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3. =E#H

FFT7 =) —ND0 (HREE: =— ) | 0.4, 2 X 10mg/kg % . Sprague-Dawley
FSPF 7 v M ORECIIAZEAT 14 BRI A RECHIM 238 L CHIMATE £ TU2 BH).
MEVZ I AZEC AT 14 H B 2 RECHAR R CEiRBIE 218 U CiR¥l4 B £ T(42~48 BE)
BREROHRE L, KEREEHEROEEREREE LRI Lz, EiZ, 0 XU 10 mg/kg
BEHO—E O OWTIL, ML bIZ 42 HEIRE L72% 14 BEOKRENM %
T, EHEoTHEEBRR L,

3.1 RERSSEH

—IREE, MR —RREBOBE, HERE., BARNE, BREHEOAE. KE,
EEE, RREERCOLHFSRALVEY (TSH, T RUT,) BETIK. #RUEREORE
1RO T,

I 7 FRE Tk, BED 10 mg/kg 5B CRMERE R O~NE S o U EIEM, §8R
MERRICEENERD S, FEREREMD 10 me/kg ¥ 55 ©EH R i BREHE K& U8R M
HREESELRD LN,

MECFERE TIE, O 10mgkg BEFHE TR VAT a— LR VIBEIZEER
ROBNT,

BEEETIH, HoD 2 KT 10 mg/kg B EBHEW N RELEEMED 10 mg/kg B 5RETE
JREEOBMEN, REREMED 10 mg/kg BEHTHIBREEOEMMN, MO 10 mg/kg
BREFCTHBEEORENIRD LN,

FRHEFERE TIE, D 10mg/kg B EH TARARMICERBROEBREUVKRELEA LN,
FERRFERTIE, 04 mg/kg L EOBRERE T, HECTBIEO RS LMD FEEME /MK
BAH LN, 2 mgkg U EOBRERETIE, BICBRORMEOIEE, BARME, B
MEROCEE OB, M/ NEROEOFMRIERSA LI, 10mgkg REHT
X, BECEBOMEOMIRRE, KEBMIC BB RME LEMEOZEREER TR
HE BB O BARRREESE, MEREIZ BRIROE M TTHE R VIR B R e R OBMN H 6
ni,

BEEETAHLNEERIE, WTINBHREIZLVEERLIVEEBEBLZZ L0 Dh,
AFEOEEEZ b, BIBOBEARIZ OV TIHMARIZ L B #HEIEA LR
Moo, FOMDBFEEICHOWTIIREIZ LD R L b, RERMEIZADN
7o RAE LA OB R CBAIRREIEIZ OV T, BN T ARERENRRN &
N5, A OWTHLMNITE R o7,

32 EmERESH

MR, REFTIKELZAE. REE, BRERUSZRBRRILIIERYEREDOE
BIIRRO bR o T, Fiz, HER, HIRMM, &5, BRER. BER, LE
B, HAERKEOCHARIERDERSOEEIIRDONT., BLITBFOHER

10
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BICHLEBEIRD o7,
HAR T, HAERBROAREE, HAERROAER 4 B OMBARER QN HEL, £1%
4 BAEFEREVHRFTRICERDEREICLZEEEIRD LN o1,

TR OREEN D, RRBEGTICH T, RERWEOHERNDIC 1T 5 RER
S5EMCHT A EPERROBBEEIT L bICHET 0.4 mg/kg K. T 0.4 mg/kg.
MR L R B B ATERABIICRT 2 RESERCESHEIT TR
10 me/kg B & $HF Utz

11
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4. #&

il

BAeHHEERERRELTERCIWELLAREOSERICLY, FAT =/ —
ADFy b ERCIEOREI & 5 RERE Bl A A RO SRR Y Rl L7z
DT, TORJERET B,

2B, FRBRIZUTOEELBTFL, H4 K74 U SICERLT, HKARERY Y
YTy H—CEM LI,
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5. HBHHRUEZE
51 #HRMERUERK
51.1 HERME

FF T =) —Vik UTOERE EHIZEALE, £, &
BRBRLARIIZRARM AR MAOBRIEBIZEL Y BERERINATWVS (RRBREE .
A-2315, BAAER D

& : FFT =)=
FEFEA R : Thiophenol

B4 : Ry rFEA—N
CAS &5 : 108-98-5
BRATRERES 3-1092

EE IR ER

s

SFR : C¢HsS
SR : 110.18
FHRICBIT 3R - EaFRRE
BB : 168°C
2L P : —15°C
gk : 76°C
ARE : 0.13kPa/18°C
ERJEE (£5=1.0)
: 3.8
BE : 1.08 g/cm’
b AL : T ;K (836 mg/L, 25°C) . BIE; T Aa—i,
' BFl; =—F I, NPy
#E (GC) : 99.9%
Rk : 8
HRE (20/20) : 1.0792
JE 7. n20/D : 1.5899
AFE : 429 mL
REFE : ke IBEEET (AR & L CTHRTBEN GFAE : 1~10°C,
EHE : 3~6°C) WRFELE) | FHEHBEERTHE
RFEZ AT : HEBR S AFTERYERFEROE 2 Proei 4 PR

13
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YETRARE

BV EOBE : KREE, FEBOBKEZ DTV, v &7, fH#
REE, REFREOFURHFERZEAL, BEEOE
REREC, BROBARIX, F, BEEELED, OB
Wi A,

REM : REYMETRIHBREERY VY —F 2 ¥ — R
BRIV T, BRFEBRDEOFRNABIR AT k
NEERLEER, ERERMNCER LB RY
M EIZERKRTH D BERICHE X 2o,
& 2)

BEDNLE : WRWE 5 ¢ 2RERB L L THBREFEFROEEHRE
FRERIZRE LTz, BERBREOSTRTROBREIX
ETHEALS L=,

51.2 L 27N

¥ N : a—H

fixEE : FYesisE TEERSH

oy bES : PEG0519

REFIE : =ik

RIFBET : BT 2 PR EA 4 BE R E AR =

BB, BEIZOWTIE, FRBRICESN > TEE LAEAFEREPREREEN) T—
a vy REOEEHRR ERES  A-2315) TBWT, a— P TORBHEDOERE
MICBRFREEBIBOLN TR Z ¢, = —VBEBIR L,

52 #5BROAM

5.2.1 RIS EOR

HRIERHELY B OHBRDEEZR VBRI I BERERE LT, LEEOERELE
BT T ABITHEL, BRI EREIZER L,

522 BERBEORR

ARVY U E—ICHEROK SEOBREBEZER LR, TIICBREZEISLERD
BRYEE ) o UTRY, ERICFE L, ARXRVI U F—%FTRED, #HLT
BEL, TREMR L L 2HAE, FIBEEZ AR Y v -z, HERIZ
ART v LTz, ARV VEF—0n% 7y 7 THUCHSREHRERLEE, 28
FREN S AMEITH Lz, ARIARICT., BREMOBRIN-HENTREICHE
ALz, B, BREBEXNTZ 7 MNATERBL., BRI Y BIZBIR T AR—r—%
FNETRE SETHERLS L,

14
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5.2.3 BRBOREE

AHERWE D 0.0862 X1 21.6 mg/mL IFEK (K =— ) 13 BEH F I
ANZERT6HHRETHD Z EBHRASHR Y VY —F v —THERENTND
(RBRESE - A-2315, HAHER3) .

5.2.4 WERR D RERESE

BERRBEILEE6ED 2, FEEOHBIBIC OV THERAERY VY —F&
& —HES AT CHPLC IZ L WV BERER Z EHE L. . B 5 FERORERITBWV T 04
mg/mL DR FEICKT 2 HBRMEOEIE D 86.8% T, FFAME (BE : RFHEICK
T 5EE 5 100.0£10.0%) ZTEI-ZD, BARLEL, TOKR, SRERCET
5 RREICHT HHBRMEDOEIEIL 94.5~99.6%TH Y, WTFNbHAHAN (RE
FREIAT BEE 5 100.0£10.0%) Thofz (RFER 4, 5) Z&nd, BBRED
RELCHBEIX o T b EZ bz, SITEOEREE U TICRT,

[BIE xS IEEYE]
%ﬁ%gw—%%ﬁﬁwﬁkbfﬁﬁbto
2R : FF 7 )=
oy hEE : 7U8SB
HiE (GC) : 99.9%
HeE (20/20) : 1.0792
BREFIE : B, T (BRERT & L CHEBEN (BFAE  1~10°C,
FEHME : 2~8°C) IKHRFELE) | BEIHZIXERTE
RIFSHAT : RS REFT R ERTFERVELEIZED LR
FHBET
[RE]
REL =% A—F—
AE =N HPLC A Thermo Fisher Scientific, Inc.
YUBRTART FY vATKTY | RERR YR T RS
D AR IR e T ERASH
TF )= HIERR FEHIEE T A SH
FRUK Milli-Q KBEL R T A
(FAKRERUELR]
1) HPLC ¥ X7 A
BBRAROCER 2 —
HPLC 2690 b — g VED a—/b
BRigs 2487 57 2 7V A UV/VIS R HH 85 Waters Corporation
7 — & R =T AR sue ST T4 — Ry —

15
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2) X#t

Hasa R ORI -
EF LMEM PM2000 Mettler-Toledo AG

3) 2ok

BHR4 RUBRK A—H—
V=X T460 Elma Hans Schmidbauer GmbH & Co KG
Us-2 7 AT RS
FOFNpH A —F HM-25R HET —r—r—%R&it
Milli-Q k8 s X7 A Milli-Q Advantage A10 Millipore Corporation

[RIK DS
1) 20 mmol/L U »ERIEER (pH 2.5)

YVBRTAKEFT NI U ATKRMBHD 3.12g % 1800 mL OFERUK CHEMAIE, ZDE
WIZY AVBBZEMU, pH % 250 ICFHR L%, £8 2000 mL & U7z, AREITFHR
AOZTER Lz (BEAHR : e 2 BRUN)

2) HPLCHBENE [A 4 —/L,/20mmol/L U  EEIEEW (pH2.5) BIK (6/4. viv) ]
A& 7 —/ 1800 mL BT 20 mmol/L VU »ERMEEIR (pH 2.5) 1200 mL 2EA LR
Lir. ARIITERARE S BLIPICHER L. (HHER : AR 1 5AURN) .

[FERF B R R EER DR ]

BEYMED IlmL 28R L, =& /—AE2MxTE2E200mL & L CEREFRKE HE
BRI, ZOEEFEO | mL 2 ERICERL, =& /—LE2NMATE2E25 mL &
L CERERE-2 2ARER L, BRI OEERK2 O | mL ZEREICERL, =4
J—=NEMZATEE20mL & UCZEREKR-1 » AR U7 GIREE 108 pg/mL),

[ & ERFE O FERL]

LZBIEFRE % n=1 TERBICER L . UTORIZHE > THIEERRF 2 AR L,
B, AERBNBRELRboel®), ERTARMCBEETHRAE S EK L CIFRSY
77

B 2R
BEBtH ng BRRB EER g
(mgmly FER EEE Copm @y T
()
0.4 2 100 - - 50
2 2 100 5 20 200
10 2 200 1 10 1000
B =z —n

16
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[HPLC # E&f5]
BT A : YMC-Pack Pro CI18 RS (4.6 mm I.D. x 150 mm,
PLFBS um, RS- T AL 1)
B 5 AMEBEERERE
: 30°C
Bt : AZJ—V,/20 mmol/L U ERIREW (pH 2.5) IR
(6/4, viv)
e : 1.0 mL/min
Ly fau : UV (HIEHEE 254 nm)
REHEAE : 10 pL
A= b —RERE
10°C
EAIERF
‘ EAIRF EAEE EARRE
1 3 BHEK-1 (VA7 LABEAMRE)
2 3 EERE-1 (TER)
3 1 BEERRS (0.4 mg/mL)
4 1 HEERREE (2 mg/mL)
5 1 RlEERFEE (10 mg/mL)
[ AT NEE ]

BIERMERFICEREBK-1 2 3EEREAL, F4 7/ —VORBEMENL—2
EEOERMZER Lz, HEERIEREBEEOY— 7 BEOMBMEREREEY. 5%
UTFE L, EORBR, BREFFMOBMEEREITT T 0.0%. ©—7 @EDOHERE
ERZEIX06%NUTTHY , HITEBEFH T HRETho=Z b, APEOZ YU
BRER ST,

[HIERBPFF 7= ) —NVEEDEH)]

EERK-1 2 3EBALTFA 7= ) — LD — 7 BREOEHE (Qs) kKD,
AICRIEERREEZ IEEALTF A7) — A0 Y- EHE (Qt) 2RD. UTFD
RICEVAERBPOF AT =/ —VRE (mg/mL) &R, £, RREICHT
HEE (%) ZEHLE,

HERB G F 7=/ —VEBE (mg/mL) = % x AxFx ﬁ—.

(033 HEZRARBOFA 7 =) —LOY— I BER
Qs BEBRK-NOF AT = ) —AOEHE— 7 TR
A EEREPOF AT = ) — NV BE (ug/mL)

F : FHRE

53 HFHRIVERURHMOEREH
EURRETA FIA VLD ITomERRAVWERBEMLEL IR TV 0D

17
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Sy FEBRLE, ¥z, ZTORRIEASNEZZRHEOT v Mix—REHRABR, 45
BEEZHRBICELAVDOR, 2o, FOEERIZAONTEY, ¥E2ERNEE
ThHhHZEMLERLE,

5.4 HEREY

Sprague-Dawley & SPF 7 » b (Crl:CD(SD), HARF ¥ —1 R « U N—X&tk, B
AEABEZ—) O 62 LE UM 83 B2 Znh $ Bl TAEY L, A%HZHHL
1BEBELT, 3 BRAOREHMA2ET 17 HROB{LET 21T o2, TOR. — &
WieoBE (1E/R) . AFEAE @k 1, 3. I0RT17H® 4[E) | FMle—iR
BOBE Bkl Bic1E) RUERRE BIb42r5 168013 B/M) 2EE L
R, RRETRERLBERECHEAMEEN 16 (BFEEE:622) ITADNT,
FOREFAERE, —RIKE, FEAL2—BRREBROCERSMICEES 2L, AEHENHS
BEFRMEASIC RO 68 LA EIR L, 10 BB CTHREERLE, 28, HAMITOV
T, BHRGERIERTH. BIEYH., BERIRUCREAREHCHEL., tho0BE#H
BASHIZLITBRYVEINROEEEHERAMER L L, 8iiR%E - Blb#iE+ o
REMNE RENEOKRE~FESITROERE) ICL V&%, BodN%a (&5H
WORTA) OEEICLY, ERERLSOEHOFEHEERTEIRITHSZ LD L
) BEICEM T T, BEOBFITII v Ya—FEAWET 0y JBREERVEES
HMHEOHAELE (Try 7EBEECTHLERELZER L, RBRERVCENOEKE
BEEERICEIY TE) TiTolk, BERBIFOGERBIIHET 381~439 g (FFHE
H:406g) . MEIX224~272g (FEHIKE :249g) Thotz, BEOTHLBASHI-E
MoSH, 1AL EEYETOM | ITIXRERG 4 BRICRBRMNSRA L, BT
HEEEIBE L, BY Of 14 CITELBEH & U CHERET Uiz, B, KA
BL-ELABEMOMIT, RBRE CRTREICL Y RETREAERW W ENYILE
HeET, REICAWRD ), RERTRICRBRMNOBRA L, BEBRELE
BT L,

) REBRIHEEICE., SRR 60 ILR OME 80 I Th » 7= 28, EBIC I3 62 PTRk U 83

FEEAMA ST,

55 fAEFH

i, 1B 23+3°C (EHME : 21~24°C) | HEXNEE 50+20% (EHAUE : 39~55%) .
R [E$ 10~15 [El/h, FREA 12 BRI/ (07:00~19:00) OEMMFEETE (FEEEE : 907
BE) ¢F 55y hREBHMES —Y (W254xD350xHI70mm : U — Rz ¥=7F1
Y THRASH) ICEBIC, REPIIMES 1 Lo 2 RERE L, 2B, &R 17
BRI A4BETIE K (RUA oL —2  BAF ¥ —/LR - Y A—$REH)
EANETTAF vy 7B o r—Y (W340xD400xHI85 mm : HA Y U 7R E4)
WA Uiz, fBHE NMF B (BERBE., ) =2 BRTERASHE, vy
F &S 1 100713, 100817) 2 A7 VABUGERRIC L Y B RICEREE7, 8Bk

18
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AGEAK (HEBBTEKEK : BERKEEFER) 2EMICBRSER, 2L, 77
AF v BT —DIRE L TWDREISEKEEZER Lz, AR OEEFOR
AWBZCE LT, R FE2e v MZ-oW T, Eurofins Scientific Analytice T
LIzt REAFE L, REIZ-OWTIX, Eurofins Scientific Analytice TERIE (4£ 6
B) WEHELIGWHEREAF L, BBKICOWTIE, KEEBICERLZKEDS
WEEEE LT v 7 HRSH (BiLs  KEEBRE L 7 —B§X&St) WEHS (F
4 [|) WEEL, BREAFLE, ThboF—F 2L v AR, SEIKROEEF O
BADEIRBBRBRCEELEXDTREORVWILE2ERL., SMBEENCE LY
R L7z,

56 EipoiEil

By O BB ARRI/NEVD A EAR (B - 548~609, M : 610~692) %213 THT
ofc, BATHRIZ. MR OCEREEZ L R, K, PRUOSHEDIE) I 4470
BT EOT T, 2B, 1000 DALIXEE, 100 DAZidME (0 FhmE, 1 B4 | 1021
DONIEBEERS L Lz, B —YVIREE (B JLIREeHJITLEF—Y50%
fHit. RBRES, BRERE, BREE, £, OPWES. FERS, SRTER (RO
FERBEREDME) | KBRS CREBEOHRE) RO kB CGIEROM) %8R L7,

57 BERE. H5HRRUERSEHNTICKESRE 2h o 0O:EREH

B EZKIX. OECD Guideline for Testing of Chemicals 422 iZ¥# L, RO E %8R
L7, EHMIZ, HETIX 42 B (KAELRT 14 AR, ZCECHIM 14 BRE, 20k 14 B
M) | RECEEOMETIX 42~48 B (ZECRT 14 AR, REHBROEEHBZEL T
FHA4BET) | EREHOMTIZ2BELE L, £, FETH- 288 EE
B 1111, 2101 BTN 4103) 122\ Tik 40~53 HR & Uiz, (REEMABIIRESEKRT# 14
A& L. ZOMKRELE, BEBEIRERSRBRT—HROIITDh TS 1 B/
B (TEME) &L,

58 ¥B5AE

BEFER, TomEOROBREICEL C—RBOLBAROKE L L, RERE
X 1mLkgfEESE L, ZJUVFOTABY UFERAWCEER%E 1 B 1E., 09:09~11:07
OFBRHROBE LI, 7 L B SRS BT Ch o8I oHmE T2/ - T,
13:43~14:21 OEICEE Uiz, JHRECIESA (-2 H) oAFRRICERESE L, B
B oRERE (RFENM:001mL, MMESMNEZUBEA) 1T, EEOKELZE
HEICEHLE,

59 BEERUEFER

BEEIZ 04, 2RP 10 mghkg D 3HEL L, BEZRETIMNBEHELINX 4 &
RLE Lic, 1YY OBMDEIIRE 21T 5 RECEE & LU TR CHERES 1218, REL

19
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ZRVWERERE U THRBHERVE AR CHE 10EE L, 2B, BEHERVEHRE
BB PHEOBRNEE §ELG, HOBNES 18 FLUBROE ST, BRKEREKT
HUARE, thEEp L Uiz, BEERR% Texttable 1-1. RN 1-2. 1R Lz,

Text table 1-1. B #BHEE (i)

HERE | REE | #RERE | REAEE RECHE
(mg/kg) | (mg/mL) | (mL/kg) | ik | BES
ST 0 0 1 12 1001~1012 &!
kRERE | 04 0.4 1 12 2001~2012
th R 2 2 I 12 3001~3012
=R 10 10 1 12 4001~4012 &!

El: BAESSEURO ST, RREGHRTHIUE, hESHE LI,

Text table 1-2. @B E (Hf)

RERE | R5E | $BERE | #55E RECEE FERTEOEE
(mg/kg) | (mg/mL) | (mL/kg) | 8%k | B9ES |8k | 9HEE
IR 0 0 1 12 1101~1112 10 1113~1122 %2
ERERE | 04 0.4 1 12 2101~2112 — —
AR 2 2 1 12 3101~3112 — -
EHER 10 10 1 12 4101~4112 10 4113~4122 %2

E2: BHAES BEURO ST, BREERTHLUR, RESBHE L,

510 5 EDHTEHBR

ERBROBERIT, REEHBLEIFI 72— DFy &AW 14 BERKER
D#5EMHRR (REERTRAR) IVOHKR (RMHER 6) 23FBCHRELL, T4
bbb, BEERERBRTIL, 40 mg/kg WEFE THE 3/5 FIORTEMYR A LI, MHET
BREMHICERERDRERF - T2EFEBLD S5 WIEMMERL N, Ea, MR
T RBC. HGB. HCT %! MCHC {Z{&fE, MCV. MCH. Retic, PLT X! WBC IZ%&
ERRH LN, BT T-CHO XU TP IZE{E, GLUIKEMNED b, T ALPIZ
&, T-CHO IZEMEMBERD iz, M CHiE, BMBRERUBROERIIBEIRD L
. HETHRBORE(LE UL, M cHIEO XL, T OBEIEERARALN
7o 20 mg/kg B 5B DM T RBC, HGB, HCT R * MCHC IZ{&{E. PLT IZ&E{E. N
X THET MCV R (X Retic ICEEBRD b, #T T-CHO R TP IZEfE. GLU I
EEMBED S, BT ALP (Z{XfE. T-CHO IZEMEMNRD bhiz, MR TR, #T
Hhg, HETERBROEEIZHEIBOONE, £/, 10 mg/keg EHOBET T-CHO &
TP IZEE.GLU ICEEPRD b, #ECHBEUORRBROEEICHERRED bRk,
Lo T, ARERTIX, BEHHEBHI/IIRDIZLEEBREL, Ao REEEL
DRBENPTHREND 0mgkg ZmARL L, UTAKS TRLT2ER0U0.4 mgkg %
FNENTFRVEARBICERELE,
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511 BRUBREDFE

REBRAoEEZ, #EMBBEEZEE 10, #5E1E2S 7TR2H%S5 18, (KEBAS
B (REHEKRTORA) 2R 1H, AR 1TH»SL 7THZ2HRE 1R, REKYLE %
HROBH, DMK TELXERIL 0B, HER (HAR) 2B 08 (% 0H) &L,
UTICARTEBIZOWT, ENENRERONHICEBEURESZERK LT,

5.11.1 —RKEBORE

EfFFIZ oV, BLEMTIER 1E, R5HRTIE0 3E (@56, #5EE
BROUEER% 1~3 B:F) . REHMTRERE 1= (Fiith) . 2hhibik, 5%
WHg, %, TBHRUHEEDR LO—BRRBICBIT2RECEELZBEE L, 2B,
BE2HEHUBROEME FIZH > TOEHNRBEIT. Ml —RREBOBELFENT
Fo7,

5.11.2 HAL—RREORE. #iRE., BHARUBEEDEDE

Al — KRB OBEITEEEIZ OWTIT o 72, BRE5BEERT (BRI S) 12 1 [E=,
Fio, BRUEREFHIBSHMPROAESB D EE 1 E, REHEIIRRRE
HEPEE 1B, REHSFRR. SRABPRORAGMPEESNZE (KEHY
KRR 1, 7, 14 RUN20 B, RXBEEMDIEIRE 7R 14 B, 2GEHWIIFEAL4H)
EFNENIToT2,

BRERE, BAAERCEREHEORE., HETHENES 8~12 &, TEEM
TRORIETEHESNEVIEE, EREHETEIRANES 18~22BOZTNEN 5EIZ
DNWTITo 7, BEHEPIX, REHOETIRI 48 (&5 42~44 B) 1T, 20X
BREHMKRTE (568, #5540 B) 2, AREHB T, HRERVEHEROM
HECTARERHARIR T (R 28, ML HLITKRE 12 H) IZ1T-o7.

