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4. EN

2—ANATRFT7EFLD 28 BRIKEROREEERREZ 6 AR O
Sprague-Dawley & SPF 7 » b (Crl:CD(SD)., 1 BEMERES 6 T 1218) ZFAWVTERL
7o BEEIX 0 (0.5Wwv% A F /L a—ZRKIEIK - TREE) . 8. 20 XU 60 mgkg/
BEL, BYVvF2MAWCLA I EBEEROBE Lz, $/-, RBRL 60 mgkg &L
BEO—IMOBEE (1 BMESR 6 T0) oW TIIBREHBHETH 2 BEEOEEHM &
7, BEECOFHEEERET LT,

—RRE B BREHERVCEECRERDERSOBEBIIRD LN o T,

ML —BIRETIX., AT 74— A FREBEIZBWT., HEROFEN
60 mg/kg BEBOHETERE 1 BIZALNEZN, #/E 2, 3 R 4 B CICEEHF T
ORETIE, BERXAON 20Tz,

HRERE Tk, ZEHuBRIIE OIKME A 60 mg/kg B E5BEDHEIZ A DT,

BEEETIE, 60 mgkg BEHOMEMECTERE 7 BITEERA LN,

REETIX, 60mg/kg BEHTEAKEOSENHEREIC, BEEOREIMEICALN
Teo Elo, AETIIREOEEBMAHELC, BEEOREFEREIEICA LN,

MEFRE T, RAKBEZE O~ 7 U v MEOEMED 20 KT 60 mg/kg ¥ 58
DOHEIZ, ~E7 v U BOKMED 20 mg/kg B EFHOME & 60 mg/kg 5FEDOREREIC .
SEERMERB RO BER BRI EREE OEMED 60 mg/kg REBEDHEIZ, 1
TRILERE D BED 60 mg/kg B EHOMMBEICH DT, AMERE. U o/ BkEk, FHEk
DHREVPELORMED 60 mgkg REHOBEICHA DN, £lo, FMIKER P~ b
7V v MEDEEMER D 60 mg/kg HEBEOHEIZHA LN,

MEFERETIE, 2V VLAROREZABEOEMEN 20 KUt 60 mg/kg B 5D
2, ANV Y AOFHMED 60 mgkg HEHDOHEIZA LT,

HEEE T, FROES EEOEEERY CICHIEEDOSED 20 mg/kg 55
DOMER TN 60 mg/kg I E-HEDMEREIZ, FIROES R T EREDSED 60 mg/kg ¥ 5
HOBEZ, EXEREOEEHERAECICHAEREOSESFRBEOMIZA LT,

Fifr<id, BB 60 mg/kg BEFEOMEEIZ, 718 OEBEREMN 20 mg/kg &
BE#OME L 60 mg/kg REBEDOMEREIZH BT,

R ERE TiX, KB R OB BHICRIT 2 RFHELDTLED 60 mg/kg ¥
ROz, FRO/NEFLIEFFRBEIERDS 20 mgkg #ESBHOME L 60 mg/kg B 58
DOMERE, B D RAE O F B/ MED 60 mg/kg W EBOHIZ, MIROBEAROHE
HA3 20 mg/kg R E-BEDME & 60 mg/kg I 5-REOMEREIT | BESE I TTHEEDS 20 L TV60 mg/kg
BEBEOMREZ, s18 ORELEBERITALITTED 20 XU 60 mg/kg & 5-FE O
B, BRABRORE LB 20 B 60 mg/kg T ES-BEOMREICH LR,

EEHIH TiX, BeEREICIT 5 A MBIHIEOKE R OHREERFREICKIT S H
JBOBEBROHEMEERE, BEHMPIZAONERITEREZITEBHE L, BER
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PR DI,

DEDFER, 2—-ANBT v T8V ORRBREH TR 5 BEERIIMES
% 8§ mg/kg/ B & ¥ L7,
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EEBBE EXALD FETEN LEDRESNREOKEICLY., 2—2Ard
FrF7ELVRTy ML BREEENRE L . TOEBEHLIZTD L L BIT,
2 BEFEL, BEOTMEESBENTARBEEREL-OTCETOREKEHET S, &2
B, FRREERSEF V)V =T r F BN ERERSOBRBERITTND,
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6. HEBHHRUEE

6.1 HERNERUENK
6.1.1 BERE

HWRME AL, RRRIHER LB E R v
FES. MEFTROBY THD, £/, RBREEELHRMER 1ITTL.

