 0 0 O 0 4 1 0 0 O 1
(Stomach) 5] 51
No remarkable change
(Lung) 1] 2]
Hemorrhage 0 1 0 0 O 1 0O 2 0 0 0 2

~ N
Pos.
[ T,

ww,

egative; %, Very slight; +, Slight; ++, Moderate; *+H++, Severe

» Total of positive grade
Number of animals examined

Significantly different from control p<0.01 (Two-tailed Mann-Whitney U test)
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Table

10-2-2

Twenty-eight-day repeat dose oral toxicity study with subsequent 14-day

recovery test of TP 1n rats
Histopathological findings in females at the end of the recovery perlod

Group Control 1000 mg/kg

Grade - + 4+ ++ +H pos. - + + ++ +++ Pos.
(Liver) [ 5] [ 4]

Fatty change, periportal 0 5 0 0 O 5 0 4 0 0 O 4
(Spleen) [ 5] [ 4]

Hematopolesis, extramedullary 0 3 2 0 0 5 0 3 1 0 0 4

Deposit, hemosiderin 0 0 4 1 0 53 0O 0 0 4 O 4
(Stomach) [ 5] [ 4]

Squamous hyperplasia, diffuse,

forestomach 5 0 0 0 O 0 3 1 0 0 o 1

= N
Pos.
[ 1

ne,

egative; ¥, Very slight; +, Slight; ++, Moderate; ++t, Severe

» Total of positive grade

Number of animals examined

Significantly different from control p<0.01 (Two-talled Mann-Whitney U test)
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Table 10-3

Twenty-eight-day repeat dose oral toxicity study with subsequent

l4~day recovery test of TP in rats

Histopathological findings in females died during the dosing period

Group 1000 mg/kg
Grade - + + ++ +++ pos.
{Brain) 2]
No remarkable change
(Spinal cord) 21
No remarkable change
(Heart) 2]
No remarkable change
(Liver) 2]
No remarkable change
(Thymus) 2}
No remarkable change
(Spleen) 2]
Hematopoiesis, extramedullary 0O 0 2 0 O 2
Deposit, hemosiderin i1 1 0 0 O 1
(Kidney) 2]
Basophilic tubule, cortex 0 1 1 0 O 2
Hypoplasia, unilateral, left side 1 0 0 1 0O 1
(Urinary bladder) 2]
No remarkable change .
(Adrenal gland) 21
No remarkable change
(Stomach) 2]
Squamous hyperplasia, focal,
forestomach 1 0 0 1 O 1
{Ileum) 2]
No remarkable change
(Sciatic nerve) 21
No remarkable change
(Bone marrow of femur) 2]
No remarkable change
(Lung) 2]
No remarkable change
(Esophagus) 1]
Perforation 0 0 1 0 O 1
Hemorrhage, submucosa 0 0 1 0 O 1
Hemorrhage, adventitia 0O 0 0 1 ¢ 1
(Skin) 2] :
Crust ) 1 0 1 0 0 1
Ulcer 1 0 1 0 O 1
-, Negative; %, Very slight; +, Slight; ++, Moderate; 1+, Severe

Pos., Total of positive grade
[ 1, Number of animals examined
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