LEOBE, RERCHIEIX, 8HE 7 FLIEREBL, BIEEI L CRERR
EOBREFR (774 M) LIERETITo=, 2720, BREHEOHEICHE
LTI, 7947 FMeEiThbihot, 728, FMh—RRECEER UHEERETD
BE - REFBRIZOVWT, EBTFT—FUNEIRA T LEFEREZHWTRESE L,

E 1 REEEORENREHEUTCRLE,
R MBS

<t B8 & | 1105, 1106, 1107, 1108, 1109
ERAERE | 2102, 2104, 2106, 2107, 2109
b AEE | 3102, 3103, 3106, 3110, 3111
EHER | 4101, 4102, 4106, 4109, 4111

1) HHZ—REOBEE
F—URBEL LTER, B8, RFETH., FIHF-TOBELLTI—VUhbo
BYHLE S, #F - FEORE, IR - 2045w, IBERkEY., REASRE, TR
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BRI, BAEMREEE (MR, ME. B, BILE, EERR) . ~rFY AR
BRI, N RV ITBORE, F—7F 74— FREBEL LTRERE., B8,
BEETE., ERITE., BT, BB, FEV. b ERY EE. Sty BEER. HER)
WIZOWTEE LT,

2) HEERE

WREIG, BERIES, BRE, BERG, BARK. EYERKS. FHBRHIE
oW TRELE,

3) EHHE

MEEREIZF| %%, CPU ¥ —Y MODEL-RX-5 (T A 22— P=7 Y VKR
£1t) ZRAVCHIREEROEBEOBAZHE L,

4) BREBEOHE

BHAIEICE &, EREMA B R ES ¥ P —NS-AS01 (HFERE&tt=a—u ¥
ATV RA)ERAWTHERESEZHE L7 BIEREIX 1BE L L. 10 2HEREE T 0~60
SOPEEEEE Lz,

5.11.3 wERE

2EEIZONT, BHE 1, 3, 100 R 17 RIZEEZRIE Lz, REEOBER OISR
BLBEOMEITIRE 1. 4. 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 H R UEIB BT,
REEIIEICREE 1, 4, 8. 11, 14 BROEIKRA I, REEOHIIKRS 1, 4, 8,
11, 15 B (RREEMIIREMEPORE 18, 22 XK' 25 ) | HiR 0, 4, 7. 11,
14, 17TEUC208, #LORVC4 A CICHRBICEEZAE L, B, FEOR
HBERIC OB OKR T R SN EEDEIL0 B OEERE (13:30~17:09) X,
08:14~10:36 DRICEERE 2T > 72, B BITIZ BT A 2 D40 16 BRI 2%,
HEXNBEEREHICEA THES 07:41~08:29 OENCHEIE Uiz, &FIE 25 B R HEMW
ZOWTHE, #HEFICBIELE (EZL, T—2E2EEL LEECIIEH L 2o
) .

5.11.4 RS HE

SEEICONT, REHOBERUEZRBEOMITIRE 1. 4, 8. 11, 15, 32, 36,
39 RN 42 BT, REEBMDITEITIRE 1, 4, 8, 11 RN 14 BT, REHOMIIRE 1,
4, 8, 11 RIS H, #E 1, 4, 7. 11, 14, 1TRUC20 B CREL 2RC4BIZE
BEZHEL. STAOKREELOENL BNV | BEEEZEH L, KREE
ROBREEDORIEL 08:20~11:21 OEIZTfTo 72,

5.11.5 BERE

bR T A >V T, BREERLER Lz, RESFPIIRERH#EOM
DEFEIZHOVWT, REFRHZAPOREFIROOND I TERERZERL, SR
L7, BHEHRIFT OZFERZ SO TEMAHIREOF B OV THN, REMKREH
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B OERICONTIILE DAL ERMIEN O S ERG L BIFOHEEL L. BEH
BRABBROREA»OROBEFEHNETORE (HEH) 2R~ TEHETIIE
BRNOEFOREEZF I,

5.11.6 REHE

RECATR S HEKR TH, REFOR CREHOMELY 11 TREREB XY, BH,
BRI D WVIIEHEFICEF2HREALELORRERN R L, REBKE 2
0H:ERELTCREETRE LB EEZFA~, F—HHEC L 2REHBRIIRE 14 A
MCholz, BRVERINARL-72 10 mgkgREEHD 1 4] (BWES : 4103) X
REMEETEZEEO B LKE L T—RREBOBRE, M2 —RREBOBE, (KEF -
BERHE, BRERUSBEEEZITo T,

5.11.7 PTHREUVIHTEHE

1) BEMWMOBER

REOHER IN-HEBIIILFABRLHIE, DBRRECREOFELBE LT,
DT OMR (B0 AOHERCELE) X, iR 21 BALEIR 25 B £ TOFHiI
.18 28 (GEIE 25 BIXFRT 108 T2 1ED) 17V, EEHE% 0.5 BEAI TR
RLU, 1 BEMTEH L, BB 17TEETIRTLTWEEA, ZOEB2BHA 08
Lk, BMEBERVCEROLUBOFELZBER, HENKRT L-BEMIIEHL4BET
HAERZHETIE, RED, EERRUCBAZEEL LTUHEREBE2EELE,

S L= BT S B ORA T, MREBMIIROLEIC. ThEWREEREID
U7z, 728, 1EIR 25 B OOFRI 10 B E TIZ oM T Lind o fo b IBEE 2 5] (8%
FS:1103 ROV 1111) | 04 RN 10 mgkg | EFEDE 1 5] (B#pE S 2101 R0 4103)
X, A Y707 CRERT CHRME. EXBARTIBNC L D ROBIEES ¥, REFEREIC
L7, HROFEZER LER., 34 (@WES @ 1111, 2101 K*4103) ITEK
BROONED ST DFEE L 272 U EREY 07 — & 2 FeHEF L 0 B4 L7,
2B, 16 EHES : 1103) ITERBED LI, FIRLTW =2 2RI,
2) HWAROEER

AR (£%08) KHERERORERKEZH X -, HERBARREOEES:
BEY L, MAZHUELCHAEZHE L. BEHICHBT S S, HERDOAEED
BEZERZIBETER 1B T, 2B, RERRVFRCRIIEELL,

£t 4 BIZHREZRE L%, 22 —T /VHEET CBE L. BEXENRTIENC X
D BIMEIE X FEHREITV, FHAR, B - ERE2 2R -HBROREOFELH
Nz, WTEROBERICHLRBHREERADRWRRoT, BEFERTRblboT,
7B, HAEROEEIIBEAERICEIE L, SEEMN CHENICFSEZER L,

) . EHOMRERE., FEoAYRLETH. DBOWRLLHE, BEEfMoKE L., B, £
FONTZ A, BRIREMOYRZPOKE X, NEEROEE, BEOEX, B, . XA,
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MiEMoRE S, BR, BOK, RBRUEADOATFVAIERELTREL, EXLERDS
BERELLUEL,

5.11.8 RigE (BKEINEZFED)

BREHEIKTE (B561E, #537-38H) RUMARMMKTE (RE 28, KX
9~10 H) KREZEE L1z, BEHMETIIRES BORERIZ, BETIIHENES 8~12
E, EREHTHIBENES 122 B0 EN SLE, KREMBEPIIREKSHO
2EEEY, ThEPWERBZE Yy NLEF—VIREAL, & - BHEKT T 48R
R%E.KNCEHER - BHEBEKT CTZO%O 20 MR EZER L7, BREEB % Text
table 2R LIz M L= BRI D 4 BEBIRICOWTC pHUA TIRBEE TORE L RES.
ZFORIZBONT20BEIREANVTREERVCREDHEZIT 72, REIT 4 RO
REL20BFOREXZESFH LTI HERZEH L, BAEIX, #RBE2Ey LS
—DRINABEL-RETHELSD 1 BOEBEBREY, BAEEZHWTHEE L,

Text table 2 [RIREDIEE ., ARERUVERBRTE

®REHEE BlE 7

pH -V3VAFI19IA-TEARBRM [7— 7 LA KRRE&H]
AHE A-YavxFiyIR-TEARBK [7—2 LA BRR&H] 9
otk F-VaVAF IR TEARBRIE [7— 2 VA BREH] 2
Fha—2 A-YavAT4yIA-TEA RBRIK [7— 2 LA #kR&4] ®
=il F-Vavai{yIA-TEA B [7— 7 LA BRE4] @
vy A-VavAFAyIA-TEARBIE [7—27 LA BREH] ?
yavy ) —4Fv A-VavAT{yIA-TEA BRI [7—7 LA BR&4] @
k| ] sF k=

RE (4EHE) HEMAYyVEERAWEARAE (BA7 :mL)
BEE KABETHED (A2 : mOsm/ke)

RE QOEBEE) ARV Y =AW AEUE (B4 : mL)
FEAE (24 FEE) HEHIE

ERREEE

a) : AUTION MINI* AM-4290 (7 —7 LA #A&H)

b): HBBBERERE A — b7 FRAZ v h OM-6030 (7 —7 LA BRE4)
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5.11.9 nEERE
2HERKEEERHIVIIKREHEKRTAORBE 5 —K (16~20 ) RS
¥, 0 b RERVCEAERIIEA, BROPHEHIIMES ST @EYESH
FWIE, 2L, REBEBIIOWIED SIT) BHZonT, £ Y 70T VEREETICBE
L. BEXEIARA 5 EDTA-2K MR MR (SB-41: VR X v 7 REEREH) I[CMEH 1 mL
PRI LT, BN MEIZOWT, KD Texttable3.-1) L -EBRUHFIEID
FORELE, £, 3.8%7 =BT N U ABENARE (MKIBFKEXL 1ED
) KERLZmEEELSEE (3,000 rpm, 1,600xg, 1045 L. &bhrzmif
{22 TC Texttable3.-2) ICREBOERH ROFIEIC L VRE L, 2%, #iflLi-2F
{22 T, May-Griinwald-Giemsa Je@EIC L 2 MIKRBHRIERZER LT, EIR 25 AR
TREBBIT OV THRE LM, F ORI BRI L,

El: REREEOREXNZRBMEUTIRALE,
REREE BYES

Xt BB B | 1101, 1102, 1104~1110, 1112
{ERERE | 2102, 2104, 2106, 2107, 2109
PRER | 3102, 3103, 3106, 3110, 3111
AR | 4101, 4102, 4104~4112

Text table 3.MAFREDER . MRZRUVERABRILGE

1) EDTA-2K MIf#KIZ DWW T DRE

BMEEH RIEFHE --Yiva
FR i B $H(RBC) 2AEL—YF—Ta— L hA R —§9 10%/pL
~E S u e EHD) YT URARMNESRE LB g/dL
~< ;7 U v MAEHLY FOREROCLHROREBEHOEH © %
FH5#R M EREFFE(MCV) 2AELV—F—To—F AL PARY—5© fL
SEH 7R 3k M £ R B (MCH) FORERO~NES o EVENLER O g
FHRMBMEFREMCHC) ~ES/abVBRO~T Yy MEMLEHY g/dL
MR i Bk SR (Reticulocyte) RNA &I B L—F—Tu—HPA bt b Y—§ %
/R (Plateler) 2HEL—F—Ta—F A FRA MY =9 10%/uL
A M BB (WBC) 2EEL—F—Ta—H A FA Y —9 10%/pL
B iR E 4y RH _RAFdFVHF—PREBIZL2T7r—F A PA MY —iE %
FREEL—YF—Ta—f AR —E?
B 1 R R R D H st ) RAFHFLH—BREIZLETa—F A F R MY —ik 10%/uL

DAEL—F—Ta—HY 4 b A FY =3
2) 7= BF N U U ANMED LR LEMEIC OV TORE

®mEHER e F ik BfL
7 boy U EEPT) saw bk s
SIS F e R

75 RF EHEI(APTT) suy hED s
74 7Y ) —4 B(Fibrinogen) krrLRITRFUED mg/dL
ER R ER S

c): RAMIRFERELERE 7 FY 47 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA)

d) : MEERE BB HEEE  ACL Elite Pro (Instrumentation Laboratory, MA, USA)

) ¢ BFPER(Neut). HFEEEK(Eosino.), FHEEEK(Baso.). ¥ »/SEk(Lymph.). BE¥K(Mono.)
R UKRBIFERAIRLUC)
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511.10 MmF{EHRE

MKFERE AR & RRICER U2 6 mL 2 BEEEFIAVARE (/¥
=7 F-A— by 7 FAERKKH) KHY ., BOSBE (3,000 rpm, 1,670xg,
10 73f) L., BoN72MmiFIZ 2T Text table 4.-1) ICRBOEEREVCHEIZL DR
ELT, o, ~2U UIIERBRE (MK 1 mL 3472 05 20 BAro~RY V) IT8EL
7o A 2 mL 35048 (3,000 rpm, 1,600xg, 10457) LTHLN-MEEIZHOWT
Text table 4.-2) ICEHOEE RVCFEICLVBRE L, IR 25 BRSBEEIHIZ OV
THRE LR, T ORMEIIFEHAENT I DB Lz,

Text table 4. MZILFREDEE., ARERUVERAEBLTE

26

1) HEELMBICOWTORE
WREHEB BEF&E BEAT
ALP Bessey-Lowry 5 ¢ IU/L
# = L 25 1 — \(T.cho) CEH-COD-POD ik 9 mg/dL
FY 7Y T4 F(TG) LPL-GK-GPO-POD i © mg/dL
U VEEE(PL) PLD-ChOD-POD # mg/dL
# £ U ¥ v (T.bilirubin) v EF S -BEY mg/dL
7' 31— Z(Glucose) Iha—RFe FaFjF—=2E9 mg/dL
RFEERBUN) Urease-LEDH # mg/dL
7 L 7 F = (Creatinine) Creatininase-creatinase-sarcosine oxidase-POD # © mg/dL
+ MV v ANa) A FVBRIREB LY mmol/L
51 7 LK) A F o BRINEBE O mmol/L
wHECD A A BIREBIE O mmol/L
HNT T A(Ca) OCPC i ® mg/dL
B Y (P) Y FFUERE Y mg/dL
Bi- ABE(TP) Biuret 3 © g/dL
7 N7 L (Albumin) BCG ik ? g/dL
A/G Lk BIEABEROTATIVILEE
2) ~AARY IR DB L 2 i OV TORE
BREEH WzE K5k B
AST(GOT) UV-rate i © IU/L
ALT(GPT) UV-rate & © IU/L
LDH UV-rate & © IU/L
y-GTP Ly-Z NV INV-3-INRFE V4= b BT =) REEY IU/L
15 A B EAER
e) : BRLFERABNIEE TBA-120FRFG (RE AT 4 WAV RT b ABKREHL)
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511.11 mepRJLEY (TSH, TR T, HiE

5.11.10 THELZMFEIC SV T, Text table SACRREOEEROFEICIIBREL
7ro MIBIXH 0.5 mLx3 AZ Y FNFa—F i L, BIEE T-80°C DEEE GF
BEF : —70°C LA, EHME : -86~—72°C) IZfRFFELT, 7272 L., IR 25 B RS HhE)
Wz OWTIE, BIEIEERE L2227,

Text table 5.M4pRILEVRIENER., AEZRVERBHZLGE

KREHEH BIEFRE Bifir

T, CLEIA % D ng/dL
T, CLEIA D pg/dL
TSH CLEIA ¥ D ng/mL
ERAIERS

N 2HBGRELEREHE Y R T A IMMULYZE(Siemens Healthcare Diagnostics Inc., Illinois, USA)

51112 HREBZRE

) HREOHBETHERERNE

BHREE A RUCKRESKE T BIZETOAEFEMIZIOWT, MFEERE. MKk
HEREROM P RVE CBIED T DICERD LB ngic, Fomosimizs Y
TNT BB T G, BEARBIIREIETIC X Y R EIE & ¥, Th e hibihk - BEE - B
BEHrEhr£F 0BT  HBOWBRIC X 2 8MREEN 2TV, BRE2RELE,
2B, BEHIC O TIHRFICEARRUOEFERERZ 2 /2. RNT, £f0FE
EUORE EEE, MEFRE,. LREFRELCLRP LT RIEORNEZIT > 728
PIZHoWT, UTIRRTBEVCEEZBE L, ThoREEE (BHER) L3R
BOEBENSHKEE 100 g Y- 0MMEER2EH L, 2B, BERUBRELEE L
HE S =HmAEOBRBEILOVWTIREAN L ICREL., TOAFHETHML /-, FiE
25 BRSWEMIC OV T, Bl L TR SB-%, REENLZTV., BEOE
BERIE L2, BN O IBRA Lz,

B, TE:MAE, FRE (ER/NMEZET) | BIB*. MR, MER, OB, B,
B, wiik. BE (RERZSD) | R T8

2) HREEEERE
2TOEBIZOVT, LTI T2RENZRBE/MEL U VEBREE 10 vol%e /<
YU CEEL. BRELE., BEBICHIZIZY VEREE 10 vol%dh i<l VIREEA
L7z, 72720, BB, RARIZY VEBBRER CRE L3 vol% I/ AV EZALTATE R -
2.5 vol% <) VIETCEER, BRRUCEREEKIT T VR TCEHELEE, VB
FRE 10 volYo i b< U VIRICEBBRLBRTELE, RWT, RS 7 488 L%, U
EL (THEELEZRE - MBIXEE - #FEOARLLE) . ~w ;XY e FD
v (H-E) a%21Tol, ERiX. ETRERTIRIRBECBIT A 2XBEAVCEHE
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HOZBEBROER 25 ARSBFHOLREMNBBEMBEL CICLEMOWIRHR
BEIAIZDONWTIT o7, BAEOBREICOWCIAIERHE L, LEHR, Bk, ¥
Wi, ER/AME, BIE, BT, B, XBE (F8zE0) RUHRBR (B&H) X
ER, BR, R, BRELARUREIEANECCTFERBEARELSER L, B,
ETHR,. SHREOEE (B2Y) X H-EREERERECE L, REARFERER
EE L olz, TORR, BEOCERAEF CERYEREICL I EBEDNE
g, FFlgk CEiRIzBE L, FROVEAERY CICKREK TRIHREZ D260
TER L, L, Bl OWTIIERRBEMOREK TRICHBRMWERGICL S
BloixHonizgholzl-, REKTRIIEOAKRE LT, £/, FEABRFEREIC
BWT, REE ERAROFEE MEPBE I -ARE (B1HE S 4003 KT 4004)
OEBIZO>WT L p /v 7Y UHEE AV RERR L EREZEAR O PAS b
EAZERMLER LK, 2B, BRIZOWTII H'E REEATHERMEREOZEN
BObLNRholl-H, PAS REERIZLHBRIITLo7, BIHES 2009 D
FREMMEBERERE LD, EE/MRIZERMERSICIAREIT R, HHEY
IRENR Thboelnd, RBRRE~KETEEIR» o,

KA, /D (Bxate) | LB, FHE (WE) | R, B8, ~—F MR,
TEME, FIRER, LR/ME, B8I%. MR, Mg, 1TV > 8, IBREY -8,
L. BABIAR, S, i (REX2ST) | &, WBE, &8, 5. +2#5.
ZhE. B (A oaAREeED) BB BB, BB BRTR. S TR, TR
PEhE. EHR. BERE. REE. SRR, RRLK, TE. B, AR BB (EERZ
ate) . LR (RER) . BE (BHME2aL) . KRE (BH2al) . XEBR
BRH., 2 (BEER) . RIROEEWEL, EF#NE (HE2EE L EMN)

- 512 #EEtRT
15.12.1 RSA—ZOEM :
UTORICEI WV RER, #FEE, SHERVCHEXRZEH T LIC, EIRBH. FEE,
WERE, NREFER, HER, £HR4BAGFER, ERORVC4BOHEROHESE
BEMMZEICEHLE, 2B, HEROEEICOWTIIEEY Z L MR EHES
Rz,

REBE%) = (RESME/FEEME) <100

BRER%) = MEPERSEHEOR/ZR LEEOK) x100
ZRE%) = ERL-EOB/ZR LD x100
HIEHE(R) =ERE0ENLHBL-BETHOEE

HIEER (%) = (M4 R HEME/EIRIER) <100

BFEREE%)= BFRER/AEBE) =100

FEERE(%) = FEERE/MAERERUEEIRE) <100
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AREBEER%) = UNREFERB/HAERE) x100
HAR%) = (HAERB/ERESR x100
At 4 BEFERW) = A% 4BOEFRB/HERE) x100
A1% 0 B O = BEHARB/HA R