& (Bl4) Q—ANAT NFTEVLN(2—FTEZ VLV FE—I)

&4 (Bl%) 2-Mercaptonaphthalene (2-Naphthalenethiol)

CAS &5 91-60-1

BERATEEES 4-980

SFR C1oH;SH

BEX T AER

|

STE 160.24

HE (GC) 99.9%

MR (&5 FRE) 99.0%

LN H AR RERER

BMRAF ) — VR BH

LYY 82.2°C

R 211°C/100 mmHg

AFE 100g (25g;474)

TEM BEHRKE TR, BRPECOWTHASHERY U Y
—F b F—HBRBEMEFT TON 2TV, REHHT
DOEEEERER L (GRAEE2) .

HREHE WEEET (WEER ; EHIE : 3~6°C) | Fig

REHHT BB HBROBEREEROE 2 PP 4 B4
By ERmE

BHWVEOEE EEH ORI L +2IATV., v A7 RERE, RHE
FREOBORFRERLER LIEROEMEIIV,
B | EIE, P BEEREY., 98 0ELE,

A WBRYE 1 g 2RERE L LTRE L, 2RI/

ST LT HRMEOBRBIIEE L, . HBRWE
DEREITLREL2HERE%,. 2 TEELL,
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6.1.2 BEAK
AN : 0.5 wv% X Ftru—REKE (BLF. 0.5%MC FK
bl 3]
B, BERIZOWTIE, KRBRICAN > TEB L2 —ANVI T N FT7E2 VO
BRiKHLEERRE RBRES : A-2188) KBV T, 0.5%MC BT TOHEBRME DR
EICRIFRABRENPELNTVWAZ EMnd, 0.5%MC B EER LT,

6.2 BE5ROHEE
6.2.1 Bk HEBERSR) O

AFrEra—R 400 (FEMETERKESH, vy MES ; PEK4277) ZESH
K (BRREERERETE oy MES ; 9KT74, 9K75) ICHEME L, 0.5%MC IR E L
oo BARITRKR T Bk —EFR L, BRI 10 BURCREICHWE, FARRZITNER
BN (FrEE : 1~10°C, EEME : 4~10°C) ZREL,

6.2.2 HERE DI

BEIZLICHERBOHEBRMELFRL, ek HVWTEARICBREL, 1.6, 4 R 12
mg/mL R ERHE U7z, #EBRET7 B 1 ALl EoSEECHRR L, RARE 7 B INICE
FlL7.

6.2.3 BERORER X
BEWRKITZ 1 AMRELSTOBET T ARICHEL., EAEE AT (BBREN.
i 1~10°C ; EHE 5~9°C) . EXL T TEREL.

_n“lq[:
}

6.2.4 b TcOREN

REEERYE D 1.00 R} 200 mg/mL SRR (BEE @ 0.5%MCHBR) 13, BT T A
AR, &FT (BBEN., A @ 1~10°C) T 8 B, ZOR=EET 24 BELE
THHIEPBERE/R VY —F o F—THERINRTHD (FBRES:A-21838),

- 8.2.5 BERBDIRE - 19— 1252
BE51HE ABOBRGIZAVWADEBEOHERIKIZOWT, TZOREELZKRASHRY
V9 —F L Z—THPLCEZAWTHER L, TOBR, BREICHTIREDE
A% 96.7~102.5% (GFA#H : RRMEICxHT 5HE ; 100.0£10.0%) . H—H1X 0.6~6.0%
(FFAfE : CV10.0%LHN) THY, WIhbFRHENTh-2 (REERE 3) » &

ik OBERS 2 IRIZFR T,

1 REY ) OBRAH KR OHRE

3R (B, FEOTE»HEHEI) . 1AKICDX 10mL
BIE X RYE : 2—ANA T FTELVY
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HEXSIZEEYE
% PR : 2—ANhT N FTHEVY
vy  EF : TMQYG
BREFEH L : BT (BRER ; EHE : 3~5°C) | B
RIS : HERGM TS KRYEREFEERCELEPIEREYE
‘ RS
HPLC #lE &4
RN : COSMOSIL 5C5-MS-1I (4.6 mm I.D. x 150 mm. 5 pm,
FHh T AT R HERELE)
BT HAMEEEREEE
: 40°C
HPLC #&hd : O ABBRREW A Z J— (213, vIV)
iR : 1.0 mL/min
i Jant : UV (RIEHE 240 nm)
F—r AT AREEE
: 4°C
EAE : 10 uL
HEAEF
HEANER EARE EARE
1 3 BERE (URT AEAMER)
2 3 EHRR (EEH)
3 1 FEEAFE (1.6 mg/mL- E&)
4 1 HEEHFL (4 mg/mL-LB)
5 1 HEERFEE (12 mg/mL- EB)
6 1 REZAFK (1.6 mg/mL-F/8)
7 1 HEEDHFB 4 mg/mL-$88)
8 1 AEERRE (12 mg/mL-F8)
9 1 BEEAFEE (1.6 mg/mL-TE)
10 1 REEZHHAE (4 mg/mL-TE)
11 1 REERFB (12 mg/mL-T &)