E%4ABDH =A% 4 BOBEERRER 4 BOEFEREK

5.12.2 &’

F— R I RELEHER L OB OV TR ENEERORELTTo 1=,

RE, AEEMNE (B OFEREEM : 85 1~42 A ROAE 1~14 B, ZECREME -
BB 1~158, HR0~20 B RURH 0~4 B, HAR : £% 0~4 B) | FHE, FKE,
HEHGRBEELE., R (REAY) REETICE LA, SR, BiEK,
ERER, EFEREEK M (EBORVT4H) | =T 74—V FRBE GER,
b EMNYEIE) | EERE GFHBEME | BARVEREHER, RREOCOEEDN
HE., MRFRE., MFEFERE, OPFLE Ly RUREEE (&, JRBEE) 13,
B LICEER CEREREL RO RICRTERAR O FIECHE > TRIE L 209,
BB, RERERIRZRRIZOAED, REHETOT —Z KGR X VBRI LT,

B OEELRERE

B O
/

>3

=2

Bartlett R 7€

p=0.01, EHHE

F &

p<0.01, R"ES# p=0.05, 58 p<0.05, RELE
LN

29

Dunnett Steel Student Aspin-Welch
RE WIE DtRE DURE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
ARIRE FE IR E {8 TR TE
T ¥ Py

(7233, 5,82
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ERE, HERE, AREFE, HAERRCAER 4 BEFERIIOWTUL, #ZLIC
EHER CEERESRD, Steel RE (FEAE0.05 RVN0.01, FR) Z1T7-7Y,

RER, BEE, ZIHE, HER, BERIS, BERE, BHEE. BERIE, B
LS, EHRERKRHIIZ,. EROXEEYE., M2 TR ESwE, TRESHY
¥, HERHESSYE, EERNOALNEMEIVEHRL, HFEERSUT
DENTHTTD Flsher@m%ﬁh-*f%i{ﬁ LORE (BEAKE0.05%000.01, @
Rl Z21To7= %,
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6. HERER
6.1 —#BtRAE (Table 1-1~1-7. Appendix 1-1~1-22)

RECHEMERE R OVERBEHEO W THLOoBMIC b EERCEALSIE 28R SR X
OREHBZEC TRE IS R0,

6.2 HEL—RKBOBE. BERE. BHABRRUVBRESEDRIE
(Fig. 1~5, Table 2-1~2-84, Appendix 2-1~2-258)
1) F—uF—TURNEE (Table 2-1~2-23, Appendix 2-1~2-72)
RECEEMERE R OFEAQ BB ME O STIR R OB AL 2 & o3 5- 8 B 0l DMK K Eh i e
OREHETIE, WThoBBICLEERALNLRN- T,

2) FiZF-oTOEE (Table 2-24~2-46, Appendix 2-73~2-144)

N RV TRIZRO O EF T80, O 0.4 mgkg REFHTEE 1 RV 2
BIZ, 10 mgkg HEFHTEE 6 BRUKE 1EIZ, XBETKRE 2RI, BECHY
WK WHBWREEIL T —UNbERDH LI WER, BOXRIECRE 1 I,
ETNTNE 1L LD BEEAEN BRI L L, 2008 EER T,
RECEEMERE R O FERRBELREME O IR Rk CR LB 2 2 DR 5-# M P R OR S si iR
WEHEFIEZ, WThoBmICbEE XA DN ol

3) A —TF 74— FNEE (Table 2-47~2-69. Appendix 2-145~2-216)
FEAEHPTHITOFMA TERVENPEOXNBEHCIRE SEIC 16, HB0N
IDEEZHER L-BWB 0 BEL2E0EHTHONER, ERMERSHITR 2R
BT R0, TOMOBEERE TiX, RECHEMER K O R BRI O IR R O
Hi 2 8RS TR OIREEMMEOAREHB B, WThosmic b 2E IR
bhiedol, £z, b ERY EIERCHEOEEICIIN B L S ERDERSH
LDOBICEBREZIRD o T,

4) FERERRE (Table 2-70~2-74, Appendix 2-217~2-230)

AR BEOREMERE 2 OJERRECBEME O SR & TR UL 4 B QNS R a1k
EHEKRTEORETIZ. WThoBMICLEEIIL DN, £/, EHIEH
BICOLXMBE S ERYERERH L OBICEEREZNR R, ZYERARFICHLEEIX
Ao T,

5) EFHEE (Table 2-75~2-79, Appendix 2-231~2-244)

RECHEMERE R OB OB S HEK TRXIIZRA 4 B Y CIRESMIERE DK
EHRETEOBEICIL, RELSERDERSHLOBICEREREIIROD DR
Hot,
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6) BEREHEOHUE (Fig. 1~5. Table 2-80~2-84, Appendix 2-245~2-258)

BEKRTRIZBWT, MREEL E_HED 0.4 mg/kg REFET 10-20 5 KT 20-30 5D
FOEEIE & 0-60 HEIORESRIZ. 2 mg/kg BEFET 10-2043. 20-30 4. 30-40 &3
KU 50-60 3 DOFE OEBNE & 0-60 SR DMEBIRIC, 10mg/kg BEFH T 2030 57 KT
50-60 L OMOEBEIMNU O AEREREESRED DN, HBEZ2AE L OEEMEI
HohRnZ hb, BREELLHE L,

RECEEMED 2 mg/kg R EGEHTRA4AB D 0-10 Y OB OESBICHBEE L LLNFE R
BEEISRBOLNEZN, AECEELRZVWELTHo T,

FERTELEEMED 10 mg/kg T EH TR EKRTED 0-10 5 D F OEBEIZ 0 REE & bo~
FEREMEPFDONIZN, BEARKMETHY 0-60 nHOREBNEICEITH LR
WIZ b, BREELEHET L,

WEEVDMEEDOHREHMK TEICIE, RHELEERYEREHLOBICERERE
RO RhoT,

6.3 {KE (Fig. 6~8, Table 3-1~3-7, Appendix 3-1~3-22)

1) B&EHIMH

RECREME R O REHM O X EBRMER SHICBW T, BRAVCEALYRZ S
BEHEPOFRERROBELCICREHE P OARERMEICSRE L LLFER
EZRABD O doT,

2) REEHAR

MEREE b REHBTFOFRERSADOBRERUARENAM T OBERMEICREEL
HAREERZEIRD OGN,

6.4 S (Fig. 9~11. Table 4-1~4-7, Appendix 4-1~4-22)
1y H®EHHE
REHMEER CHERXRBEEOSERMEREH IV T, #REUVRALFR LS
BEHHTOAAERKOBERITHRE L HEAFEREZRD 2 o7z,

2) REHIE
ML b, AEGEFOSBERROBHEBICHRBEE L H_FELREZRDLNZ
Mol

6.5 RBE (BKEJEZEEL) (Table 5-1~5-16, Appendix 5-1~5-30)
) BEHRETERE
EMBERIZOWTII ERUEREHEO VT HOBDICLEERXADA -T2,
EBEBIZOWTI, #D 2 mgkg BEFHECTREBZBTLICRIBE L LT ERBMES
BOOLNTENHAEBICEAELRWVELTH 72, FOMNTHOKREEFERIZBWTHE
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RUOELZEBEOSHRYEREGH EMREL OMICARREIRD QRN 2T,

2) REHBKRTERE
EEEBIC OV T ERCEREFHFEO N THOBMICLERIIA Lo T2,
EEHEBIZOWTIE, SHRELENED 10 mgkg BEH TREBZECAERKE,
BED 10 mg/kg B EH TEARICAEEREESRD b, #E5HMK THERETIX
HONBVERERETHLZ EHLBBELHEB L, Z2OMWNThOREEEIC
BWTHBROEREHEOHRBRYEREH LB OMICEREREIRD DA
Nt

6.6 M#E*FHEE (Table 6-1~6-10. Appendix 6-1~6-10)

1) BEHEKRTRRE

HED 10 mg/kg B 58T, R L HAAROKREE BA~NE o v U EBECAFERIEE,
WRMERRICARRZBENBD LN,

RECEEHED 0.4 BT 2 mg/kg |EEH T, MBELHEARY VS RERICHEERRHE.
HPERIERE FHERRICABR R EERRO NN, ARCEAELZ2WELTH-
7o

FHEATELREME D 10 mg/kg T E BT, VHRMERAER K CHERIMERER I BEE & L _E
BEREEIRD LN,

ZOMOEEITIIEHRYERSHENBHLEOBIIARRZRRD DN o,

2) IREHBHKTRRE

HED 10 mg/kg B EFHE T, R L LLNFBRIREER VFBRREICAR L SE., IER
BLAEME D 10 mg/kg R EFH CI/MRBICEERLBENTR O b2, REHMKR T RR
BZHLNRWEMARETHY, tMOBMEKRRED S WVIZMEEER /T A —FICR
BEiXAohR2nz end, WL ABREAEBEEN Ok & HlF Lz,

6.7 IMKI{LPRE (Table 7-1~7-10. Appendix 7-1~7-10)
1) BEHBKRTRRE

HED 10 mg/kg BERT, SHBBHEL AR I VAT oA KO VIEEICEFERSHE.
BERIFEREESRDON, BERICEHL UL, BHAELTHYLoBEREICR
FRIALONRNZ &N, BREELLHE L,

REREMD 10mg/kg BREHT, Z LT F oV ICHBRELENEELREEIRD LN
7=, BRARETHY, HELAEL OBBER VW b, BREE(L L Hi
L7, fiiC 0.4 RTX 2 mg/kg BEBET, MBHELEAD Y VAIFERBEIRD L
nrd, ARZBEELRVELTH o,

FEREEMED 10 mg/kg W EH T ALT IR BE L HRFERBENRRD DN,
BEREETHY, BEROREHE CRRBROEIZA NN b, BREEE
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L& HBT L7,
FOMOERICIIBRRMEARGH L MNBEL OMICAERRERIRD OB 107,

2) AREHERTRRE

HED 10 mg/kg WEHT, HBHLERALPKEEREE, SVa—XCRERE
B FEREHMED 10 mg/kg R EH THBH L LS LDHRURZABEICEERBHE.
JVTFm U HEBREBEERRBD LN, WThLREHBEKRTEHEREIZZAON
RWBHMAREETHDIZ LD, ABENEHEENOEL & HET L,

6.8 meHRJLEY (TSH, T, RU T, BIE (Table 8-1~8-5. Appendix 8-1~8-5)
) REHHKRTERE

RECHEMERER OHEREHEOS KR ER SR NBHLOBMICARREZIRDL
3’1/73?73)07":0

2) AREHMKRTRRE

FERECREMED 10 mgkg WEH T T ICHBEELEE_FELEEIRBRD ONLMN, #&
ERTHBRETRAONRVEBELREMLTHY . T, EOTSHICEFE XA DR N &
bR LU,

HOWBRDERER EABEL OBICERRERRO N2,

6.9 BEERE (Table 9-1~9-12, Appendix 9-1~9-46)
1) REHEKTEHRE
BRMERE L OBREMEP LA E(LDRIEZ R D Text table 6.1 L7z,

Text table 6. R EBE NI

il /3 e
B RECEE RECEE FER B

# 58 (mgkg): 0.4 2 10 0.4 2 10 10
=E BREFIEK: 5 5 7 5 5 11 5
i WHER N N N N N +12%* N
BREE N N +13%* N N +13%* N
B BHER N N +45%** N N +14%** N
ENEER N +25%%  +45%** N N +14%%** N
ek i WBXER N N N N N +26%** N

HANEE N N N N N +23%** +24%*

FP OB BT DHBE%), N: FERL
*: p<0.05, **: p<0.01 (CHRETEHLUSTHEEEARY)

FOMITHED 0.4 mg/kg M EBETHEVREEOHEMNEE, 2 mgkg REH T LROME

HEEBICHBE AW TRLEELEEIRO NS, FECEELRZVELT
Holz, £, WEHMD 10 mg/kg REH CIHBEOMMERIZHBHLIELNEERS
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ERBD LN, BISRENEECHLOELTHY .. ARELHAEL OHBEMEIXA DL
DN DBFEM & T LT,

2) REHHRTERE

HETIX, RRBEL N 10 me/kg REFETHBECBEROBMERICARELRE. &
E BERET) OERMIECENERICEFEREESRBD LI,

FREBEM T, HBRYERSHLARELOMICARREIRD b1,

6.10 FI#FrR (Table 10-1~10-5, Appendix 10-1~10-116)
1) BEHMKETRRE

BEBRMEREOHELEZ DNAEPEOBIRICH Dz, BIEE KD Texttable
7R LT,

= g : BEROCKELHHED 10 mg/kg HEFHETHR LN,
Text table 7. 5l#RFF R (BERUIEREEM) ORI
PRI HE i3
B REEH FEREHE
BEME # 5 B (mg/kg): 0 0.4 2 10 0 10
iR mEGE: 7 12 12 7 5 5
Kidney
Discoloration, pale 0 0 0 4 0 0
Large 0 0 0 4 0 0
RPOEITRBLHIE

ZFofh, FEEFICEAESITRE, 04 XU 2mgkg BEEHEOH 1/7, 2/12 RO /12
Bz, BIBICERIHED 0.4 mg/kg REFHED 1/12 Fliz, FFBICERE~L =7 #EH»3
HED 0.4 mg/kg BEFHD 111261, BORFTICHEREBRPEOSRER UV 2 mg/kg
BEHDOE /7 R 112 6, RECEHMOXTREE, 0.4, 2 RN 10 mg/kg REFHDOENE
110, 1711, 112 RO 2111 Blic, FENBEOHENR A BEEORSREM 12 FlicH
D7 h, HEBEERVREZHERSOBBHETLLEBZ DT,

2) HREHREKTRRE
BEHRKTHRRETAOREEIX., KRESHHICTA LR R1roT,
BORBMICHRAENSHOIMNBER T 10 mg/kg BEBHDE 1/5 HlIcH B3,
HEEER OREZAERHSBREOELL L EZ DN,

6.11 fRIBAHFRE (Table 11-1~11-14. Appendix 10-1~10-116)

1) BREHMKETRRE
BEBRDEREOEBELEZONDERAYPER, FREVMEBICH O, BEEK
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O Text table 8-1.~8-6.{Z/~ L7,

B g

REMETIE., RAT LEBROFEBRENMEN 04
mg/kg A LOBEBETEMNLPFEEIC, KT O
B, BRAHERCHEEORELN 2 mgkg L EORE
BHTBEBMXIIREIC, BERMEED 2 mgkg LA EOE
ERCHBHTORESBX TEHMMNLTEEIC, M
ZOHBREY 10 mgkg REHTHEBEHTOBER
VEEZBX CEBBXIIREILA LN, REHET
X, RBE ERMROZEIREMED 10mg/kg BEHD 2
FITEBXIIBREICALN, Z055 1 FITHRREAE
LR OEAREENREICH LN, FRETAHD
NI NSOV EFITCOENTHomb DD, B
AERBOBZTHLN-I LN OERYERE L OBEE
DR X,

Text table 8-1 REMBFRENE (MERUFEXEHM ORE (BR)

R # i3
B RECRE FEATELRE
B %5 B(mg/kg): 0 0.4 2 10 0 10
i REFE: 7 12 12 7 5 5
Kidney
Dilatation, tubular 0 0 2 5 0 0
minimal 0 0 2 3 0 0
mild 0 0 0 2 0 0
Regeneration, tubular 6 11 12 7 2 2
minimal 6 11 2 0 2 2
mild 0 0 9 5 0 0
moderate 0 0 1 2 ] 0
Eosinophilic body, tubular cell 0 10 12 7 0 0
minimal 0 7 0 0 0 0
mild 0 3 8 0 0 0
moderate 0 0 4 7 0 0
Urinary cast, granular 0 0 6 3 0 0
minimal 0 0 4 2 0 0
mild 0 0 2 1 0 0
Cell infiltration, interstitial 1 0 2 4 0 1
minimal 1 0 2 3 0 1
mild 0 0 0 i 0 0
Fibrosis, interstitial 0 0 1 3 0 0
minimal 0 0 1 2 0 0
mild 0 0 0 1 0 0
R OETRBEIIK

RME LRI DR/ NMEASBE SRR (BHES 4003 KT 4004) OF
BT DT b PASERERN Slo2p 7 o 7 U UHEEEAREFERERETH o T,
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Text table 8-2 /RIBMBPREMRE (XEHMK) Ol (FE)

HERI: fHE
B AELRE
BB R £ 5 E(mg/ke): 0 0.4 2 10
ZigiA BEFS: 12(2) 120D 12 12(1)
Kidney
Regeneration, tubular 4(2) 1 2 3
minimal 4(2) 1 2 3
Cell infiltration, interstitial 1(1) 1 1 2(1)
minimal 1(1) 1 1 2(1)
Vacuolar degeneration, tubular cell 0 0 0 2
minimal 0 0 0 1
mild 0 0 0 1
Necrosis, single cell, tubular 0 0 0 1
mild 0 0 0 1
ORI 25 HRG B, RPDEITRERGIL
i : INEEPLHEOFFHIRIE RS RECEEME D 2 mg/kg LA L
DGR R OFEREREMED 10 mg/kg T 5B, B

RERECALNT,

Text table 8-3. /R EMBFRENE (MRUEIRHM) OBE (FR)

PR i3 3
B RELHE FERER
REME # 5 B(mg/kg): 0 0.4 2 10 0 10
i BREFEC 7 12 i2 7 5 5
Liver
Hypertrophy, hepatocytic, central 0 0 4 7 0 5
minimal 0 0 4 1 0 4
mild 0 0 0 6 0 1
RKRPOEITRBEFIEK

Text table 8-4. FIEMABFIRERR GIEREEM ORE (HRE)

PRI i3
B RECEE
HEAAR B 5 B(mg/ke): 0 0.4 2 10
TR REMAR: 122) 12(1) 12 12(1)
Liver
Hypertrophy, hepatocytic, central 0 0 2 12(1)
minimal 0 0 2 5(1)
mild 0 0 0 7

OPIEAESR 25 AR B, KT OEIZRERFK

e i : EmFOENTERBEMED 10 mgkg BERR OIHERE
EHED 10 mg/kg B EBEIZ, WTHHBBUICH LN,
BEAROEMMBRIEEHED 10 mgkg BEHRUIE
RECEHMED 10 mg/kg EBEIC, WTHHEMICA LN
Y
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Text table 8-5./F AR FREMR (MR UIEREREEE OLIE (1B

31 HE i 3
B ECRE R

BERE B 5 B(mg/kg): 0 0.4 2 10 0 10

Zil) BREF: 7 12 12 7 5 5
Spleen

Hematopoiesis, increased 0 0 0 2 0 2

minimal 0 0 0 2 0 2

Brown pigment, increased 0 0 0 7 0 2

minimal 0 0 0 7 0 2

BHOBEITFERFIEK

Text table 8-6. /FEHAMBFREMRR R OBE (BE

HER: i3
B RELHE
2B AR ®E B(mg/kg): 0 0.4 2 10
A BESS: 122 120D 12 12(1)
Spleen
Hematopoiesis, increased 0 0 0 4
minimal 0 0 0 4
Brown pigment, increased 0 0 0 1(1)
minimal 0 0 0 1(1)
OWMIZIESR 25 BRTHREM ., RPDOEIZBBRAK

BRI E B SR OEIR 25 BRSO BEM (Nos. 2101, 4103) @ 5 &, No. 4103 12D
WTIEBRHERSIZE Y. AEDMEDOFHIREXE CERIBOBEBR OEMIER
WicH BN, FEORRE & 2 EBENENRIR ORI D 2T,

PLEDMIZ, WS O DRE - MkICELs OBUBH LN, ZORFEOEMIC
ERNICALNAETLE ENRVHEERNZRET L, TORBEBZOERROER
W1 s, BRAOTLEHE L,

2) KREHBKRTRRE

WIE & R D Text table 8-7.1Z7R L7,

HREHIT, BERTRICKZERHETAHADNT-BROBEMITERIBEOHTHEN
B, RO /NERIEO IR K I ATEL R RE R OVEASEO B & bR X sE
DOBWFNH B, SO FTEIIAERER CIERREREM - biER LTz, —F,
BBERIC OV TIIRE MR OHEREHMED 10 mgkg EBETH LI, TOREIR
RITBRERTELALMREVZR LRI T,
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Text table 8-7 IR REMR (KEEY) OKIE

T % i3
ic 5 RERE FEZTECEE
FE /AR BEE@mgke): 0 10 0 10
i) BRAEHE: 5 5 5 5
Kidney
Regeneration, tubular 4 5 - -
minimal 4 2 - -
mild 0 3 - -
Eosinophilic body, tubular cell 1 0 - -
minimal 1 0 - -
Cell infiltration, interstitial 0 1 - -
minimal 0 1 - -
Liver
Hypertrophy, hepatocyte, centrilobular 0 4 0 2
minimal 0 4 0 2
Spleen
Brown pigment, increased 0 5 0 5
minimal 0 5 0 5

ETOEIIFEARFK. - REHE

Table X X Appendix IZ7R % OMOFT Aix, HEREROHREMBBRZOERI OB
BOELEE LGN,

6.12 A% (Table 12. Appendix 11-1~11-4)
HERSEEOBWIIAONT, BEHERRBHAELR ONFHEEH B BT BEE L
SHEBMERSHLOBICABRRZIRDLNR DT,

6.13 XEIR#R (Table 13, Appendix 12-1~12-4)
RRETIKELZEH, RER, BREERURBERICIINHE LSRR ERGH
EORMICERBRETRED R 2T,

6.14 SIEE4E (Table 14. Appendix 13-1~13-4)

IEENM O S WHREE Tld, IR 21 25 23 AORBIC2FINERITHB L, HEER,
IR, R, ERERK, FRE, RERE HERBERUCHAERICITHEREL
BB EREFHLEOBICEBRLRERRD bR ho Tz,