BRI I OB E ZRFEI O RIE X, A 24 BREILL
PIZER L7, B, NUTF—va 8 BT, A—Fh
YU 7T—RNICBIT D 24 BBREREROREENER
ERh T35,

6.3 HEIVERUVURHKDRIRER

EERBETAFIA IV Ty FEAWERBRBISLE L IR TS, ZORER
WCHERINTEREOT v MIERI <AL, EREENREETHLZ P DOBER
L7z,
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6.4 HERIMERUHST

Sprague-Dawley 5& SPF T » b (Crl:CD(SD). HAF ¥ —/L & « Y N—K&Ht, B
AEEEVZ—) MHES 47E® 2 SABTAFL, T8 AMKRE - BHLAEE L,
—fRREBOBEE (1B/B) . KEME GE) RUSEME2—RRECESE (1E) %217
W, EEENE, —RRERUFHEBL—RREBOBRICEES N TREL Ebh
DMERES 3600 (R U CHERER 24 1T, BIEREE L CHERES 128) %3O 6 Bl
TRERICH Uz, RE5BEE OREHGEIL, BT 208~231 g, MT 145~174 ¢ Th o
oo BVIARE - BRI P o REENEIC X V&%, BoTNE (BERKBO 2
AT OBFECESWC, EHOEHEENRCTIXIETHEL R L OBHEMAL
7. BEQOEIMTIIa L Ya—2 BT oy JEREBERCERESHHEOHEAE
(Tuy /EEECHLEREAER L., RBREAUENOEEFESZ BIEAIZEHY T
72) WXV Tol, £z, REESHIIREHERCRBRRANORIA L, BHEERT
FILBE L,

W) RBEEECAEV, EICILBIIMEA 45 L Ch o o A8, BRI IS 47 IRAMA Shi,

6.5 fABEEH

EWIXIEE 22~26°C (FFA#H < 23+3°C) . HXHEE 35~60%. (FFA#6BH : 50+20%) .
BRSO 1 REE 10~15 |, BREH 1 B 12 B8R (07:00~19:00) OEMMEEETZE (912 5E)
T, 797y hREBRMES —Y (W250xD350xH 170 mm : Y — Ry P=7 )
M) CEHAEL, 20 1 ROATENOEREZER L, EFHEE CRF-1
(BSBRBE., 7V = 2 AEBRBTEGRASE, vy MBS 091104) ROHESBT
BAEAETBEBHAAKEBICL D BHEICERI T,

6.6 HHRUKRBKPIOEAME

FRFORAYMEIZE L TXER 2 v 22T Eurofins Scientific Analytics T4
F2ATV, Elo. BEPKIC DWW TR EBIMERETE & o ¥ —HASHIOKEEIC I
LREBRELZEHRIC (F4E) KELE, TNODOOIREEEZAF L. RBRE
CHEPRNI L EHR LE. FLERF LK,

6.7 EMOBIHRUNT—OADRKT

I AR EMW  BAE 2 5EE U CREEER Lc, AT DEESITRIE TOM
TRBRES, HIRUCEEZSEHR Ly —Y 0% 01 =, BEoT#%IL, %5
FUREZ L HRE, K, PROBHERONE) C4Hf0FESE ST, ZOHA.
1000 OALIXEE, 100 DAL (0B &2 #E, 1 Z2H) | 10 & 1 OMIIERERE L,
EFHE 7 —IE, #HoURECERLEy VI VORICHE B Thiesy
F LT~ Eoi), BBRES. 58K, REE. H. IES. BEESROE
MPERZHRL L, 2720, MR —REOBIE, MeskrE K ONEHHIE P,
BEEIIH L TEREDBHREFHRT E7-0, r—Y 7L EE L TRRES, H5