6.15 HAERDEEE (Table 15. Appendix 14-1~14-4)
HARROER 4 HOEICITHRE L SERDERER L ORICEERERRL,
NEBREREFETHIHHERLA DN 0T,

6.16 HERDAEFE (Table 16, Appendix 15-1~15-4)

BHEMPOFECIRITHBHT4H. 04, 2R 10 mgkgBHE5EH TS5, 4 RV 44
Tholz, A% 4 BAFRIIIHBELEHBDERSHLOBICERREZIRDL
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NEhotz,
6.17 HERDIKE (Table 17, Appendix 16-1~16-4)
HAERR AR 4 B OMEEEF CICAER 04 BOBOKEEMEIC IR L&
ERYEREH L ORMIBEEREERD bR h o1z,

6.18 HERDE® 4 BEIRMR (Table 18, Appendix 17-1~17-4)
WThOREROHARICHAIRMEAE XA Oh o0,
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7. EE

FAT7 2 ) —ND0 RHEBEE: 3— M) | 0.4, 2 XU 10mg/kg %, Sprague-Dawley
% SPF 7 v b OREIZIIZIBELAT 14 A RIS 2 2B %38 LU CHIRATE £ TE2 BRD.
HEIZ I ARECRT 14 BREIICM AR EHIE R O R REIM 2@ L Ci#3. 4 B £ T(42~48 Af)
HHERO®RE L, RERSEEMHRUCEEREBELRET L, BiZ. 0 XU 10 mg/kg
BEBHO—EHMOBPIZOWTIIMES HIT 42 BERE L, 14 BROKESR %
i, EHRELOTHEEERTF L,

71 REEESH

—RIREE, MR —RIRBOBE, HEERE. BAHE. BREBEOWE. AE.
BEEE, RRERVCOLHFALETY (TSH, T, RUT,) WE T, HBRHERSORE
RO N hoTe,

MEFRE Cid, O 10 mg/kg 258 CRILKE R ONE 7 o v U BICERE. B8R
MEREICEENRRD biL, IEREEEMED 10 mg/kg & 58 CEHRMEREE R ORI
KRBIZRESBOONE, THhHOE IR EREICLAPEMRVCEAmMIZHNT S
B rRBe L&z DR,

MRILFERE TIL, B 10mghkg BEFHE TR VAT o — L EWNY VBB IZHER
ROLIL, FRYERS LY FROBEARSCEER ST RESHEA I,

BEEETH, REHBBR THRECEREEOREIHD 2 RN 10 mg/kg B 55
WO ATELEEMED 10 mg/kg I EFE T, HREEROBEISZEHMHED 10 mgkg B 5
BT, MBEEOCEHEIMD 10mgkg BEHTRD LN, TNEFNWRBERETAD
NIEERBRLEEF LB X b, REMMKETRRETIX, O 10mg/kg &5
HTOFREVBRBRERICEEIRBD NN, REHMIR TERERICHAABEIIR
BL, TOMOEELTHIIRFEIZIOMERLAEZ END, WThbTHEEOELEE
Zbhiz, FE (BEBRE) EECEEIFEDOREZN, BEHBEKTEHRE CIX
HAONBRVWELTHY, REREICHOEERRL., HBFNEE ALV &0
B EBRM L HWT Lz,

FREERETIX. ARMICEROBEROCKELSHED 10 mgkg EBTAH LN,
FHECREREEOEE LR iz, HEEFAHICHED BB CRMAE £ OFEE
HERHZ LI, T OFBRENMEDOREDERE & b ITRME OILE, BERME.
SR A, MEORMICRUCHEBENSA N, ZOFBE/MEITRERB e
EBRUPASYBRERNDS a2n 7 a7 ) VEAROBELEZX DN, e2p/rT Y
OERITHENET v MCBREVICRE L, ERDEOREICL > THEL, i
RMEEELZHRE LERERBRTIZEBHMLNATNS > | ARBRIZBWTH
MR A b, FBEENMEOEROMBLHE L CRBSEEL RBRT5RE
BHOLNEZ LD, ZROREDREBRIZIY a2n 707 ) VOEEABEELTHS
FREMERE 2 b, HOBRTIE, REET EEMEOEREERVRAE LR
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D HEAMREIE S RZEEED 10 mg/kg REFHICH DT, THHERIX, 10 mgkg & 5B
DHDELTHY, —BREERR CRERNCAHALNRVELTH S Z L LERY
5 L OBEERFRINT, B, REHEOMDO I DEFICIRE L= HHERE T
HBZ LMD, FEOREBITIIEE. Sk OERLL EOBSHOLBNREN R
THEEZON, R TIIREBEMERED 2 mg/kg LI EDOFRERE R OIETEEEMD 10
mg/kg 5B /NER ORI RS AR b, RECHEMERED 10mg/kg REHTE
BOBEARD bNERREIEA LN TRN o, BEBTRER~ETCT YV EHEIHh
LB EAROEMBREFER CEREEIED 10 mgkg #EHTHA LN, REOHET
HEEOEMELRO LI, Bz, RFRECEAMFR (ROLERERFB~ET oy
BB BRHELRTWAZ D, HRYEREICL RN T HEELRBL
“EEEZ bR, £, FAETOELTERZXZOEMIIHT RGO ELELE
z2bhi, BEOBEAKICOVWTRARICLZFAHEEALNEN-T28, ZTOM
DREIZ DN TR L B FHEER A Btk B A b RRE LR
OZEREMNER CBMREEIC OV TR, BUTARERR 2N E0 b, A#HHco
WTH LN TE ot

7.2  EMEEESH

HEY, REECRELLZEE. RBE, BRERUCZBRCIEBRVEREDE
BEIIROONAehotz, BIC, HER, HEHE. BEKk F5EK, SRR, BE
BE, HERBEOCHARIERYERSOEEBEIRDON T, BAHBPOHER
BICHLEEBRED LNV EMD, 10 mykg BEBZBWTHIEEESIM O,
BREEROSZERE. BEMORLIEER. SEEKOHETE R & OLFHEBEE~DOREIX
TRV Ui,

HAER TR, HEROAREE, HERKUER 4 A OMBEEET ML, £%
4 AOEFERCHRTRICERDER S ICLH5EBIRD LRI o7,

INHLORBENL ARBREET CFA 7=/ —VERERABE TR LICLY,
HED 0.4 mg/kg DL EOBREBEOBIR., D 2 mg/kg LA LOBSEHEOITIE. HHED 10
mg/kg B EFHOBIBIIHBRYMEREIZRBE T2 LB 0N EBRERINE, L
BoT, RERYEOHESHDICB T IRERSEEHICHTIEEEERVESEE
m&%*ﬁmn4my%kﬁ HET 0.4 mg/kg & ¥ L7, E7=, MRS L Ray

B AAEREFHICHTAEREERVOESERIIVTR L 10 mgkg I EEH
Mbto
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8.

1)

2)

3)

4)

5)

6)

7

Xk

FFET7x2/)—=NDFy b2V 4 RRERDESEERR (B
EERERR) HBREHAR Y VY —Fv 72—, RBEE : C-RI52. 20104F)

Snedecor GW, Cochran WG. Statistical methods, 8th ed. Ames: lowa State University
Press; 1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control. J Am Stat Assoc 1955; 50: 1096-121.

FEATEE (1981) : ZRZHERME—5HE & 24711, pp.23-27, 387-389, R KEFEHKE,
HI.

Alden CL and Frith CH. : Urinary System, IV. Mechanisms of toxicity, C. Proximal
tubular injury. In : Handbook of Toxicologic Pathology, Academic Press, San Diego:

340-342 (1991)

FRETRIT: & 8 E, B, In: BHFREEGE, D AZEMRER2L, A HE, 253
(2000)

FRETRE . ILENBEOEMHRE Q) , WRBHRC. Bl In: &5 B4R
EEGS, A0 R, FILESE, 7, 200 (1994)

43



R-1071

500+~

400
S 300F
S
ey
=
o 200F
=

100+

O 1 H i i {
0-10 10-20 20-30 _ 30-40 40-50 50-60
Interval (minute)
Fig.1 A combined repeated-dose/reproductive—developmental toxicity study of thiophenol

by oral administration in rats
Motor activity of male rats (Week 6 of administration)



500

400

R-1071

S 300

8

ey

=z

= 200

=

100 0 ma/k ™~ | D
&—©O Mg/Kg — T — & ~
A — A 0.4 mg/kg S e g —— —
f— —m 2 mg/kg
o——¢ 10 mg/kg
O i i 1 | { |
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.2 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats
Motor activity of female rats (Main group, Lactation day 4)



R-1071

Activity (Count)

500
4001
300}
200}
100+
oe——0 0 mg/kg
o——o 10 mg/kg
O i 1 i i | |
0-10 10~-20 20-30 30-40 40-50 50-60
Interval {minute)
Fig.3 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats
Motor activity of female rats (Satellite group, Week 6 of administration)



R-1071

500
400}
ey :
S 300
S
>
b
=
= 200
=
1001
o—a 0 mg/kg
&—-—& 10  mg/kg
0 H | | 1 { |
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.4 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats
Motor activity of male rats (Week 2 of recovery)



R-1071

500~
400k
S 300+
o
A
ey
b
o 200F
2
100
o——o 0 mg/kg
o—-—¢ 10 mg/kg
O i 1 | I | }
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.5 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats
Motor activity of female rats (Week 2 of recovery)



R-1071

ao0}- &

c——o 0 mg/kg
A~ — A 0.4 mg/kg
O— —m 2 mg/Kg
o——o 10 mg/kg

Administration period ! I— Recovery period
] | I | | 1 1 { I /2 1 { i 1 i

600
550}
500k
C
S 4501
2
ey
a
350k
300
ok
Fig.b

— T

| |
4 8 1 15 18 22 25 29 32 36 39 42”7 1 4 8 11 14 (day)

A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Body weight of male rats



2501 @

i

—— Pre-mating period |
|

|
{
| | | //

Gestation period

L

[

R-1071

c——a 0 mg/kg
A — A 0.4 mg/kg
4— —m 2 mg/kg
o——o 10 mg/kg

!

1 Lactation period
1 L/ 1

450 -

400}

= 350
=
o
2

~ 300F
=)
s

2001

ok

Fig.7

1

4 8 11 1570

7

11

14

1
17 207 0 4 (day)

A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

Body weight of female rats (Main group)



R-1071

o— 0 mg/kg
o——o 10 mg/kg

PO U —

Administration period { I Recovery period —
| { { 17/ 1 { I ! l

400~
350+
300+

G

= 250-

@

N

o

2 200+
150}~
100
oC

Fig.8

| | | | | i I
4 8 11 15 18 22 25 29 32 36 39 42”7 1 4 8 11 14 (day)

A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Body weight of female rats (Satellite group)



R-1071

40+
35+
=
(O
Z
[ge)
éé 30 P
[
2
g 25
=
e
o
=)
(wn]
e 20
o—— 0 mg/kg
A~ — A 0.4 mg/kg
0— —m 2 mg/kg
o——¢ 10 mg/kg
15 | Administration period 1 | Recovery period —
GF | ] 1 1 i ! I | Ly | | | i
1 4 g 1 15 32 36 39 427 1 4 B 11 14 (day)
Fig.9 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

Food consumption of male rats



B0

401

Food consumption (g/rat/day)

30

20

R-1071

o——o 0 mg/kg

10 A — A 0.4 mg/kg
O0— —m 2 mg/kg
e——¢ 10 mg/kg
Lactation
p——— Pre-mating period | } Gestation period ! period
O 1 | i f | //// | i I ] | 1 i //// i I
1 4 8 " 15" 1 4 7 11 14 17 207 2 4 (day)
Fig.10 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

Food consumption of female rats (Main group)



Food consumption (g/rat/day)

35

30

25

20

15

10

Fig.11

Administration period !
| | | | i ! |

-,

R-1071

|- Recovery period -
|
1

0 mg/k
10 mg/kg

)
&—-—&

-

4 g 1 15 32

4 B8 11 14 (day)

A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

Food consumption of female rats (Satellite group)



R-1071

Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Clinical signs in male rats (Adwinistration period)

Day of administration

Dose Signs
mg/kg 1-7  8-14 15-21 22-28 29-35 36-42 43a)
0 No. of animals 12 12 12 12 12 12 7
No. of animals with abnormal findings 0 0 4] 0 0 o] 0
0.4 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 4] 0 0
2 No. of animals 12 12 12 12 12 12 12
No. of animals with abnormal findings [4] 0 [0} 0 0 0 0
10 No. of animals 12 12 12 12 12 12 7
No. of animals with abnormal findings 0 0 0 0 0 0 0

a): Day of necropsy
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Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Clinical signs in female rats during the pre-mating period (Main group)

Day of administration

Dose Signs
me/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 [} 0 0 0 0 0 0 0 0 0 0 0 0
0.4 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 [¢] 0 0 0 0 0 0 0 0
2 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 o] 0 0 0 0 0 0 0 0
10 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 )] 0 0 0 0
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Table 1-3 A combined repeated—dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Clinical signs in dams during the gestation period (Main group)
Administration
Dose Signs
ng/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25a)
0 No. of dams it 11 11 11 11 11 11 11 11 i1 11 11 11 1@ 11 11 11 11 11 11 11 11 3 1 1 1
No. of dams with abnormal findings o o0 0 0 o o0 6 0 0 © © o 0 O O 0 0 0 0 O O 0 O o©0 90 O
0.4 No. of dams i1 11 11 11 33 1@ 11 11 11 11 11 11 11 11 11 11 11 11 1p 11 11 11 3 0
No. of dams with abnormal findings o ¢ o 0 0 0 ¢ 9 0 O 0 0 ©6 © 0 O O © 9o o0 0 0 O
2 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 O
No. of dams with abnormal findings 6o o 0 o0 0 0 ¢ © 0 ¢ 0 0 © 0 0 0 0 o© o0 ©06 0 0 O
10 No. of dams 11 11 11 1% 11 11 i1 1%¢ 11 1t i1 i1 11 11 1t 11 i1 11 11 11 11 11 3 O
No. of dams with abnormal findings o o o 06 0 0 ¢ 0o 0o 0 ©0 O O 0 © 0 0 © 0 0 O0 o0 o

a): Gestation day
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Table 1-4 A combined repeated—dose/reproductive—developmehtal toxicity study of thiophenol
by oral administration in rats
Clinical signs in dams during the lactation period (Main group)
Administration
Dose Signs
mg/kg 0 1 2 3 4a) 5b)
(4] No. of dams 16 10 10 10 10 10
" No. of dams with abnormal findings 0 0 0 0 0 0
0.4 No. of dams 11 11 11 11 11 11
No. of dams with abnormal findings 0 0 0 0 [4] 0
2 No. of dams 12 12 12 12 12 12
No. of dams with abnormal findings 0 Q 0 0 0 0
10 No. of dams 11 11 11 i1 11 11
No. of dams with abnormal findings 0 0 0 0 0 0

a): Lactation day
b): Day of necropsy
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Clinical signs in female rats (Satellite group, administration period)
Day of administration
Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a)
0 No. of animals 10 10 10 10 10 10 5
No. of animals with abnormal findings 0 0 V] 0 0 0 0
10 No. of animals 10 10 10 10 10 10 5
No. of animals with abnormal findings 0 0 ) 0 0 0 [}

a): Day of necropsy



R-1071

Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Clinical signs in male rats (Recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 5 6 T 8 9 10 11 12 13 14 15a)
[} No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 Q 0 0 0 0 0 0 0 0 0 0 0 0
10 No. of animals 5 5 5 S 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 [} 0 0 0
a): Day of necropsy
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Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Clinical signs in female rats {(Recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 5 6 T 8 9 10 11 12 13 14 15a)
0 No. of animals S 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 [} [} 0 0 0
10 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings (i} 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a): Day of necropsy



A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

R-1071

Table 2-1
by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 1 of administration)
Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 12 12 12 12
Posture
" Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12




A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

R-1071

Table 2-2
by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 2 of administration)
Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 3 of administration)
Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Petailed clinical signs in male rats: home cage observation (Week 4 of administration)
Dose (mg/kg) [} 0. 2 10
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 i2 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 5 of administration)
Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None i2 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-6 A combined repeated-dose/reproductive-developmental toxicity study of thiophemol
by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 6 of administration)
Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Week 1 of administration)
Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 12 12 12 12
Posture
Normal 12 i2 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2~8 A combined repeated~dose/reproductive—developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Week 2 of administration)
Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined repeated-dose/reproductive~developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 1)
Dose (mg/kg) (i} 0.4 2 10
Parameter No. of animals 11 11 12 11
Posture
Normal 11 11 12 11
Convulsion
None 11 11 12 11
Abnormal behavior
None 11 11 12 11
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Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 7)
Dose (mg/keg) 0 0.4 2 10
Parameter No. of animals 11 11 12 11
Posture
Normal 11 11 12 11
Convulsion
None 11 11 12 11
Abnormal behavior
None i1 11 12 11
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Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral-administration in rats
Detailed clinical signs in female rats: home cage cobservation (Main group, Gestation day 14)
Dose {(mg/kg) 0 0.4 2 10
Parameter No. of animals 11 11 12 11
Posture
Normal 11 11 12 11
Convulsion
None 11 11 12 11
Abnormal behavior
None 11 11 12 11
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Table 2-12 A combined repeated—dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 20)
Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 11 11 12 11
Posture
Normal 11 11 12 11
Convulsion
None 11 11 12 11
Abnormal behavior
None 11 11 12 11
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Lactation day 4)
Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 10 11 12 11
Posture
Normal 10 11 12 11
Convulsion
None 10 11 12 11
Abnormal behavior
None 10 11 12 11
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Satellite group, Week 1 of administration)}

Dose (mg/kg) 0 10
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10

Abnormal behavior
None 10 10
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 2 of administration)
Dose (mg/kg) 0 10
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Satellite group, Week 3 of administration)

Dose {mg/kg) 0 10
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None i0 10

Abnormal behavior
None 10 10
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Satellite group, Week 4 of administration)

Dose (mg/kg) 0 10
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10

Abnormal behavior
None 10 10
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 10
Paranmeter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10

Abnormal behavior
None 10 10
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 10
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10

Abnormal behavior
None 10 10
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: home cage observation (Week 1 of recovery)

Dose (mg/kg) 0 10
Parameter No. of animals 5 5
Posture
Normal 53 51
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: home cage observation {Week 2 of recovery)

Dose (mg/kg) 0 10
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Week 1 of recovery)

Dose (mg/kg) 0 10
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 S

Abnormal behavior
None 5 S
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Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Week 2 of recovery)

Dose (mg/kg) 0 10
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 )
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Table 2-24 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 1 of administration)

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 12 12 12

Some resistance/avoidance . 1 0 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation )

Nomne 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 12 12

Soft 0 1 0 0

Reactivity to handling
asy
Slightly awkward 1 4] 0 V]
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 2 of administration)

Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal i2 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal i2 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization :

None 12 11 12 12

Soft 4] 1 0 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 3 of administration)

Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12

Palpebral closure
Normal 12 12 12 12

Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 i2
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 4 of administration)

Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-28 A combined repeated-dose/reproductive-developméntal toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 5 of administration)

Dose (mg/ke) 0 0.4 2 10
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin .

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
‘Palpebral closure ’

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy ) 12 12 12 12
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 6 of administration)

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 12 12 12 12
Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos .

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12

Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 11

Soft 0 0 0 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-30 A combined repeated-dose/reproductive~developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 1 of administration}

Dose (mg/kg) (o} 0.4 2 10
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal ) 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 i2 12
Pupil size

Normal 12 12 12 12
Salivation

None .12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 12 12 12 12
Ease of removal from cage )

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions~Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 1)

Dose (mg/kg) 0 0.4 2 10
Parameter " No. of animals 11 11 12 11

Ease of removal from cage

Easy 11 11 12 11
Fur condition

Normal 11 11 12 11
skin ‘

Normal 11 11 12 11
Secretions-Eye, Nose

Absent 11 11 12 11
Exophthalmos

Absent 11 11 12 11
Palpebral eclosure

Normal 11 11 12 11
Mucosal membranes

Normal 11 11 12 11
Lacrimation

Normal 11 11 12 11
Piloerection

- Absent 11 11 12 11
Pupil size

Normal 11 11 12 11
Salivation

None 11 11 12 11
Abnormal respiration

Absent 11 11 12 11
Vocalization

None 11 11 12 11

Reactivity to handling
Easy 11 11 12 11
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats :

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 7)

Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 11 11 12 11

Ease of removal from cage

Easy 11 11 12 11
Fur condition

Normal 11 11 12 11
Skin

Normal 11 11 12 11
Secretions-Eye, Nose

Absent 11 11 12 11
Exophthalmos

Absent 11 11 12 11
Palpebral closure

Normal 11 11 12 11
Mucosal membranes

Normal 11 11 12 11
Lacrimation

Normal 11 11 12 11
Piloerection

Absent 11 11 12 11
Pupil size

Normal 11 11 12 11
Salivation

None 11 11 12 11
Abnormal respiration

Absent 11 11 12 11
Vocalization

None 11 11 12 11

Reactivity to handlin
Easy d £ 11 11 12 11
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
: by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 14)

Dose (mg/kg) 0 0.4 2 10
Parameter No. of animals 11 11 12 11

Ease of removal from cage

Easy 11 11 12 11
Fur condition

Normal 11 11 12 11
Skin

Normal 11 11 12 11
Secretions-Eye, Nose

Absent 11 11 12 11
Exophthalmos

Absent 11 11 12 11
Palpebral closure

Normal 11 11 12 11
Mucosal membranes

Normal 11 11 12 11
Lacrimation

Normal 11 11 12 11
Piloerection

Absent 11 11 12 11
Pupil size

Normal 11 11 12 il
Salivation

None 11 11 12 11
Abnormal respiration

Absent 11 11 12 11
Vocalization

None 11 11 12 11

Reactivity to handling .
Easy 11 11 12 11
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 20)

Dose (mg/kg) 0 X 0.4 2 10
Parameter No. of animals i1 11 12 11

Ease of removal from cage

Easy 11 11 12 11
Fur condition

Normal 11 11 12 11
Skin

Normal 11 11 12 11
Secretions-Eye, Nose

Absent 11 11 12 11
Exophthalmos

Absent 11 11 12 11
Palpebral closure

Normal 11 11 12 11
Mucosal membranes

Normal 11 1t 12 11
Lacrimation

Normal 11 11 12 11
Piloerection

Absent 11 11 12 11
Pupil size

Normal 11 11 12 11
Salivation

None 11 11 12 i1
Abnormal respiration

Absent 11 11 12 11
Vocalization

None 11 11 12 11

Reactivity to handling
Easy v 11 11 12 11
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Lactation day 4)

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 10 11 12 11

Ease of removal from cage

Easy 10 11 12 11
Fur condition

Normal . 10 11 12 11
Skin

Normal 10 11 12 11
Secretions-Eye, Nose

Absent 10 11 12 11
Exophthalmos

Absent 10 11 12 11

Palpebral closure

Normal 10 11 12 11
Mucosal membranes

Normal 10 11 12 i1
Lacrimation

Normal 10 11 12 11
Piloerection

Absent 10 11 12 11
Pupil size

Normal 10 11 12 11
Salivation

None 10 11 12 11
Abnormal respiration

Absent 10 11 12 11
Vocalization

None 10 11 12 11

Reactivity to handling
‘Easy 10 11 12 11
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation {(Satellite group, Week 1 of administration)

Dose (mg/kg} 0 10

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos '

Absent 10 10

Palpebral closure
Normal 10 10

Mucosal membranes

Normal ' 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation ’ -

None 1¢ 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Sateliite group, Week 2 of administration)

Dose (mg/kg) 0 10
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None i0 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-39 A combined repeated—dose/reproduétive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 3 of administration)

Dose (mg/kg) 0 10 N

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions~Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10

Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10

v Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 4 of administration)

Dose (mg/kg) 0 v 10

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition
Normal 10 10
Skin
Normal 10 10
Secretions-Eye, Nose '
Absent 10 10
Exophthalmos
Absent 10 10
Palpebral closure
Normal 10 10
Mucosal membranes
Normal 10 10
Lacrimation '
Normal 10 10
Piloerection
Absent 10 10
Pupil size
Normal 10 10
Salivation
None 10 10
Abnormal respiration
Absent 10 10
~Vocalization
None 10 10

Reactivity to handling
Easy 10 10
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 10
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10

Palpebral closure
Normal 10 10

Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-42 A combined. repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 10

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal ' 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 1 of recovery)

Dose (mg/kg) 0 10

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5

Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5] 5
Salivation

None 5 5
Abnormal respiration

Absent S 5
Vocalization

None 5 4

Soft 0 1

Reactivity to handling
Easy 5 5
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 2 of recovery)

Dose (mg/kg) [4] 10
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 53 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 S

Soft 1 [

Reactivity to handling
Easy 5 5
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Week 1 of recovery)

Dose (mg/kg) 0 10

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Week 2 of recovery)

Dose (mg/kg) ] 10

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition .

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy . 5 5
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Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 1 of administration)
Dose (mg/keg) 0 0.4 2 10

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 1z 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 4+ 1 4+ 5+ 2
Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ 0+ 1
Urination

None 10 11 11 9

Small amount 2 1 1 3

No significant difference in

any treated groups from control group.
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Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 2 of administration)

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 5+ 2 5+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 1 0+ 0
Urination s i

None 11 10 11 11

Small amount 1 2 1 1

No significant difference in any treated groups from control group.
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Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 3 of administration)

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 12 12 12 12
Arousal

Normal . 12 12 12 12
Convﬁlsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 2 5+ 2 4+ 1 5+ 2
Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ 0 0+ 0
Urination

None 11 12 12 11

Small amount 1 0 0 1

No significant difference in any treated groups from control group.



Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

Detailed clinical

signs in male rats: open field observation (Week 4 of administration)

R-1071

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals i2 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 i2 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 3 5+ 2 5+ 1 5+
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0%
Urination

None 11 10 11 11

Small amount 1 2 1 1

No significant difference in any treated groups from control group.
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Table 2-51 A combined repeated—dose/reproductiveQdevelopmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 5 of administration)
Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 1 Q 0 0

Normal 11 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 8+ 6+ 2 5+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ 0 O+
Urination

None 11 8 11 11

Small amount 1 4 1 1

No significant difference in any treated groups from control group.
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Table 2-52 ‘A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
’ by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 6 of administration)
Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 3 5+ 2 5+ 1 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 (2 0+ 0
Urination

None 11 11 10 11

Small amount 1 1 2 1

No significant difference in any treated groups from control group.
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Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Week 1 of administration)
Dose {(mg/kg) 0 0.4 2 10

Parameter No. of animals 12 12 12 12
Arousal

Normal i2 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 9+ 3 T+ 2 7+ 1 8+
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.
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Table 2-54 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Week 2 of administration)
Dose (mg/kg) ¢ 0.4 2 10

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior :

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 i2 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 9+ 3 8+ 1 8+ 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0O 0+ 0+ 0
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.
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Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
‘Detailed clinical signs in female rats: open field observation (Main group, Gestation day 1)
Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 11 11 12 11
Arousal

Normal 1l 11 12 11
Convulsion

None 11 11 12 11
Abnormal behavior

None 11 11 12 11
Stereotypy

None 11 11 12 11
Gait

Normal i1 11 12 11
Posture

Normal 11 11 12 11
Grooming

None i1 11 12 11
Rearing (Mean+S.D.) 8+ 2 6+ 2 T+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 11 12 11

No significant difference in

any treated groups from control group.



Table 2-~56 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

Detailed clinical signs in female rats:

open field observation (Main group, Gestation day 7)

R-1071

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 11 11 12 11
Arousal

Normal 11 11 12 11
Convulsion

None 11 11 12 11
Abnormal behavior

None 11 11 12 11
Stereotypy

None 11 11 12 11
Gait

Normal 11 11 12 11
Posture

Normal 11 11 12 11
Grooming

None 11 11 12 11
Rearing (Mean+S.D.) 8+ 2 T+ 2 T+ 2 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0O
Urination

None 11 11 12 11

No significant difference in any treated groups from control group.



Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

Detailed clinical signs in female rats: open field observation (Main group, Gestation day 14)

R-1071

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 11 11 12 11
Arousal

Normal 11 11 12 11
Convulsion

None 11 i1 12 11
Abnormal behavior

None 11 11 12 11
Stereotypy

None 11 11 12 11
Gait

Normal 11 11 12 11
Posture

Normal 11 i1 12 11
Grooming

None 11 11 12 11
Rearing (Mean+S.D.) T+ 2 6+ 1 6+ 1 T+
Defecation count (Mean+S.D.) 0+ 0 0+ O 0+ 0O 0+
Urination -

None 11 11 11 11

Small amount 0 0 1 0

No significant difference in any treated groups from control group.
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Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: open field observation (Main group, Gestation day 20)

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 11 11 12 11
Arousal

Normal 11 11 12 11
Convulsion

None 11 11 12 11
Abnormal behavior

None 11 11 12 11
Stereotypy

None 11 11 12 11
Gait

Normal 11 11 12 11
Posture

Normal 11 11 12 11
Grooming

None 11 11 12 11
Rearing (Mean+S.D.) 6+ 1 6+ 2 . B+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+« 0
Urination

None 11 11 12 10

Small amount 0 0 0 1

No significant difference in any treated groups from control group.



A combined repeated-dose/reproductive-deVeldpmental toxicity study of thiophenol

R-1071

Table 2-59
by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Lactation day 4)
Dose (mg/kg) 4] 0.4 2 10

Parameter No. of animals 10 11 12 11
Arousal

Normal 10 11 12 11
Convulsion

None 10 11 12 11
Abnormal behavior

None 10 11 12 11
Stereotypy

None 10 11 12 11
Gait

Normal 10 11 12 11
Posture

Normal 10 11 12 11
Grooming

None 10 11 12 11
Rearing (Mean+S.D.) 6+ 6+ 1 6+ 6+ 3
Defecation count (Mean+S.D.) 0+ 0+ O 0+ 0 0+ O
Urination

None 10 11 12 11

No significant difference in any treated groups from control group.



Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

R-1071

Detailed clinical signs in female rats: open field observation (Satellite group, Week 1 of administration)

Dose (mg/kg) [ 10

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.
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Table 2-61 A combined repeated-dose/reproductive~developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: open field observation (Satellite group, Week 2 of administration)

Dose (mg/kg) 0 10

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 9+ 2 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 10 16

No significant difference between treated group and control group.
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Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats:

open field observation (Satellite group, Week 3 of administration)

Dose (mg/kg) 0 10

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) g+ 3 8+ 2
Defecation count (Mean+S.D.) 0+ C 0+
Urination

None 10 10

No significant difference between

treated group and control group.
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Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: open field observation (Satellite group, Week 4 of administration)

Dose (mg/kg) 0 10

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None ) 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean#S.D.} 10+ 2 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

R-1071

Detailed clinical signs in female rats: open field observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 10

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean*S.D.) i2+ 3 11+ 4
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 9

Small amount 0 1

No significant difference between

treated group and contrcl group.



Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

R-1071

Detailed clinical signs in female rats: open field observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 10

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 11+ 2 10+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 9 10

Small amount 1 0

No significant difference between

treated group and control group.



R-1071

Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 1 of recovery)

Dose (mg/kg) 0 10

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 S
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 2 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 3

Small amount 0 2

No significant difference between treated group and control group.
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Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 2 of recovery)

Dose (mg/kg) 0 10

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 6+ 2 6+ 1
Defecation count (Mean+S.D.)} 0+ 0 0+ 0
Urination

None 4 4

Small amount 1 1

No significant difference between treated group and control group.
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Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: open field observation (Week 1 of recovery)

Dose (mg/kg) 0 10

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 2 9+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.
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Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Detailed clinical signs in female rats: open field observation (Week 2 of recovery)

Dose (mg/kg) 0 10

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5] 5
Rearing (Mean+S.D.) 9+ 2 T+ 1
Defecation count (Mean+S.D.) 0+ O 0+ 0
Urination

None 5 4

Small amount 0 1

No significant difference between treated group and control group.



R-1071

Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Manipulative test of male rats (Week 6 of administration)

Dose (mg/kg) 0 0.4 2 10

Parameter No. of animals 5 5 5 5
Auditory respounse

Normal 5 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex .
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 84+14 79+13 84+21 78415

No significant difference in any treated groups from control group.



Table 2-T1 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Manipulative test of female rats (Main group, Lactation day 4)

R-1071

Dose (mg/kg) ¢} 0.4 2 10

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean*S.D.) 67+12 66+ 8 63+24 50+12

No significant difference in any treated groups from control group.
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Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Manipulative test of female rats (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 10

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 53
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
{(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 66+16 61+23

No significant difference between treated group and control group.
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Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Manipulative test of male rats (Week 2 of recovery)

Dose (mg/kg) 0 10

Parameter No. of animals 5 5
Auditory response

Normal B 5
Approach response

Normal 5 5
Touch response

Normal S 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ O 0+ 0
Landing foot splay (mm: Mean+S.D.) 86+13 91+11

No significant difference between treated group and ccntrol group.
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Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
: by oral administration in rats

Manipulative test of female rats (Week 2 of recovery)

Dose (mg/kg) 0 10

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ O 0+ 0
Landing foot splay (mm: Mean+S.D.) 76+13 T1+12

No significant difference between treated group and control group.
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Table 2-75 : A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Grip strength of male rats (Week 6 of administration)

Dose Fore 1limb Hind limb
ng/kg g g
0 No. 5 5

Mean 1450 805

S.D. 455 184

0.4 No. 5 5

Mean 1329 203

S.D. 123 165

2 No. 5 5

Mean 1433 880

S.D. 262 31

10 No. 5 5
Mean 1425 901

S.D. 281 126

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Grip strength of female rats (Main group, Lactation day 4)

Dose Fore limb Hind limb
ng/kg g g
0 No. 5 5
Mean 1106 734

S.D. 95 78

0.4 No. 5 5
Mean 1304 653

S.D. 190 98

2 No. 5 5
Mean 1174 792

S.D. 100 230

10 No. 5 5
Mean 1179 699

S.D. 133 93

No.: No. of animals
No significant difference in any treated groups from contrel group.
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Table 2-77 " A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Grip strength of female rats (Sateilite group, Week 6 of administration)

Dose Fore 1limb Hind 1limb
mg/kg g E
0 No. 5 5
Mean 1276 603

S.D. 117 158

10 . No. 5 5
Mean 1085 701

S$.D. 167 165

No.: No. of animals
No significant difference between treated group and control group.
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Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Grip strength of male rats (Week 2 of recovery)

Dose Fore limb Hind limb
mg/kg g g
0 No. 5 5

Mean 1220 757

S.D. 450 92

10 No. . 5 5
Mean 1385 849

S.D. 161 133

No.: No. of animals :
No significant difference between treated group and control group.
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Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Grip strength of female rats (Week 2 of recovery)

Dose Fore limb Hind limb
mg/kg g g
0 No. 5 1

Mean 951 630

S.D. 246 85

10 No. 5 5
Mean 936 649

S.D. 318 103

No.: No. of animals .
No significant difference between treated group and control group.
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Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Motor activity of male rats (Week 8 of administration)
Interval (minutes)
Dose
mng/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 411 278 149 152 144 6 1140
S.D. 46 54 58 38 132 6 213
0.4 No. 5 5 5 5 5 5 5
Mean 435 360+ 31ies 252 196 158 1712+
S.D. 31 49D 45D 86 166 133 440D
2 No. 5 5 5 5 5 5 5
Mean 430 366+ 350#%s 31Tes 215 173» 1859#+»
S.D. 19 45D 15D 59D 154 136S8T 239D
10 No. 5 5 5 5 5 5 5
Mean 408 334 32Tns 212 170 122« 1574
S.D. 68 47 59D 87 97 T7ST 227

Unit : Count

No.: No. of animals
# : p<0.05 ; #= :
D: Dunnett’'s test
ST: Steel's test

p<0.01

{Significant difference from control group)
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Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study of thiophehol
by oral administration in rats
Motor activity of female rats (Main group, Lactation day 4)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50~-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 374 243 200 148 132 98 1195
S.D. 86 153 173 148 167 92 834
0.4 No. 5 5 5 5 5 5 5
Mean 337 167 173 109 142 61 988
S.D. 89 73 94 104 116 111 393
2 No. 5 5 5 5 5 5 5
Mean 210+ 1569 63 104 68 76 689
S.D. 95D 147 113 87 53 100 387
10 No. 5 5 5 5 5 5 5
Mean 342 223 128 152 83 110 1039
S.D. 67 101 100 110 83 107 364

Unit : Count

No.: No. of animals
# : p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Motor activity of female rats (Satellite group, Week 6 of administration)

Interval (minutes)

Dose -
mg/ke 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 b 5] 5
Mean 435 350 263 182 129 91 - 1449
S.D. 19 31 118 137 156 108 265
10 No. 5 5 5 5 5 S 5
Mean 403w 350 236 160 86 87 1322
8.D. 21T 53 84 103 67 123 397

Unit : Count

No.: No. of animals

% : p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats ‘
Motor activity of male rats {(Week 2 of recovery)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-~50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 355 354 286 295 2938 170 1754
S.D. 50 58 43 82 81 89 250
10 No. 5 5 5 5 5 5 5
Mean 378 314 315 249 160 154 1570
S.D. 60 49 73 123 120 108 452

Unit : Count

No.: No. of animals

No significant difference between treated group and control group.



R-1071

Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Motor activity of female rats {(Week 2 of recovery)

Interval {(minutes)

Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 351 296 279 238 205 215 1583
S.D. 69 69 84 109 88 35 403
10 No. 5 5 5 5 5 5 5
Mean 350 300 285 184 199 262 1580
S.D. 32 44 101 149 25 33 3238

Unit : Count
No.: No. of animals
No significant difference between treated group and control group.
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Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Body weight of male rats (Administration period)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 i2 12
0 Mean 405 420 432 443 454 459 474 484 497 508 520 528 533 128
S.D. 14 15 16 21 25 26 30 35 36 39 40 41 40 32
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0.4 Mean 408 422 436 447 459 466 480 489 506 517 528 537 541 132
$.D. 11 15 17 16 18 18 20 22 23 25 25 26 28 21
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
2 Mean 404 418 432 444 455 458 472 485 499 508 519 526 532 127
$.D. 15 15 16 16 18 20 20 T 21 21 23 21 22 19 14
No. 12 12 12 12 12 12 12 12 12 - 12 12 12 12 12
10 Mean 407 421 435 447 461 487 483 493 507 51¢ 527 538 544 137
S.D. 14 12 16 18 17 17 14 18 16 i8 19 20 22 16
Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 3-2 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Body weight of female rats during the pre-mating period (Main group)

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 249 255 260 263 266 17
S.D. 12 11 10 15 15 11
No. 12 12 12 12 12 12
0.4 Mean 250 256 263 268 273 23
S.D. 14 15 18 i6 .15 6
No. 12 12 12 12 12 12
2 Mean 249 258 262 264 269 20
S.D. 11 13 13 14 15 8
No. 12 12 12 i2 12 12
10 Mean 250 257 265 269 273 23
S.D. 14 13 15 15 14 7

Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.
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Table 3-3 A combined repeated-dose/reproductive-developmental toxiecity study of thiophenol
by oral administration in rats

Body weight of dams during the gestation period (Main group)

Administration

Dose Gain
mg/kg 0 4 7 11 14 17 20a) 0-20
No. 11 11 11 11 11 11 11 11

0 Mean 277 301 315 336 352 383 430 154
S.D. 13 15 15 19 19 26 33 25

No. 11 11 11 11 11 11 11 11

0.4 Mean 280 305 320 343 359 390 441 160
S.D. 20 18 19 21 21 20 27 28

No. 12 12 12 12 12 12 12 12

2 Mean 280 303 317 335 352 380 430 150
S.D. 15 16 17 20 19 26 34 25

No. 11 11 11 11 11 11 11 11

10 Mean 282 305 320 343 360 393 442 180
5.D. 18 16 19 23 25 27 29 19

Unit: g

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group.
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Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Body weight of dams during the lactation period (Main group)

Administration

Dose _— Gain
mg/kg 0 4a) 0-4
No. 10 10 10

0 Mean 339 351 12
S.D. 29 25 20

No. 11 11 11

0.4 Mean 343 353 10
S$.D. 28 25 20

No. 12 12 12

2 Mean 333 350 17
S.D. 20 17 14

No. 11 11 11

10 Mean 341 352 11
S.D. 25 31 27

Unit: g

No.: No. of dams

a): Lactation day

No significant difference in any treated groups from control group.



R-1071

Table 3-5 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Body weight of female rats (Satellite group, administration period)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
0 Mean 248 259 265 271 275 278 284 286 293 296 301 305 307 58
S.D. 14 12 14 13 13 i6 15 18 17 15 15 15 16 11
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
10 Mean 247 255 263 267 270 277 281 285 291 295 287 300 306 59
S.D. 14 14 14 17 17 i8 19 15 16 19 20 23 22 18
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 3-6 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Body weight of male rats (Recovery period)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 521 528 539 541 543 22
S.D. 45 44 44 48 49 11
No. 5 5 5 5 5 5
10 Mean 537 545 552 560 658 21
S.D. 30 31 33 34 32 9
Unit: g
No.: No. of animals

No significant difference between treated group and control group.



N
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Table 3-7 ‘A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Body weight of female rats (Recovery period)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 S 5 5
(o] Mean 309 310 313 315 322 13
S.D. 20 16 18 24 25 9
No. 5 5 5 5 5 5
10 Mean 300 . 300 302 306 311 10
S.D. 22 23 27 17 18 8
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Food consumption of male rats (Administration period)

Day of administration

Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 12 12 12 12 12 12 T 12 12 12
0 Mean 27 29 28 29 30 30 30 28 30
5.D. 3 2 2 4 2 2 3 3 3
No. 12 12 12 12 12 12 12 12 12
0.4 Mean 28 30 28 29 29 31 29 28 29
S.D. 2 2 1 2 2 2 3 3 3
No. 12 12 12 12 12 12 12 12 12
2 Mean 27 30 28 30 29 30 29 29 29
S.D. 2 2 2 2 2 2 2 2 3
No. 12 12 12 12 12 12 12 12 12
10 Mean 28 29 29 29 30 32 29 30 30
S.D. 3 3 3 3 3 3 3 3 3

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Food consumpticon of female rats during the pre-mating period (Main group)

Day of administration

Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 21 22 21 20 19
S.D. 3 3 2 3 4
No. 12 12 12 12 12
0.4 Mean 20 21 21 21 22
S.D. 3 3 3 3 2
No. 12 12 12 12 12
2 Mean 20 22 21 20 21
S.D. 3 3 3 4 4
No. 12 12 12 12 12
10 Mean 19 21 21 21 21
S.D. 3 2 3 3 2

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from control group.
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Table 4-3 A combined repeated-dose/reproductive~developmental toxicity study of thiophenol
by oral administration in rats

Food consumption of dams during the gestation period (Main group)

Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 11 11 11 11 11 11 11
0 Mean 23 25 26 27 27 30 25
S.D. 2 2 3 3 3 4 3
No. 11 11 11 11 11 11 11
0.4 Mean 25 26 27 28 27 30 26
S.D. 3 2 3 3 3 3 2
No. 12 12 12 12 12 12 12
2 Mean 22 25 27 27 27 27 23
S.D. 3 3 3 3 3 4 4
No. 11 11 11 11 11 11 11
10 Mean 23 26 26 26 27 30 25
S.D. 2 2 3 3 3 5 4

Unit: g/rat/day

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group.
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Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Food consumption of dams during the lactation period (Main group)

Administration
Dose _—
mg/kg 2 48)
No. 10 10
0 Mean 26 42
S.D. 6 7
No. 11 11
0.4 Mean 25 43
S.D. 5 7
No. 12 12
2 Mean 23 44
S.D. 6 6
No. 11 11
10 Mean 25 44
S.D. 10 12

Unit: g/rat/day

No.: No. of dams

a): Lactation day

No significant difference in any treated groups from control group.
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Table 4-5 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Food consumption of female rats {(Satellite group, administration period)
Day of administration
Dose
ng/kg 1 4 8 11 15 32 36 39 42
No. 10 10 10 10 10 10 10 10 10
0 Mean 19 22 22 23, 28 22 21 21 21
S.D. 3 2 3 i 1 3 3 1 2
No. 10 10 10 10 10 10 10 10 10
10 Mean 19 22 21 21 21 22 21 19 22
$.D. 3 - 3 1 4 2 2 2 3 3

Unit: g/rat/day
No.: No. of animals

No significant difference between treated group and control group.
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Table 4-6 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Food consumption of male rats (Recovery period)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 27 30 31 30 32
S.D. 3 3 3 2 4
No. 5 5 5 5 5
10 Mean 29 29 30 32 33
S.D. 3 3 3 2 2

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.
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Table 4-7 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Food consumption of female rats (Recovery period)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 22 22 22 22 27
S.D. 1 3 3 5 3
No. 5 5 5 5 5
10 Mean 21 22 21 22 26
S.D. 4 3 4 2 3

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.
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Table 5-1 A combined repeated-dose/reproductive~developmental toxicity study of thiophenol
by oral administration in rats .