16
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RUOEEEZEOHERR LI,

6.8 B5EEK. REHME. BERBRVEERBE Th 5 0RIREH
BHERBRIENA N4 VL BRERBIIBRORELBRL, #EHEITZ 28 A
&L, BEEFUIKER SRR T—HEOIITPhATWA 1 B 1E (7TE/ARE) & Ui,
EEHRIIEEOWSEEELRENTIOICELY LEX O S 28M (148/H) &L, &
OEFEEITOLRIo T,

6.9 EEHE

BREFRIT Sml/kg FEE L, BY U7 2#AVWCHRHEOHRE Lz (08:00~12:02
D) o XRBEITIIEAE (0.5%MCHEIR) ZRRICEE L, BRI L OREHE (R
SREAL : 0.1 mL) BEFORELEBICIEHLE,

6.10 BEERUVZORERIIL VICEER :

2—ANHAT R NFT7ELD 0 (0.5%MC KR . 20, 60 R} 200 mg/kg/day % 1
HMELSEOTy M 4 BERERDBRLELEER Y. E42E{kE LT, 200 mg/kg
BEHTRECHIIAON P bOD, KE, BHEE, LEY - LRLERE. &
BEERUVHRICBWTHALPRIERDEREOEER L b, BiT, 60mg/kg ¥
HEETHMEERE . BEEERCHRICBOTELSRBD OGN U EDZ &b,
FRBRICBITOREEIL, 60mgkg ZmAEE L. UTAKLK 3 TRL., 20mg/kg &
FHEID, Smgkg ZEARICHREL., XBHLMZ 43R E Lz, 1S O
Wk ERECIIMERE 6L, EEHCIIBHRKOEHERE CHRES 6L L, HE
FE#F LICTRT,

= 1.BERK
RERmE | BREE | B E | #5FE ¥ T EI -
(mg/kg) | (mg/mL) | (mL/kg) S | 9mES | 9K BmES
; i 6 1001~1006 6 1007~1012
SRR 0 0 5 M| 6 1101~1106 | 6 1107~1112
\ i3 6 2001~2006
15 fc 8 16 3 M| 6 2101~2106
: i3 6 3001~3006 -
THERE |20 4 3 | 6 3101~3106 | - -
= \ HE 6 4001~4006 6 4007~4012
AR [ 60 12 5 M| 6 | 41014106 | 6 4107~4112
6.1 BERUVBREDAHE

ENENEHSNERFHICBERRELER L, KBREOEFICEHL TETRE

n\@mv L L,

17
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#5 18 (Day! of administration) : B 5B H
5 18 (Week 1 of administration) : 5 100#%57H
E# 1 B (Day 1 of recovery) : BIERLAE (BESHREKTORR)
Bl 138 (Week 1 of recovery) :EE1»BEETH
6.11.1 — R DERE

i oW TR ELRTIIER 3 E REMEREERRURN 2 FRK (2720,
M- RIREBOBE, BERE, BHARVHEREDRAE 2 EE T 5FIIREH &
BEEHRD 2E) | BEHMPIZER 1H, FA4KR, RKBRE. £, THROHER
Wi O—iREZBE L,

6.11.2 AT RREOBRR. HiERE, BEHARVEREDEDORE
MR OBEIZ. SEEKICOVWT, BEHBATC 1 E, F#SHETROE
EHEPER | EERELE, /-, BiERE, BHIRCERESHEOREIL, &E
438 (#5228, H2H5238) ROEE 28 (EHE 9 H) ZiTo7T, #Hlk
—REOBER UHEIEREICOWTHRERED 2\ W IZ A a7 LeFEREEZ HW,
(. BE REROEEIX. 89425 0 FAICEEB L., BEF 14 L TREDOESR
BHIR (7742 Nk LERETIT-oz, 7L, BEREHEBORET IS4 F
L L22WTITo 7,

6.11.2.1 G —RREORER
1) r—TVRNEE
rEh g BRETH
2) FiTEo TOEE
F—UhHLOBMYHLEE, #HE - KEORE, B - 205w, IBEREH. Rig
FAGIRHE. WIHUREIE, BEMEMEeE TR, WE, B, BAR. EFFR) . ~v
RY Tt B, N KU TREORES
3) FA—Fr 74— FREE
HEREE, K8, BETEH. ERTEH. 517, £% F&W., b R0 EE, B
e (BeER. PERE)