Urinalysis of male rats (Week 6 of administration)

1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.56.06.57.07.58.08.59.0 L s = H= o hdd G4 EEE S AR LA LY S
0 5 0 0 0 0 0 0 (o} 4 1 0 1 3 1 ¢ 0 11 3 0 0 0 5 0 0 0 O 0
0.4 5 o] 0 0 0 1 1 1 2 0 0 2 3 0 ¢ 0 2 1 2 0 0 0 5 0 0 0 O 0
2 5 0 0 0 0 1 1 1 2 0 01 4 ¢ O 0 1 2 2 0 O 0 5 0 0 0 O 0
10 5 0 0 0 0 2 1 1 1 0 0 0 3 1 1 0 0 2 3 0 O 0 5 6 0 0 O 0
1) - : <10 mg/dL +- 3 10 -~ 25 mg/dL + ¢ 26 - 85 mg/dL ++ : 86 ~ 250 mg/dL +++ : 251 - 600 mg/dL ++4+ ¢ >600 mg/dL
2) - ¢ <5 mg/dL +~ 1 5 - 7.5 mg/dL + : 7.6 -~ 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 Tl - 125 mg/dL ++++ 1 >125 mg/dL

3) - : <30 mg/dL +- : 30 - 60 mg/dL + : 81 - 125 mg/dL ++ : 126 - 250 mg/dL +++ 1 251 -« 750 mg/dL ++++  >T750 mg/dL



R-1071

Table 5-2 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Urinalysis of male rats (Week 6 of administration)
4) 5) 6) T)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mng/kg ~- 4= otk A - 4+ 4 e+ T = o Akt bt bt d LY Y DY
0 5 5 0 0 0 O 5 0 0 0 0 4 1 0 0 0 0 5 0
0.4 5 4 0 0 0 1 5 0 0 O 0 4 1 0 O ] 0 5 0
2 5 4 0 1 0 O - 5 0 0 0O 0 5 0 0 O 0 0 5 0
10 5 5 0 0 0 O 5 0 0 0 0 3 2 0 0 0 0 5 0
4} - : <0.03 mg/dL +- 1 0.03 - 0.05 mg/dL + : 0.08 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5} ~ : <0.5 mg/dL + : 0.5~ 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
8} +~ : <2.0 mg/dL + 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 ~ 12.0 mg/dL ++++ : >12.0 mg/dL
7} LY : Light yellow Y : Yellow DY : Dark yellow



R-1071

Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Urinalysis of male rats (Week 6 of administration)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg/kg - += 4+ +4+ +++ - 4=+ ++ 4 - += 4+ ++ 4+ ~ 4=+ 4 At - += - 4=  + ++ +++ - 4= & 4+
v} 5 5 0 0 0 O 5 0 0 0 O 0 % 0 0 0 5 0 0 0 O 5 0 0 0 3 2 0 0 5 0 0 0 O
0.4 5 S 0 0 0 O 5 0 0 0 O 0 5 0 0 O 4 1 0 0 O 5 0 0O 1 2 2 0 0 5 0 0 0 O
2 S 5 0 0 0 O 5 0 0 0 ¢ 0 5 0 0 0 4 0 1 0 O 5 0 O 0 4 1 0 0 5 0 0 0 O
10 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 0 3 2 0 0 0 5 0 0 0 3 2 0 0 5 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- 1 Slight
PS : Phosphate Salts + : Mild
o1 : Calcium Oxalate ++ : Moderate

+++ ! Severe



R-1071

Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats .

Water intake and urinalysis (Week 6 of administration)

Male

Water Osmolality Urine

Dose No. intake volume
mg/kg uL/24h mOsm/kg  mL/24h
0 5 Mean 42 2128 13.5
S.D. 10 501 3.8

0.4 5 Mean 47 19586 15.8
S.D. 3 134 4.7

2 5 Mean 53 1469+ 25.8
S.D. 13 451D 16.7

10 5 Mean 48 1639 17.2
S.D. 5 395 5.7

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Urinalysis of female rats (Satellite group, Week 6 of administration)

1) 2) 3)
PH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.57.07.58.08.5¢98.0 — 4=+ et At A+ R 2 T L I e 2
4] 5 6] 0 0 3 1 0 0 1 0 0O 1 4 0 O 0 0O 2 3 0 O 0 5 0 0 0 0 [¢]
10 5 0 0 0 2 2 0 0 1 0 11 2 1 0 0 2 1 2 0 0 0 5 0 0 0 0 0
1) - ¢ <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) - : <5 mg/dL += 1 5 - 7.5 mg/dL + ¢ 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++++ : >125 mg/dL
3) - : <30 mg/dL +- : 30 - 60 mg/dL + ¢ 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ 1 >750 mg/dL



R-1071

Table 5-6 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Urinalysis of female rats (Satellite group, Week 6 of administration)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg — 4— 4 4+ o+ -~ et et FEEE =+ 4 e A LY Y DY
0 5 5 0 0 0 0 5 0 0 0 0 2 3 0 O 0 6 5 0
10 5] 5 0 0 0 O 5 0 0 O 0 3 1 1 0 0 ¢ 5 0O
4) - : <0.03 mg/dL +- 1 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + ! 0.5 - 1.5 mg/dL ++ : 1.6 - 5.0 mg/dL  +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + 3 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

by oral administration in rats

Urinalysis of female rats (Satellite group, Week 6 of administration)

R-1071

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Co
Dose No. -
mg‘/kg' - +— 4+t +E+ - 4= LI T - 4= + o+ 4+ - 4= 4+ 4+ - =+ - +— 4+ 4+ 4 G + 4+ +++
0 5 5 0 0 0 O 5 0 0 0 0 0 5 0 0 0 5 0 0 0 O 5 0 0 i 3 1 0 0 5 0 0 0 O
10 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 O 5 0 0 0 O 5 0 0 1 3 1 ¢ O 5 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +~- 1 Slight
PS : Phosphate Salts + : Mild
(020] : Calcium Oxalate ++ ! Moderate

+++ 1 Severe



R-1071

Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Water intake and urinalysis (Satellite group, Week 6 of administration)
Female
Water Osmolality Urine
Dose No. intake volume
mg/kg mL/24h mOsm/kg  mL/24h
-0 5 Mean 30 2233 7.3
S.D. 9 246 2.3
10 5 Mean 30 2354 6.6
S.D. 5 575 2.8

No significant difference between treated group and control group.



R-1071

Table 5-9 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Urinalysis of male rats (Week 2 of recovery)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/ke 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 e P SIYPAFY — 4=+ 4 44 — = 4 ot et e
0 5 0 0 0 0 0 2 1 2 0o . 0 0 5 0 0 0 0 2 3 0 0 5 0 0 0 O 0
10 5 0 0 0 0 0 2 3 0 0 0 1 4 0 O 0 0 5 0 0 0 5 0 0 0 0 0
1) : <10 mg/dL +- : 10 - 25 mg/dL + : 26 ~ 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL o >600 mg/dL
2) : <5 mg/dL +- : 65 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ : 31 ~ 70 mg/dL +++ : 71 - 125 mg/dL ++4+ 1 >125 mg/dL
3) : <30 mg/dL +~ : 30 - 60 mg/dL + 1 61 - 125 mg/dL +4 126 - 250 mg/dL +++ : 251 - 750 mg/dL FFeran >750 mg/dL



R-1071

Table 5-10 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Urinalysis of male rats (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
ng/keg — =+ 4 4t - 4 44 ket e+ B S B LR X LY Y DY
0 5 5 0 0 0 O 5 0 0 0 0 4 1 0 0 0 ¢ 5 0
10 5 5 0 0 0 O 5 0 0 0 0 4 1 0 O 0 0 5 0
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL : 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL

6) +- : <2.0 mg/dL
7) LY : Light yellow

(DR

¢ Yellow DY : Dark yellow

: 2.0 ~ 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL



R-1071

Table 5-11 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Urinalysis of male rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg/keg - =ttt - g 4 - +— o+ ++ ++4+ — 4= 4+ 4+ +++ “- 4 EEE T S LR T X - dk= 4 44 4+
0 5 5 0 0 0 O 5 0 0 ¢ O ¢ 5 0 0 O 5 0 0 0 O 5 0 0 0 5 0 0 5§ 0 0 0 0
10 5 5 0 0 0 0 5 ¢ ¢ 0 O ¢ 5 0 0 0 5 06 0 0 O 5 0 0 1 4 0 O 5 0 60 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +=- : Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ ! Moderate

+++ : Severe



R-1071

Table 5-12 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Water intake and urinalysis (Week 2 of recovery)
Male
Water Osmolality Urine
Dose No. intake volume
mg/kg mL/24h mOsm/kg mL/24h
0 5 Mean 44 2028 13.1
S.D. 5 240 3.2
10 5 Mean 48 1589« 20.5
S.D. 9 287T 6.8

# : p<0.05 (Significant difference ffom control group)
T : Student’'s

t-test



R-1071

Table 5-13 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Urinalysis of female rats (Week 2 of recovery)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mng/kg 5.05.56.06.5 7.0 7.5 8.0 8.5 9.0 B A T L L T ) ~ =+ o+ At At e R R b
0 5 0 0 1 3 1 4 0 1 0 O 4 0 1 0 ¢ 5 0 0 0 O 0
10 5 0 o] 2 0 2 1 2 1 1 0 3 1 1 0 ¢ 5 0 0 0 O 0
1) - : <10 mg/dL +- 10 - 25 mg/dL + : 26 - 85 mg/dL ++ 86 - 250 mg/dL ++4 : 251 - 600 mg/dL +4++4+ 1 >600 mg/dL
2) ~ ¢ <5 mg/dL +- : 5 - 7.5 mg/dL + : 7.6 -~ 30 mg/dL ++ : 31 - 70 mg/dL . +++ : 71 - 125 mg/dL ++++ : >125 mg/dL
3) - : <30 mg/dL +~- : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ : >750 mg/dL



R-1071

Table 5-14 A combined repeated-dose/reproductive~developiental toxicity study of thiophenol
by oral administration in rats
Urinalysis of female rats (Week 2 of recovery)
4) 5) 6} 7)
Occult blood Bilirubin Urobilinogen Color
Dose No. e
mg/kg R T S S - 4 A+ Attt tEt+ 4= 4 4+ FE+ Fktd LY Y DY
0 5 5 0 0 0 O 5 0 0 0 0 4 0 1 0 0 0 5 0
10 5 5 0 0 0 0 5 0 0 O 0 4 1 .0 0 0 0 5 0
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 -~ 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 - 1.5 mg/dL. ++ : 1.6 - 5.0 mg/dL +++ : 5.1 -~ 10.0 mg/dL ++++ : >10.0 mg/dL

6) +- : <2.0 mg/dL
7) LY : Light yellow

+ : 2.0 - 3.5 mg/dL ++ : 3.6 - 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
Y : Yellow DY : Dark yellow



Table 5-15

R-1071

A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Urinalysis of female rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast pPS co
Dose No.
mg/ke R SRR R — = 4+ 4+ A+t - =+ ot - ke o+ 4 4 - +- - 4=+ 4 e+ — 4= 4+ +++
0 5 5 0 0 o0 O 5 0 0 0 O 0 5 0 0 O 5 0 0 0 O 5 0 0 4 1 0 ¢ 5 0 0 0 0
10 5 5 ¢ 0 0 O 5 0 0 0 O 0 5 0 0 0 5 0 0 0 0O 5 O 0 4 1 0 O 5 0 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell “+= 1 Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ . Moderate

ok

Severe



R-1071

Table 5-16 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Water intake and urinalysis (Week 2 of recovery)
Female
Water Osmolality Urine
Dose No. intake volume
mg/ke ml./24h mOsm/kg  mL/24h
0 5 Mean 43 1886 13.1
S.D. 8 417 6.5
10 5 Mean 33» 2273 10.2
S.D. 3T 566 6.1

# : p<0.05 (Significant difference from control group)

T : Student's t-test



R-1071

Table 6-1 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Hematology (End of administration)

Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate-~ PT APTT Fibri-
Dose No. locyte let nogen
mg/keg X104/ 4L g/dL % fL pg g/dL % X10*/4L s s mg/dL
0 7 Mean 890 15.4 44.8 50.4 17.3 34.4 2.1 106.2 14.5 20.6 270
S.D. 41 0.6 1.5 1.4 0.6 0.5 0.5 8.1 0.4 2.6 43
0.4 5 Mean 916 15.4 44.7 48.8 16.8 34.4 1.8 111.6 14.7 22.3 286
S.D. 42 0.9 2.2 2.1 0.8 0.5 0.3 8.6 1.1 1.6 27
2 5 Mean 913 15.4 45.3 49.6 16.9 34.1 2.0 106.0 15.7 21.9 286
S.D. 30 0.6 1.9 1.5 0.4 0.3 0.4 14.8 . 2.6 3.4 11
10 T Mean 823%= 14.5+ 42.5 51.7 17.6 34.0 3.1+% 118.3 15.5 21.9 270
S.D. 22D 0.6D 1.7 1.8 0.7 0.3 0.4D 9.7 2.5 3.3 22

« : p<0.05 ; =+ : p<0.01 (Significant difference from control group)
D : Dunnett’'s test



R-1071

Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Hematology (End of administration)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10?/4L)

Dose No.
mg/kg X10%/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 7 Mean 96.7 73.5 21.4 1.6 0.3 2.7 0.6 71.3 20.4 1.5 0.2 2.6 0.6
S.D. 9.1 5.9 5.1 0.5 0.1 0.7 0.3 11.7 4.1 0.4 0.1 0.6 0.3
0.4 5 Mean 78.2 71.4 23.8 1.4 0.2 2.6 0.6 55.7 18.7 1.1 0.1 2.0 0.5
S.D. 7.7 3.5 2.8 0.3 0.1 0.8 0.3 4.5 3.7 0.4 0.0 0.7 0.2
2 5 Mean 88.4 2.2 23.1 1.5 0.2 2.5 0.5 63.6 20.6 1.3 0.2 2.3 0.5
S.D. 8.9 5.8 5.7 0.5 0.1 0.2 0.5 5.8 6.1 0.5 0.1 0.4 0.4
10 7 Mean 95.6 72.9 22.8 1.3 0.3 2.1 0.6 70.3 21.1 1.2 0.3 2.0 0.5
S.D. 19.8 6.2 6.2 0.6 0.1 0.7 0.2 18.8 3.8 0.6 0.1 0.6 0.2

LUC : Large unstained cells
No significant difference in any treated groups from contrcl group.



R-1071

Table 6-3 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
~ Hematology (Lactation day 5)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ #L g/dL % fL Pg g/dL %  X10°/pL s s mg/dL
] 10 Mean 722 13.6 39.8 55.1 18.8 34.1 6.6 143.1 12.5 16.1 353
S.D. 41 0.8 2.0 1.9 0.7 0.5 1.5 31.8 0.7 1.7 77
0.4 5 Mean 745 14.0 40.5 54.4 18.8 34.6 5.5 151.6 12.5 17.1 298
S.D. 10 0.6 2.1 2.3 0.7 0.4 1.8 18.3 0.9 2.6 88
2 S Mean 752 13.6 40.0 53.2 18.1 34.0 6.6 153.1 12.5 18.6 320
S.D. 48 0.7 1.5 1.9 0.5 0.8 2.9 35.4 0.3 2.0 41
10 11 Mean 699 13.1 38.9 55.7 18.7 33.6 7.9 137.3 12.2 16.7 337
S.D. 44 0.6 1.9 1.8 0.7 0.4 1.5 18.4 0.6 1.2 90

No significant difference in any

treated groups from control group.



R-1071

Table 6-4 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Hematology (Lactation day 5)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%2/4L)

Dose No.
mng/kg X10%/4#1, Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LucC
0 10 Mean 134.5 53.7 42.6 0.8 0.2 2.2 0.5 72.3 57.3 1.0 0.3 3.0 0.7
S.D. 26.4 7.2 7.8 0.3 0.1 1.0 0.2 17.0 14.5 0.5 0.2 1.6 0.2
0.4 5 Mean 111.3 68.1»% 27.0nn 1.0 0.2 3.1 0.6 75.9 29.9« 1.0 0.2 3.5 0.7
S.D. 17.4 5.3D 5.7D 0.2 0.0 0.5 0.3 13.4 7.6D 0.1 0.1 0.9 0.3
2 5 Mean 91.6 63.5= 32.4» 1.1 0.2 2.5 0.3 57.1 31.0+ 1.0 0.2 2.1 0.3
S.D. 38.0 4.8D 5.6D 0.6 0.1 1.1 0.1 20.1 17.5D 0.4 0.1 0.6 0.2
10 11 Mean 128.6 56.9 39.4 0.8 0.2 2.0 0.5 72.3 51.7 1.0 0.3 2.7 0.7
S.D. 39.1 7.4 7.4 0.5 0.1 0.7 0.2 20.7 20.3 0.5 0.2 1.5 0.4

LUC : Large unstained cells
® : p<0.05 ; e» ; p<0.01 (Significant difference from control group)
D : Dunnett's test



R-1071

Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Hematology (Satellite group, End of administration)
Female
RBC Hb It MCV MCH MCHC Reticu- Plate- PT APTT Fibri-~
Dose No. locyte let nogen
mg/kg X104/ pL g/dL % fL pe g/dL %  X10%/#L s s mg/dL
0 5 Mean 814 14.5 41.1 50.6 7.9 35.4 1.7 118.2 12.1 16.7 194
S.D. 44 0.5 1.6 0.9 0.5 0.7 0.3 14.86 0.3 1.3 33
10 5 Mean 795 14.5 41.86 2.4+« 8.2 34.7 2.7 110.6 12.1 16.7 204
S.D. 41 0.7 1.8 1.1T 0.6 6.5 0.6 7.2 0.3 1.2 27
# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
T : Student's t-test



R-1071

Table 6-6 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Hematology (Satellite group, End of administration)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/4L)}

Dose No.
mg/kg X10?/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 60.6 76.6 19.¢ 1.3 0.2 2.3 0.6 46.7 11.2 0.8 0.1 1.4 0.4
S.D. 8.5 6.2 7.0 0.3 0.1 0.5 0.5 9.3 3.1 0.1 0.1 0.3 0.4
10 5 Mean 57.8 81.0 14.9 1.2 0.2 2.1 0.6 46.5 8.9 0.7 0.1 1.2 0.4
S.D. 7.3 6.0 6.2 0.3 0.0 0.4 0.4 3.7 4.9 0.1 0.0 0.2 0.2

LUC : Large unstained cells
No significant difference between treated group and control group.



R-1071

Table 6-7 ' A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Hematology (End of recovery)

Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte” let nogen
mg/kg X10%/ 1L g/dL % fL rg g/dL %  X10*/pML s s mg/dL
0 5 Mean 933 15.7 46.3 49.6 16.9 34.0 1.9 95.7 16.6 23.5 269
S.D. 24 0.5 1.7 1.1 0.5 0.4 0.3 6.1 1.5 1.7 25
10 5 Mean 892 15.5 45.3 50.8 17.4 34.3 2.1 104.4 15.2 21.7 245
S.D. 39 0.7 2.1 1.4 0.5 0.2 0.2 13.4 2.8 3.1 20

No significant difference between treated group and control group.



R-1071

Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Hematology (End of recovery)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/xL)

Dose No.
mg/kg X102/#L.  Lymph. Neut. Eosino. Baso. Mono. LucC Lymph. Neut. Eosino. Baso. Mono. LuC
0 5 Mean 87.3 75.6 20.3 1.2 0.2 2.2 0.4 67.0 16.8 1.1 0.2 1.9 0.4
S.D. 12.2 12.0 11.9 0.3 0.0 0.4 0.2 17.3 7.2 0.3 0.1 0.4 0.3
10 5 Mean 99.6 79.3 14.9 1.9+ 0.2 2.9 0.9 79.1 14.7 1.8# 0.2 2.9 0.8
S.D. 22.8 3.0 2.4 0.4T 0.1 0.7 0.5 19.0 3.7 0.6T 0.1 1.0 0.3

LUC : Large unstained cells
* p<0.05 (Significant difference from control group)
T Student’'s t-test



- R-1071

Table 6-9 - A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Hematology (End of recovery)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg - X104/4L g/dL % fL pe g/dL % X10*/ 1L s s mg/dL
4} 5 Mean 859 15.7 44 .1 51.4 18.2 35.5 2.3 108.0 12.5 18.1 200
S.D. 14 0.1 0.7 0.6 0.3 0.6 0.4 8.5 0.3 1.8 21
10 5 Mean 854 15.5 44.1 61.6 18.1 35.2 1.8 126, 1e» 12.6 17.4. 188
5.D. 50 0.8 2.4 1.1 0.3 0.2 0.4 7.8T 0.5 1.9 T

#x : p<0.0l1 (Significant difference from control group)

T : Student's t-test



R-1071

Table 6-10 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Hematology (End of recovery)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/xL)
Dose No.
mg/kg X10%?/p#L.  Lymph. Lymph. Neut. Baso. LUC
0 5 66.0 73.7 22.1 1.8 0.7 49.3 13.9 0.9 0.2 5
19.7 7.8 7.7 0.3 0.4 18.7 4.9 0.2 0.1 4
10 5 66.4 T74.4 20.9 2.3 0.9 49.3 13.8 0.8 0.1 T
24.9 2.4 3.0 0.7 0.4 18.5 5.0 0.3 0.1 5

LUC : Large unstained cells

No significant difference between treated group and control group.



R-1071

Table 7-1 A combined repeated-dose/reproductive—developméntal toxicity study of thiophenol
by oral administration in rats
Blood chemistry (End of administration)
Male
AST ALT LDH r —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L 1U/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 7 Mean 62 28 45 1 326 46 41 78 0.1 132
S.D. 7 5 10 Q 57 6 22 7 0.0 8
0.4 5 Mean 69 28 61 1 346 56 33 86 0.1 145
S.D. 20 7 34 ] 53 T 8 T 0.0 16
"2 S Mean 64 29 54 1 359 53 43 87 0.1 128
S.D. 7 2 8 ] 66 6 17 T 0.0 T
10 T Mean 66 27 47 1 293 63%w 35 100%+ 0.1 120
S.D. 8 4 5 0 54 12D 18 10D 0.0 15

w# : p<0.01 (Significant difference from control group)

D : Dunnett's test



R-1071

Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Blood chemistry (End of administration)

Male
BUN Crea- Na K C1 Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL ng/dL mmol /L omol/L  mmol/L mg/dL mg/dL g/dL g/dL
0 7  Mean 15 0.26 143 4.3 106 9.8 6.1 5.9 3.1 1.08
S.D. 3 0.03 1 0.2 1 0.4 0.6 0.3 0.2 0.07
0.4 S Mean 14 0.24 ‘144 4.3 106 9.8 5.8 6.0 3.2 1.11
§.D. 2 0.01 0 0.3 1 0.1 0.3 0.3 0.2 0.06
2 5 Mean 15 0.26 144 4.4 106 9.7 5.8 5.9 3.1 1.15
S.D. 1 0.01 1 0.1 1 0.1 0.3 0.2 0.1 0.13
10 T Mean 16 0.27 143 4.3 104%# 10.0 6.2 6.1 3.2 1.13
S.D. 4 0.04 1 0.1 1D 0.3 0.6 0.2 0.2 .09

#% : p<0.01 (Significant difference from control group)
D : Dunnett's test



R-1071

Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Blood chemistry (Lactation day 5)
Female
AST ALT LDH v —GTP ALP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L 1U/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 10 Mean 80 50 39 1 276 60 57 122 0.1 120
S.D. 15 12 6 0 75 14 22 22 0.0 9
0.4 5 Mean 76 44 46 1 199 51 42 102 0.1 115
S.D. 10 7 6 0 47 11 6 19 0.0 13
2 5 Mean 64 41 37 1 235 58 42 115 0.1 115
S.D. 10 16 8 0 55 18 17 28 0.0 12
10 11 Mean 89 56 42 1 233 65 48 126 0.1 117
S.D. 15 13 10 0 75 10 18 18 0.0 13

No significant difference in any treated groups from control group.



R-1071

Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Blood chemistry (Lactation day 5)
Female ~
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine
mg/kg mg/dL mg/dL  mmol/L mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
0 10 Mean 14 0.28 141 4.0 106 10.1 6.1 6.2 3.4 1.20
S.D. 1 0.04 1 0.4 2 0.3 0.5 0.3 0.2 0.10
0.4 5 Mean 15 0.25 142 4.5» 107 10.2 6.9 6.0 3.3 1.19
S.D. 2 0.02 1 0.2D 2 0.2 0.5 0.2 0.1 0.04
2 5 Mean 14 0.28 141 4.5% 106 10.0 6.2 6.1 3.3 1.17
S.D. 2 0.04 1 0.5D 2 0.2 1.0 0.2 0.1 0.03
10 11 Mean 13 0.24+ 140 4.3 104 10.2 6.6 6.2 3.3 1.14
S.D. 3 0.04D 2 0.8 2 0.3 0.9 0.3 0.2 0.05

s : p<0.05 (Significant difference from control group)

D : Dumnett's test



R-1071

Table 7-5 A combined repeated-dose/reproductive~developmental toxicity study of thiophenol
by oral administration in rats
Blood chemistry (Satellite group, End of administration)
Female
AST ALT LDH ¥ —GTP ALP T.cho TG PL. T.bili~ Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L 1U/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 65 35 48 1 178 61 18 120 0.1 126
S.D. 7 6 6 0 52 9 9 20 0.0 11
10 5 Mean 58 25« 50 1 193 T0 24 130 0.1 133
S.D. 8 aT 10 0 43 T 20 15 0.0 10

# : p<0.05 (Significant difference from control group)

T : Student's t-test



R-1071

Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Blood chemistry (Satellite group, End of administration)

Female
BUN Crea~ Na K Cci Ca P TP Albumin A/G
Dose No. tinine :

mg/kg mg/dL mg/dL mmol/L mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
] 5 Mean 15 0.30 142 4.5 168 9.9 4.6 6.5 3.6 1.22
S.D. 1 0.04 0 0.2 1 0.4 0.6 0.5 0.3 0.06
10 5 Mean 18 0.31 142 4.3 108 10.0 4.3 6.3 3.6 1.31
S.D. 4 0.02 1 0.2 2 0.2 0.5 0.2 0.1 0.09

No significant difference between treated group and control group.
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Table 7-7 A combined repeated-dose/reproductive-developnental toxicity study of thiophenol
by oral administration in rats
Blood chenistry (End of recovery)
Male
AST ALT LDH v —GTP ALP T.cho TG PL T.bili~ Glucose
Dose No. (GoT) (GPT) rubin
mg/ke 1U/L IU/L 1U/L IU/L 1U/L mg/dL mg/dL mg/dL mg/dL ng/dL
0 5 Mean 67 31 51 1 344 41 32 T4 0.1 143
S.D. 8 6 10 [4] 39 8 16 10 0.0 21
10 5 Mean 58 29 55 1 257+ 44 34 77 0.1 172
S.D. 5 4 7 0 48T 12 6 15 0.0 18T

# : p<0.05 (Significant difference from control group)

T : Student's t-test



R-1071

Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Blood chemistry (End of recovery)

Male
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L  mmol/L mmol/L mg/dL mg/dL g/dL g/dL
(4] S5 Mean 16 0.26 143 4.5 107 9.2 5.5 5.7 3.0 1.08
S.D. 1 0.04 2 0.3 2 0.2 0.3 0.2 0.1 0.09
10 S Mean 16 0.21 143 4.4 106 9.3 5.6 5.8 3.0 1.07
S.D. 1 0.04 2 0.2 1 0.2 0.4 0.2 0.1 0.09

No significant difference between treated group and control group.
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Table 7-9 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Blood chemistry (End of recovery)
Female
AST ALT LDH v —GTP ALP T.cho TG PL. T.bili- Glucose
Dose No. {GOT) (GPT) rubin
mg/kg 1U/L 1U/L IU/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 62 27 43 1 181 58 15 113 0.1 140
S.D. 9 7 3 0 66 10 5 15 0.0 8
10 5 Mean 80 49 544« 1 139 57 15 110 0.1 187
S.D. 19 28 T 1 15 12 5 19 0.0 13

#% : p<0.01 (Significant difference from control group)

T : Student's t-test



/ . : R-1071

Table 7-10 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Blood chemistry (End of recovery)

Female
BUN Crea- Na K cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 18 0.32 143 4.1 110 2.7 4.9 6.1 3.4 1.30
S.D. 2 0.04 1 . 0.3 3 0.2 0.4 0.2 0.1 0.06
10 5 Mean 16 0.26+ 143 4.1 108 9.7 4.7 6.50n 3.6 1.27
S.D. 2 0.03T 1 0.1 2 0.4 0.8 0.17T 0.2 0.09

+ : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
T : Student's t-~test
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Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Hormones (End of administration)
Male
Dose No. Ta Ta TSH
mg/kg ng/dL rg/dL ng/mL
0 7 Mean 78.9 8.3 4.33
S.D. 19.2 1.0 1.81
0.4 5 Mean T74.3 5.9 2.73
S.D. 8.6 0.2 2.35
2 5 Mean 71.2 6.0 2.87
S.D. 8.2 0.9 1.22
10 7 Mean 94 .4 6.5 4.83
S.D. 11.1 1.0 2.31

No significant difference in any

treated groups from control group.
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Table 8-2 A combined repeated-dose/reproductive~developmental toxicity study of thiophenol
by oral administration in rats
Hormones (Lactation day 5)
Female
Dose No. Ts Ta TSH
mg/kg ng/dL #g/dL ng/mL
0 10 Mean 86.0 4.8 3.00
S.D. 10.7 1.4 2.36
0.4 5 Mean 80.5 5.7 4.91
S.D. 6.4 1.1 3.39
2 5 Mean 71.9 4.4 2.71
S.D. 16.2 1.2 2.15
10 11 Mean 76.7 3.7 3.22
S.D. 12.2 1.0 1.68

No significant difference in any

treated groups from control group.
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Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Hormones (Satellite group, End of administration)

Female
Dose No. Ta Ta TSH
mng/kg ng/dL rg/dL ng/mL
0 5} Mean 72.0 4.1 1.38
S.D. 6.2 2.1 0.36
10 5 Mean 68.3 4.2 1.34
S.D. 11.7 1.2 0.47

No significant difference between treated group and control group.
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Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Hormones (End of recovery)

Male
Dose No. Ta Ta - TSH
ng/kg ng/dL #g/dL ng/mL
0 5 Mean 87.9 6.3 2.99
S.D. 14.6 1.1 1.97
10 5 Mean 85.2 6.5 2.23
S.D. 24.4 1.4 1.11

No significant difference between treated group and control group.
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Table 8-5 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Hormones (End of recovery)

Female
Dose No. Ta Ta TSH
mg/ke ng/dL #g/dL ng/mL
0 5 Mean 77.0 3.9 3.77
S.D. 10.3 0.3 3.569
10 5 Mean 93.8# 3.2 2.31
S.D. 10.4T 0.9 1.38

# : p<0.05 (Significant difference from control group)
T : Student's t-test



R-1071

Table 9-1 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Organ weight of male rats (End of administration period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)

mg/kg g g(g/100g BW) mg(mg/l00g BW) mg(mg/100g BW) mng{mg/100g BW) g(g/100g BW)
No. 7 T 7 7 7 7

0 Mean 513 2.07 14.0 24.0 347 1.4¢0
S.D. 34 0.07 1.1 3.2 84 0.17

No. 5 5 5 5 b5 5

Absolute 0.4 Mean 524 2.18» 13.7 24.2 331 1.53
S.D. 20 0.08D 1.3 3.0 73 0.07

No. 5 5 5 5 5 5

2 Mean 494 2.09 12.6 22.7 287 1.48
S.D. 11 0.08 1.9 2.0 73 0.09

No. 7 T T 7 7 7

10 Mean 512 2.07 13.6 23.8 299 1.44
S.D. 10 0.03 1.6 3.9 22 0.10

No. 7 7 T 7 7

0 Mean 0.40 2.7 4.7 67 0.27
S$.D. 0.02 0.3 0.5 13 0.02

No. 5 5] 5 5 51

Relative 0.4 Mean 0.42 2.6 4.6 63 0.29
S.D. 0.03 0.2 0.6 13 0.02

No. 5 5 5 5 5
2 Mean 0.42 2.5 4.6 58 0.30+
S.D. 0.02 0.3 0.3 14 0.02D

No. _ 7 7 7 7 7

10 Mean 0.40 2.7 4.7 58 0.28
$.D. 0.01 0.3 0.8 5 0.01

#: p<0.05 (Significant difference from control group)
D: Dunnett’'s test
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Table 9-2 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Organ weight of male rats (End of administration period)

Liver Spleen Kidney Adrenal Seminal Prostate

Dose (R+L) (R+L) vesicle
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW)
No. T 7 T 7 7 7
0 Mean 13.27 0.85 3.34 67 2.09 1.35
S.D. 2.14 0.17 0.23 S5 0.09 0.17
No. 5 b5 b 5 5 5
Absolute 0.4 Mean 13.76 0.78 3.43 68 1.84 1.52
S.D. 0.60 0.09 0.21 9 0.22 0.26
No. . 5 5 5 5 5 S
2 Mean 13.13 0.80 4.01 66 1.88 1.37
S.D. 0.99 0.04 0.37 5 0.16 0.07
No. 7 7 7 7 T 7
10 Mean 14.96 0.94 4.84x% 71 1.86 1.28
S.D. 1.00 0.11 0.79D 22 0.43 0.27
No. T 7 7 7 T 7
0 Mean 2.58 0.16 0.6%5 13 0.41 0.26
S.D. 0.34 0.03 0.04 1 0.04 0.04
No. 5 5 5 5 5 5]
Relative 0.4 Mean 2.63 0.15 0.65 13 0.35 0.29
S.D. 0.17 0.02 0.04 2 0.03 0.04
No. 5 5] 5 5 5 5
2 Mean 2.66 0.16 0.81+# 13 0.38 0.28
S.D. 0.17 0.01 0.06D 1 0.03 0.02
No. 7 . T 7 T T 7
10 Mean 2.92# 0.18 0.94%» 14 0.36 0.25
S.D. 0.17D 0.02 0.15D ) 4 0.08 0.05

#: p<0.05; ##: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 9-3 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Organ weight of male rats (End of administration period)

Body Testis Epididymis

Dose weight (R+L) (R+L)
mg/kg g g{(g/100g BW) mg(mg/100g BW)
No. . 7 7 7

0 Mean 513 3.17 1280
8.D. 34 0.05 77

No. 12 12 12

Absolute 0.4 Mean 514 3.44#» 1363
S.D. 28 0.208T 77

No. 12 12 12

2 Mean 503 3.40 1332
S.D. 19 0.26 88

. No. 7 7 7

10 Mean 512 3.30 1277
S.D. 10 0.27 114

No. 7 7

0 Mean 0.62 250
S.D. 0.04 22

No. 12 12

Relative 0.4 Mean 0.67 266
S.D. 0.086 22

No. 12 12

2 Mean 0.68 266
S.D. 0.07 22

No. 7 7

10 Mean 0.64 249
S.D. 0.06 20

«: p<0.05 (Significant difference from control group)
ST: Steel's test
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Table 9-4 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Organ weight of female rats (Main group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 10 10 10 10 10 10
1] Mean 321 1.95 18.6 18.3 244 1.05
S.D. 20 0.08 2.2 2.2 82 0.07
No. 5 5 5 5 5 5
Absolute 0.4 Mean 316 1.99 19.1 20.1 258 1.03
S.D. 22 0.05 2.2 3.4 53 ¢.10
No. 5 5 5 5 S 5
2 Mean 309 1.96 18.9 16.4 285 1.06
S.D. 8 .08 1.0 3.0 102 0.11
No. 11 11 11 11 11 11
10 Mean 31¢ 1.99 19.3 19.1 207 1.08
S$.D. 25 0.06 1.8 2.3 T4 0.09
No. 10. 10 10 10 10
0 Mean 0.61 5.8 5.7 76 0.33
S.D. 0.05 0.5 0.8 25 0.02
No. 5 5 5 5 5
Relative 0.4 Mean 0.63 6.0 6.3 81 0.32
S.D. 0.05 0.5 0.7 13 0.02
No. 5 5 5 5 5
2 Mean 0.63 6.1 5.3 92 0.35
S.D. 0.02 0.4 1.0 31 0.03
No. 11 11 11 11 11
10 Mean 0.63 6.1 6.0 65 0.33
S.D. 0.05 0.5 0.7 23 0.02

No significant difference in any treated groups from control group.



Table 9-5

A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Organ weight of female rats (Main group, end of administration period)

Liver Spleen Kidney Adrenal Ovary Uterus

Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 10 10 10 10 10 10
0 Mean 10.71 0.70 2.21 84 116.0 754
S.D. 0.65 0.08 0.18 T 11.6 107
No. 5 5 5 5 5 5
Absolute 0.4 Mean 10.17 0.72 2.23 83 113.0 760
S.D. 1.31 0.13 0.16 6 6.7 91
Na. 5 5 5 5 S 5
2 Mean 9.92 0.66 2.11 77 124.0 791
S.D. 0.87 0.12 0.13 13 11.3 210
No. 11 11 11 11 11 11
10 Mean 12.04+ 0.88%+ 2.53%« 85 128.2 725
S.D. 1.33D 0.18D 0.22D 11 17.0 76
No. 10 10 10 10 10 10
0 Mean 3.35 0.22 0.69 28 36.2 236
S.D. 0.22 0.02 0.04 3 3.4 36
No. 5 5 5 5 5 S
Relative 0.4 Mean 3.21 0.23 0.70 26 35.8 242
S.D. 0.27 0.03 0.03 2 1.7 39
No. 5 5 5 5 5 5
2 Mean 3.22 0.21 0.68 25 40.1 256
S.D. 0.29 0.03 0.04 4 3.1 67
No. 11 11 11 11 11 11
10 Mean 3.78+ Q0.27%% 0.79%% 27 40.2+ 228
S.D. 0.41D 0.04D 0.05D 2 4.3D 26

*#: p<0.05; #»:
D: Dunnett’'s te

p<0.01 (Significant

st

difference from control group)
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Table 9-6 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Organ weight of female rats {(Satellite group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg g g{g/100g B¥) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 292 1.95 18.5 17.0 301 0.90
S.D. 14 0.05 1.8 3.2 52 0.05
No. 5 5 5 5 5 5
10 Mean 294 1.95 17.2 17.1 348 0.95
S.D. 18 0.06 2.1 1.1 89 0.05
No. 5 5 5 5 5
Relative 0 Mean 0.87 6.3 5.8 103 0.31
§.D. 0.04 0.9 1.0 18 0.02
No. 5 5 5 5 5
10 Mean 0.67 5.9 5.8 117 0.32
S.D. 0.04 0.7 0.4 23 0.03

No significant difference between treated group and control group.
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Table 9-7 A combined repeated-dose/reproductive-dé?elopmental toxicity study of thiophenol
by oral administration in rats

Organ weight of female rats (Satellite group, end of administration period)

Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
ng/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g B¥) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5] 5 5 5
Absolute 0 Mean 7.67 0.51 2.10 70 84.3 610
S.D. 0.40 0.07 0.24 6 8.9 84
No. 5 5 S 5 5 5
10 Mean 8.24 0.62 . 1.98 80 94.0 624
S.D. 0.60 0.11 0.11 10 10.7 157
No. 5 5 15} S 5 3
Relative [v] Mean 2.63 0.17 0.72 24 28.8 208
S.D. 0.19 0.02 0.08 3 2.4 24
No. 5 53 5 51 S 5
10 Mean 2.80 0.21» 0.68 27 32.0 215
S.D. 0.10 0.03T 0.03 3 3.0 62

«: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 9-8 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Organ weight of male rats (End of recovery period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight {R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5] 5 5 5
Absolute 0 Mean 512 2.09 12.2 23.8 289 1.54
S.D. 45 0.04 0.3 3.5 46 0.17
No. 5 S 5 5 5 5
10 Mean 521 2.09 12.8 25.8 299 1.88
S.D. 32 0.0¢ 1.1 8.8 35 0.23
No. [ 5 5 5 5
Relative 0 Mean 0.41 2.4 4.7 56 0.30
S.D. 0.04 0.2 0.8 7 0.03
No. 51 5 5 5 5
10 Mean 0.40 2.5 4.9 58 0.30
: S.D. 0.03 0.2 1.5 10 0.04

No significant difference between treated group and control group.
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Table 9-9 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Organ weight of male rats (End of recovery period)

Liver Spleen Kidney Adrenal Seminal Prostate
Dose (R+L) {R+L) vesicle
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 12.21 0.78 3.30 64 2.02 1.34
S.D. 1.57 0.08 0.33 [ 0.14 0.09
’ No. 5 5 5 5 5 5
10 Mean 13.95 0.75 3.81 63 1.75# 1.31
S.D. 1.96 0.05 0.46 9 0.15T 0.27
No. 5 5 5 5 5 5
Relative 0 Mean 2.38 0.15 0.65 12 0.40 0.26
S.D. 0.12 0.01 0.05 1 0.04 0.04
No. 5 53 5 5 5 S
10 Mean 2.67» 0.14 Q.73 12 0.34# 0.25
S.D. 0.22T 0.01 0.04T 2 0.02T 0.086

#: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 9-10 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Organ weight of male rats (End of recovery period)
Testis Epididymis
Dose (R+L) (R+L)
ng/kg g(g/100g BW) mg(mg/100g BW)
No. 5 5
Absolute 0 Mean 3.38 1428
S.D. 0.21 105
No. S 5
10 Mean 3.51 1408
S.D. 0.29 52
No. 8 5
Relative 0 Mean 0.67 280
S.D. 0.07 29
No. 5 5
10 Mean 0.68 271
S.D. 0.08 14

No significant difference between treated group and control group.
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Table 9-11 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Organ weight of female rats (End of recovery period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
mg/kg g g{g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. S 5 5 5 S S
Absolute 0 Mean 300 1.98 18.2 19.8 278 0.95
S.D. 25 0.08 1.2 3.6 49 0.02
No. 5 5 5 5 5 5
10 Mean 288 1.98 17.5 15.5 270 0.98
S.D. 20 0.07 1.9 2.3 24 0.10
No. 5 5 5 5 5
Relative 0 Mean 0.67 6.1 6.7 93 0.32
S.D. 0.07 0.4 1.7 18 0.02
No. 5 5 5 5 5
10 Mean 0.69 6.1 5.4 95 0.34
S.D. 0.03 0.4 0.8 13 0.02

No significant difference between treated group and control group.
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Table 9-12 A combined repeated-dose/reproductive-~developmental toxicity study of thiophenol
by oral administration in rats

Organ weight of female rats (End of recovery period)

Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 7.54 0.56 2.05 78 95.8 747
S.D. 0.49 0.07 0.14 7 11.0 178
No. 5 5 5 5 5 5
10 Mean 7.71 0.58 2.13 73 94.0 581
S.D. 0.92 0.10 0.16 7 9.8 122
No. 5 5 5 5 5 5
Relative 0 Mean 2.52 0.18 0.69 26 32.3 249
S.D. 0.11 0.02 0.09 2 6.0 49
No. 5 5 5 5 5 5
10 . Mean 2.67 0.19 0.74 25 32.9 201
S.D. 0.15 0.03 0.05 2 5.3 31

No significant difference between treated group and control group.
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Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Gross pathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose(mg/kg): 0 0.4 2 10

Findings Number: 7 12 12 7
Epididymis

Focus,yellow 1 2 1 0
Kidney

biscoloration,pale 0 0 0 4

Large 0 0 0 4

Cyst 0 1 )] 0
Liver

Hepatodiaphragmatic nodule 0 1 0 0
Stomach

Focus,dark red,glandular stomach 1 0 1 0

M : Male



R-1071

Table 10-2 . A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Gross pathological findings (End of administration period (D42))

Organs Sex: F F
Dose{mg/kg) : 0 10
Findings Number: 5
All tissues
Not remarkable 5 5

F : Female
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Table 10-3 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Gross pathological findings (End of administration period (L4))