6.11.2.2 WEERE
BRI, SaERIG, SIS, WMRERG, BARS, ZFERARS, &HEEHE

6.11.2.3 EARE

CPU #—3 MODEL- RX-5 (FA a—x V=7V FHEREH) 2HWTHIEE
VRO ZRIE L,

18
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6.11.2.4 HRESHEDHE
ERENVMH B R&ESh L —NS-AS01 (MRéett—z—uP A= R) ZHAWVWTE
ZHEHHEABEE U, BIEIT 1R & L, 10 SRR E D 0~60 5 DRIEEEEF Lk,

6.11.3 KERE

SEEICOVWT, BEMBIRIIES 1. 4. 7. 100 14, 17, 21, 24 RT* 28 O
Samz, EMERIEFXEE 1L 4, 7. 10 ROV 14 BHICHIE Lz, BIE 08:41~9:42 D
BHZIT 72, MR AICIENBEEREHO D, BIALLH 16 BRI 7B O
REZHIELE (07:30~08:03) ,

6.11.4 EEEAE
EREEIZONWT, BEHBFE®RSE 1. 7, 14, 21 k' 28 HOREANC, EEHRE
FEEE 7 RO 14 BIZHIE Uiz, JIEX 08:57~10:16 DEIZIT - 72, 2B, & 554
BOBERIANLD 1 HEE, #5716 FRAORBEERES., Z0OHIXT7THT
CITHREORBEEREZHEL, 11 HEZEH L, BE 1 BIXEE 1 B»D 7
HETO 6 HRORBEBRELZ, 0®%IX7THEHOREBRELHEL, 1L 1BE
FEMHLE,

6.11.5 EKERE

RipERE (%5 25~26 HRUEIE 11~12 B) 2. RBEGEREBMWIT OV T, BiH 2>
H1HELEYOEKEERZ., BAECYEZRWTHIE L, HIEIX 08:47~9:23 DEIZIT-
7=,

19
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6.11.6 RIRE
BE4HE (BE25-26H) ROEIHE2HE (B 11~12 ) KHBREXIT> T,
BEABRIIREY I ORSZICEREOBEROSBAEL, BIE 2 BIIEEHOL
%, ThFhERBEEy FLZFr—JIIEL, BA - BHEEAT T 4RFRIE
. ROTHHER - BEREBATTZO%O® 20 BERERER L, & 2.1CE& L2E
BROFEIZIVRE LR,

£2 REEOHA. ARERUVERA#SEL E

1) 4BBRICOVWTORE

BREEH BEFIE

pH F—avRT 4 v 7 RTEARBRIKY (7—7 L1 BR&H)
| eABHE F—va VAT 4 v I ATEARBRY (7 —7 VA e

rhok A= a VRF 4 v 7 ATEARBE Y (7 —27 LA BRREH)

Ta—=x F—3a v RT 4 v 7 ATEARBKY (7T —2 L1 #%E&H)

il F—va AT 4 v 7 RTEARBRKY (7T —7 L1 BRE&H)

EUAE Y F—a VAT 4 97 ATEARBK? (7—7 LA BRAEH)

gyupry ) —4r F—a VAT 4 v RTEARBRK Y (7—27 LA #%KE4H)

k| WIREEE

I KL R

RE QWHERE) ® BREMAY Y YELPRACEEERRE (B mL)

2) 20 BRI VW TORE

BREEHR BlEFE

RE QMR ® ARVY v E—BRNEERRE (BAL: mL)

B%EE KABETERY (AL : mOsm/kg)

i FE I e A R

3 . AUTION™ MINI AM-4290 {7 — 2 L 1 Bk &%)

Y HEEBTHEER F— b7V FRFy F OM-6030 (7—27 LA HREH)

) AREOREE 20BBORESZA LT 24ERORE (mL24h) 2HEHE LT,

20
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6.11.7 mi&SsRE

BEHREROCRESEET OZ A OHBETFREEC, siB0»5—K (19 16~20 KFfH)
el SHEEEEIEOVT, T—F KRBT CHE L, EXEIRY D> EDTA-2K M
M (SB-41: LA A v 7 A¥ERSH) KM (B 1mL) 2EBLE, BON-0K
IZOWTER3D) KREHLAZHEERCHFEZIIBRE L, BiC, mE (09 mL)
% 3.8%7 ) MU U ABRRMARE (K9 FICx L 1 BOEIE) CHERL, =
L5YBE (3,000 rppm, 5 1,600xg, 10 45H) X9 &Lz FICOVWTER32)
EHRLAEEROFECIVRE L, 28, BRICKAHRIZEL. 2EEFEICOW
C May-Griinwald-Giemsa Y235 L 2 MRBRHFEARLZ BRI U7-2, 8BRIC X 2HRIX
TEELHW L, SERIIER L1 o72,