Organs Sex: F F F F

Dose{mg/kg): 0 0.4 2 10

Findings Number : 10 11 12 11
Stomach

Focus,dark red,glandular stomach 1 1 1 2

F : Female



Table 10-4

A combined repeated-dose/reproductive-developmental toxicity study of thiophenol

R-1071

by oral administration in rats
Gross pathological findings (End of recovery period)
Organs Sex: M M F F
Dose(mg/kg): 0 10 0 10
Findings Number: 5 5 5
Stomach
Focus,dark red,glandular stomach 0 0 1 1

M : Male, F : Female
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Table 10-5 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Gross pathological findings (Undelivered)
Organs Sex: F F F
Dose(mg/kg): 0 .4 10
Findings Number: 2 1 1
Uterus
Dilatation, lumen 1 0 0

F : Female
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Table 11-1 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: M M M

Dose(mg/kg): 0 0.4 2 10

Findings Number: 7 12 12 T
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebellum(pons)
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Granuloma, spermatic
mild
Eye
Number examined
Not remarkable
Dysplasia,retinal
minimal
Heart
Number examined
Not remarkable
Cell infiltration,focal
minimal
Intestine,duodenun
Number examined
Not remarkable
Erosion
minimal
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecun
Number examined
Not remarkable
Cell infiltration,mucosal
minimal
Intestine,colon
Number examined
Not remarkable
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M : Male
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Table 11-2 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings ( End of administration period (D42))

Organs Sex:
Dose(mg/kg) :
Findings Number:

~O =
(=]
[
S

Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Cyst,cortical
minimal
Dilatation,tubular
minimal
mild
Regeneration, tubular
minimal
mild
moderate
Eosinophilic body,tubular cell
minimal
mild
moderate
Urinary cast,hyaline
minimal
Urinary cast,granular
minimal
mild
Cell infiltration,interstitial
minimal
mild
Fibrosis, interstitial
minimal
miid
Liver
Number examined
Not remarkable
Hepatodiaphragmatic nodule
mild
Microgranuloma
minimal
Hypertrophy,hepatocytic,central
minimal
mild
Lung(bronchus)}
Number examined
Not remarkable
Alveolar macrophage
minimal
Metaplasia,osseous
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Mammary gland, inguinal
Number examined
Not remarkable
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M : Male
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Table 11-3 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration imn rats

Histopathological findings ( End of administration period (D42))

Organs Sex: M M M M
L Dose(mg/kg) : 0 0.4 2 10
Findings Number: 7 12 12 7
Pancreas
Number examined 7 0 0 7
Not remarkable 5 0 0 7
Cell infiltration,interstitial 2 0 0 0
minimal 2 0 0 0
Parathyroid
Number examined 7 [} 0 7
Not remarkable 7 0 0 7
Pituitary
Number examined 7 0 0 7
Not remarkable 5 0 0 7
Cyst 2 0 0 0
minimal 1 0 0 0
mild 1 0 0 0
Prostate
Number examined 7 0 0 7
Not remarkable 2 0 0 1
Cell infiltration, inflammatory 5 0 0 4]
minimal 5 0 0 5
mild 0 0 0 1
Salivary gland,submandibular
Number examined 7 0 0 7
Not remarkable 7 0 ¢} 7
Sciatic nerve
Number examined 7 0 0 7
Not remarkable 7 0 o] T
Seminal vesicle(coagulating gland)
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Spinal cord(thoracic)
Number examined T 0 0 7
Not remarkable 7 0 0 7
Spleen
Number examined 7 12 12 7
Not remarkable 7 12 12 0
Hematopoiesis, increased 0 0 0 2
minimal 0 0 0 2
Brown pigment, increased 0 0 0 7
minimal 1] 0 0 7
Stomach
Number examined 7 0 1 7
Not remarkable 6 0 0 6
Erosion,glandular stomach 1 0 1 1
minimal 1 0 0 1
mild 0 0 1 0
Testis
Number examined 7 0 Q ki
Not remarkable 6 0 0 7
Atrophy,seminiferous tubular 1 0 0 0
minimal 1 0 4] Q

M : Male
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Table 11-4 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings ( End of administration period (D42))

Organs Sex: M M
Dose(mg/kg): 0 0.4 2 10

Findings Number: 7 12 12 7
Thymus

Number examined 7 0 0 7

Not remarkable 7 0 0 7
Thyroid

Number examined 7 [4] 0 7

Not remarkable 7 ¢} 0 7
Trachea

Number examined 7 0 0 7

Not remarkable 7 4] 0 7
Urinary bladder

Number examined 7 0 0 7

Not remarkable T 0 0 7
Kidney(PAS stain)

Number examined 0 (4} 0 2

PAS reaction:negative 0 (v} 0 2
Kidney(alpha2u globulin)

Number examined 0 0 0 2

Alpha2u globulin immunohistochemistry:positive 0 0 0 2

M : Male
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Table 11-5 : A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: F F
Dose(mg/ke): 0 10
Findings Number: 5
Adrenal
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow,femoral
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow,sternal
Number examined 5 5
Not remarkable 5 5
Cerebellum(pons)
Number examined 5 5
Not remarkable 5 5
Cerebrum
Number examined 5 5
Not remarkable 5 5
Eye
Number examined 5 5
Not remarkable 4 5
Dysplasia,retinal 1 0
minimal 1 0
Heart
Number examined 5 5
Not remarkable 5 5
Intestine, duodenum
Number examined 5 5
Not remarkable 4 4
Regeneration,mucosal 1 1
minimal 1 1
Intestine, jejunum
Number examined 5 5
Not remarkable 51 5
Intestine,ileum(Peyer's patch)
Number examined 5 5
Not remarkable 5 5
Intestine,cecum
Number examined 5 5
Not remarkable N 4 5
Cell infiltration,mucosal 1 0
minimal 1 0
Intestine,colon
Number examined 5 5
Not remarkable 5 S
Intestine,rectum
Number examined 5 5
Not remarkable 5 5
Kidney
Number examined 5 5
Not remarkable 3 3
Regeneration,tubular 2 2
minimal 2 2

F : Female
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Table 11-6 A combined repeated-dose/reproductive~developméntal toxicity study of thiophenol
by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: F F
Dose(mg/kg): 0 10
Findings Number: 5 5
Kidney (continued)
Cell infiltration,interstitial 0 1
minimal 0 1
Liver
Number examined 5 5
Not remarkable 1 0
Microgranuloma 4 5
minimal 4 5
Hypertrophy,hepatocytic,central 0 5
minima 0 4
mild 0 1
Lung(bronchus)
Number examined 5 5
Not remarkable 5 5
Lymph node,mesenteric
Number examined 5 5
Not remarkable 5 5
Lymph nrode,submandibular
Number examined 5 5
Not remarkable 5 5
Mammary gland,inguinal
Number examined 5 5
Not remarkable 5 5
Ovary
Number examined 5 5
Not remarkable 5 5
Pancreas
Number examined 5 5
Not remarkable 53 51
Parathyroid
Number examined S 5
Not remarkable S 5
Pituitary
Number examined 5 5
Not remarkable 5 5
Salivary gland, submandibular
Number examine 5 5
Not remarkable 5 5
Sciatic nerve
Number examined 5 S
Not remarkable 5 5
Spinal cord(thoracic) .
Number examined 5 5
Not remarkable 5 5
Spleen
Number examined 5 5
Not remarkable 5 1
Hematopoiesis, increased 0 2
minimal 0 2

F : Female
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Table 11-7 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: F
Dose(mg/kg): 0 10
Findings Number: 5
Spleen (continued)
Brown pigment, increased 0 2
minimal 0 2
Stomach
Number examined 5 5
Not remarkable 5 5
Thymus
Number examined 5 5
Not remarkable 5 5
Thyroid
Number examined 5 5
Not remarkable 5 5
Trachea
Number examined 5 5
Not remarkable 5 5
Urinary bladder
Number exanmined 5 5
Not remarkable 5 5
- Uterus
Number examined 5 5
Not remarkable 5 5
Vagina
Number examined 5 5
Not remarkable 5 5

F : Female
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Table 11-8 A combined repeated-dose/reproductive~developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings (End of administration period (L4))

Organs : Sex: F F F F
L Dose(mg/kg) : 0 0.4 2 10
Findings Number : 10 11 12 11
Adrenal
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Bone+Bone marrow, femoral
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Bone+Bone marrow,sternal
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Cerebellum{pons)
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Cerebrum :
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Eye
Number examined 10 0 0 11
Not remarkable 9 0 0 10
Dysplasia,retinal 1 0 1] 1
minimal 1 0 0 1
Heart
Number examined 10 0 0 11
Not remarkable 10 [4} 0 11
Intestine, duodenum
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Intestine, jejunum
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Intestine, ileum(Peyer's patch)
Number examined 10 0 0 11
Not remarkable 10 0 0 i1
Intestine,cecum
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Intestine,colon
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Intestine,rectum
Number examined ’ 10 0 0 11
Not remarkable 10 0 0 11
Kidney
Number examined 10 11 12 11
Not remarkable 8 9 10 6
Vacuolar degeneration,tubular cell 0 0 0 2
minimal 0 [} 0 i
mild 0 0 0 1
Regeneration, tubular 2 1 2 3
minimal 2 1 2 3

F : Female
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Table 11-9 A combined repeated- dose/reproductive-~ developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings (End of administration period (L4)})

Organs Sex: F F F F
L Dose(mg/kg) : 0 0.4 2 10
Findings Number: 10 11 12 11

Kidney (continued)

Cell infiltration,interstitial 0 1 1 1
minimal 0 1 1 1
Necrosis,single cell, tubular 0 )] 0 1
mild 0 0 0 1
Liver
Number examined 10 11 12 11
Not remarkable 5 4 3 )]
Microgranuloma 5 7 9 7
minimal 5 7 9 7
Vacuolation,hepatocyte,periportal 0 0 0 1
mild 0 0 0 1
Hypertrophy,hepatocytic,central 0 0 2 11
minimal 0 0 2 4
mild 0 0 0 7
Lung(bronchus)
Number examined 10 0 0 11
Not remarkable 10 0 0 10
Alveolar macrophage 0 0 0 1
minimal 0 0 0 1
Lymph node,mesenteric
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Lymph node, submandibular
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Mammary gland, inguinal
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Ovary
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Pancreas
Number examined 10 0 0 11
Not remarkable 10 0 0 9
Atrophy,acinar, focal ‘ 0 0 0 1
minimal 0 0 0 1
Cell infiltration,interstitial 0 [ 0 1
~ minimal 0 o] 0 1
Parathyroid
Number examined 10 0 0 11
Not remarkable 10 0 0 il
Pituitary
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Salivary gland,submandibular
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Sciatic nerve
Number examined 10 0 0 11
Not remarkable 10 0 0 11

F : Female
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Table 11-10 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
Dose(mg/kg) : 4] 0.4 2 10
Findings Number : 10 ' 11 12 11

Spinal cord(thoracic)

Number examined 10 0 0 11
Not remarkable 10 0 0 11
Spleen
Number examined 10 11 12 11
Not remarkable 10 11 12 7
Hematopoiesis, increased 0 0 0 4
minimal 0 0 0 4
Stomach
Number examined 10 1 1 11
Not remarkable 9 0 0 8
Erosion, glandular stomach 1 1 1 3
minimal 0 0 1 1
mild 1 1 0 2
Thymus
Number examined 10 0 0 11
Not remarkable 7 [} 0 7
Atrophy 3 0 0 4
minimal 3 [0} 0 3
mild 0 0 0 1
Thyroid
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Trachea
Number examined 10 [0} 0 11
Not remarkable 10 0 0 11
Urinary bladder
Number examined 10 0 0 11
Not remarkable 10 0 0 11
Uterus
Number examined 10 0 o] 11
Not remarkable 10 0 0 11
Vagina
Number examined 10 0 0 11
Not remarkable 10 0 0 11

F : Female
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Table 11-11 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings (End of recovery period)

Organs Sex: M M F
Dose(mg/kg): 0 10 0 10
Findings Number: 5 5
Kidney
Number examined 5 5 0 0
Not remarkable 1 0 0 0
Regeneration, tubular 4 5 0 0
minimal 4 2 0 0
mild 0 3 0 0
Eosinophilic body,tubular cell 1 0 0 0
minimal 1 0 0 0
Urinary cast,hyaline 1 1 0 0
minimal 1 1 0 0
Cell infiltration,interstitial 0 1 0 0
minimal 0 1 0 0
Liver
Number examined 5 5 5 5
Not remarkable 1 0 0 0
Microgranuloma 4 5 5 5
minimal 4 5 5 5
Hypertrophy,hepatocytic,central Q 4 0 2
minimal C 4 o} 2
Spleen
Number examined 5 5 5 5
Not remarkable 5 0 5 0
Brown pigment,increased 0 5 0 5
minimal (o} 5 0 5
Stomach
Number examined 0 0 1 1
Erosion,glandular stomach 0 0 1 1
mild 0 0 1 1

M : Male, F : Female
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Table 11-12 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings (Undelivered)

Organs Sex: F F
. Dose(mg/kg) : 0 0.4 10
Findings Number: 2 1
Adrenal

Number examined
Not remarkable

Number examined 2 1 1
Not remarkable 2 1 1
Bone+Bone marrow,femoral
Number examined 2 1 1
Not remarkable 2 1 1
Bone+Bone marrow,sternal
Number examined 2 1 1
Not remarkable 2 1 1
Cerebellum(pons)
Number examined 2 1 1
Not remarkable 2 1 1
Cerebrum
Number examined 2 1 1
Not remarkable 2 1 1
Eye
Number examined 2 1 1
Not remarkable 2 1 1
Heart
Number examined 2 1 1
Not remarkable 2 1 1
Intestine, duodenum
Number examined 2 1 1
Not remarkable 2 1 1
Intestine, jejunum
Number examined 2 1 i
Not remarkable 2 1 1
Intestine,ileum{Peyer's patch)
Number examined 2 1 1
Not remarkable 2 1 1
Intestine,cecum
Number examined 2 1 1
Not remarkable 2 1 1
Intestine,colon
Number examined 2 1 1
Not remarkable 2 1 1
Intestine,rectum
Number examined 2 1 1
Not remarkable 2 1 1
Kidney
Number examined 2 1 1
Not remarkable 0 1 0
Regeneration, tubular 2 0 0
minimal 2 0 0
Cell infiltration,interstitial 1 0 1
minimal 1 0 1
Liver
2 1 1
1 1 0

F : Female
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Table 11-13 A combined repeated-dose/reproductive-~developméntal toxicity study of thiophenol
by oral administration in rats

Histopathological findings (Undelivered)

Organs Sex: F F F
Dose(mg/kg): 0 0.4 10
Findings Number: 2 1 1
Liver (continued)
Microgranuloma
minimal
Hypertrophy,hepatocytic,central
minimal
Lung(bronchus)

Number examined

Not remarkable

Alveolar macrophage

minimal

Lymph node,mesenteric

Number examined

Not remarkable
Lymph node, submandibular

Number examined

Not remarkable
Mammary gland,inguinal

Number examined

Not remarkable
Ovary

Number examined

Not remarkable
Pancreas

Number examined

Not remarkable
Parathyroid

Number examined

Not remarkable
Pituitary

Number examined

Not remarkable
Salivary gland,submandibular

Number examined

Not remarkable
Sciatic nerve

Number examined

Not remarkable
Spinal cord(thoracic)

Number examined

Not remarkable
Spleen

Number examined

Not remarkable

Brown pigment, increased

minimal

Stomach

Number examined

Not remarkable
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F : Female
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Table 11-14 A combined repeated-~dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Histopathological findings (Undelivered)

Organs Sex: F F
Dose(mg/kg): 0 0.4 10
- Findings Number: 2 1 1
Thymus
Number examined 2 1 1
Not remarkable 2 1 1
Thyroid
Number examined 2 1 1
Not remarkable 2 1 1
Trachea
Number examined 2 1 1
Not remarkable 2 1 1
Urinary bladder
Number examined 2 1 1
Not remarkable 2 1 1
Uterus
Number examined 2 1 1
Not remarkable 1 1 1
Endometritis 1 0 0
mild 1 0 0
Vagina
Number examined 2 1 1
Not remarkable 1 1 1
Vaginitis 1 0 0
mild 1 0 0

F : Female
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Table 12 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Egtrous cycle in female rats during the pre-mating period
Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 0 4 8 3.740.5 4.1+0.3
0.4 12 0 0 1 6 5 3.3+0.7 4.2+0.4
2 12 0 0 0 4 8 3.740.5 4.0+0.1
10 12 0 0 0 8 4 3.3+0.5 4.3+0.4

No significant difference in any treated groups from control group.
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Table 13 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats
Mating and fertility of animals
Male Female
Days until Copulatiocn Insemination Days until Copulatioﬁ Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) ¢)
0 12 3.0+1.2 12/12(100.0) 11/12( 91.7) 12 3.0+1.2 12/12(100.0) 11/12( 91.7)
0.4 12 2.3+1.1 12/12(100.0) 11/12( 91.7) 12 2.8+1.1 12/12(100.0) 11/12( 91.7)
2 12 3.3+#1.5 12/12(100.0) 12/12(100.0} 12 3.3+1.5 12/12(100.0) 12/12(100.0)
10 12 2.7+1.2 11/12( 91.7) 11/11(100.0) 12 2.7+1.2 11/12( 91.7) 11/11(100.0)

a): (No. of copulated animals / No. of mated animals) X 100
b): (No. of males which impregnated females / No. of copulated males) X 100
¢): (No. of pregnant females / No. of copulated females) X 100

No significant difference in any treated groups from control group.
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Table 14 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Delivery data on dams

No. of » No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth

Dose pregnant with index length corpora ‘tation tation stillborns liveborns index
mg/kg females liveborns % a) in days lutea sites index % b) (%)c) % d)

Total 11 10 90.9 168 162 [V 154
0 Mean 21.8 16.8 16.2 96.5 {( 0.0) 15.4 95.2
S.D. 0.4 2.0 2.1 4.0 ( 0.0) 2.0 3.7

Total 11 11 100.0 190 185 2 165
0.4 Mean 21.7 17.3 16.8 97.3 ( 1.0) 15.0 89.1
S.D. 0.5 2.1 2.2 4.0 { 3.3) 3.7 . 17.0

Total 12 12 100.0 196 186 2 171
2 Mean ‘ 21.8 16.3 15.5 93.9 ( 1.2) 14.3 92.4
S.D. 0.4 3.1 3.5 9.1 { 2.8) 3.4 9.2

Total 11 11 100.0 187 183 3 166
10 Mean 21.8 17.0 16.6 98.1 ( 1.7) 15.1 90.8
S.D. 0.6 2.1 1.7 2.7 ( 3.0) 1.6 5.0

a): (No. of females which delivered liveborns / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100

c): (No. of stillborns / No. of liveborns and stillborns) X 100

d): (No. of liveborns / No. of implantation sites) X 100

No significant difference in any treated groups from control group.
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Table 15 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Sex ratio and external examination of pups

Liveborns Sex ratio of Day 4 Sex ratio of External c)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mg/kg dams males females a) males females b) (%)a)
Total 78 76 77 73 Q
0 10 Mean 7.8 7.8 0.51 7.7 7.3 0.51 ( 0.0)
S.D. 1.9 1.9 0.11 1.8 1.8 0.11 ( 0.0)
Total 79 86 78 82 0
0.4 11 Mean 7.2 7.8 0.48 7.1 7.5 0.48 ( 0.0}
S.D. 2.6 2.2 0.11 2.5 1.9 0.11 ( 0.0}
Total 84 87 83 84 4]
2 12 Mean 7.0 7.3 0.48 6.9 7.0 0.48 { 0.0)
S.D. 2.8 2.5 0.16 2.8 2.4 0.16 { 0.0)
Total 81 85 81 81 0
10 11 Mean 7.4 7.7 0.49 7.4 7.4 0.50 ( 0.0)
S.D. 2.3 2.2 0.14 2.3 2.4 0.15 { 0.0)

a): No. of liveborn males / No. of liveborns

b): No. of live males on day 4 / No. of live pups on day 4

c): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of liveborns) X 100
No significant difference in any treated groups from control group.
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Table 16
by oral administration in rats
Viability index of pups
Viability
No. No. of live pups index on
Dose of postnatal
mg/kg dams Day 0 Day 4 day 4 % a)
Total 10 154 150
0 Mean 15.4 15.0 97.6
S.D. 2.0 1.6 4.0
Total 11 165 160
.4 Mean 15.0 14.5 97.4
S.D. 3.7 3.3 4.0
Total 12 171 167
2 Mean 14.3 13.9 97.9
S.D. 3.4 3.2 3.0
Total 11 1686 162
10 Mean 15.1 14.7 97.8
S.D. 1.6 1.4 4.1

a): (No. of live bups on day 4 / No. of liveborns on day 0) X 100
No significant difference in any treated groups from controcl group.
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Table 17 A combined repeated-dose/reproductive-developmental toxicity study of thiophenol
by oral administration in rats

Body weight of pups

Male Female
Dose
mg/kg 0 4a) Gain 0 4a) Gain
No. 10 10 10 10 10 10
] Mean 6.4 9.5 3.2 6.0 9.0 3.0
S.D. 0.4 0.6 0.4 0.3 0.5 0.3
No. 11 11 11 11 11 i1
0.4 Mean 6.4 9.5 3.1 6.0 8.8 2.8
S.D. 0.6 1.5 1.0 0.5 1.8 0.8
No. 12 12 12 12 12 12
2 Mean 6.5 9.7 3.1 6.1 9.0 2.9
S.D. 0.4 1.2 1.1 0.4 1.2 1.0
No. 11 i1 11 11 11 i1
10 Mean 6.5 8.9 2.4 6.1 8.4 2.3
S.D. 0.3 0.9 0.9 0.3 0.9 0.9
Unit: g

No.: No. of dams
a): Postnatal day
No significant difference in any treated groups from control group.
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Table 18 A combined repeated-dose/reproductive-developmental toxicity study of thidphenol
by oral administration in rats

Gross pathological findings in. pups on postnatal day 4

Dose (mg/kg) 0 0.4 2 10
Male
No. of pups examined 77 78 83 81
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 73 82 84 81

No. of pups with abnormal findings 0 0 0 0
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