*3 MEFREDEH., ARZERVFEABSRGE
1) EDTA-2K ILiRIZ 2\ T OBE

BEEH RIEHE B
FMESE (RBC) PHEL—F—T YL FA Yk 10°/uL
~EFr vy (HGB) TR RNETREUERY g/dL
~< k7 Uy ME (HCT) FRIMBEEROCESRMBRAENOEH? %
EHFRMERAFE (MCV) 2RELV—F—Tu—F A P A RN —iE? fL
EHRRkmaEE (MCH) FROKBERONET O C U ENLEH D P
EHFRMERMAREE (MCHC) ~E/ubEVBRUA® M7 )y MENDEH D g/dL
MWRMEKE (Reticul.) RNABEIZ L AL —HF—Ta—H A FA Y —E? %
/g% (PLT) 2AEL—F—To—% A hA RN~ 10%uL
B fLER¥ (WBC) 2AEL—F—To—F L bR YR 10%L
=Rk =Rt RAZFF T —FPRBIZLE 70— b A MY —i %
RRAFEL—F—To—F A PR Y —k? 10*/uL

2) 7 BT N O AMMIES S8 Ul oW TORE
BREIER BEEFE B
7u b IR (PT) rasy hiED s
EMEES S e R

7T AF B (APTT) suay hk® 8
747V ) —%E (FIB) FarRTTRAF LD mg/dL
AR EMES

D REMKFREEE7 ¥ ¢ 7 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA )
® : fn fEEEE H 8h54HT%EE  ACL Elite Pro (Instrumentation Laboratory, MA, USA)
E) : Y rE (LYMP) | FHEK (NEUT) | Bk (BOS) | #FEEIK (BASO) . H¥k (MONO)
RUKRBEIERETK (LUC) , ¥/, BOMERESEE AMKRENOLESEOEREEB L,
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6.11.8 mREFRE

MmEFEREABR L AR LMK (W 4mL) ZEBRRERA O ARE (X
V=2 F-A— by 7 FEKRRNEH) ITEY & L4 BE (3,000 rpm, 59 1,670%g,
WI04H) L. BohmEic 20T, £4.1) CRHELFEBRVFECIVRE
L7z, o, A~ UIIEERE (K 1oL B2 020 B O~RY V) KHEERLE
M (W2 mL) Z&EL45HE (3,000 rpm, %9 1,600xg, 105/ L. HohizmiE

ZHOWNWTHEK42) KEELFBEERVOFEICLIBRELR,

R4 MELPREDQER., ARERCERBSRLGL

1) HEELEMBEICONTORE

BEER HlEF Bifr
ALP Bessey-Lowry &5 2 IU/L
2L 25 we—, (T-CHO) CEH-COD-POD i @ mg/dL
FYZUEFAL R (TG) LPL-GK-GPO-POD £ @ mg/dL
U BEHE (PL) PLD-ChOD-POD #: ¥ mg/dL
BEULry (T-BIL) YLV FEE—PEY mg/dL
Faa—2A (GLU) Fra—ZxR5Fe Fabr—PE mg/dL
RHEEH (BUN) Urease-LEDH #5 ¥ mg/dL
27 L7 F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD ik 2 mg/dL
FhU A (Na) A & BRI EEE Y mmol/L
VoA (K) A VBRI EREE Y mmol/L
ER (C) A F o BRIREREE Y mmol/L
F 7 A (Ca) OCPC £ ® mg/dL
mEY > (P) ) IFUBREY mg/dL
wi-ABE (TP) Biuret 3% @ g/dL
FNAT I (ALB) BCG @ g/dL
AIG . (A/G) BIEAVRBROTATIULEH
2) ~NY IS BB L lZ oW T ORE
REEH HEF ik B4
AST UV-rate 3 2 IU/L
ALT UV-rate ¥ ¥ IU/L
LDH UV-rate i 9 UL
y-GTP Ly-ZAZ IN3-HANEFV-4-= a7 =) FiE? IU/L
5= ARl ek R

0 BRI BEONER TBA-120FRFE GHZERXF 4 ANV AT AIXBREH)
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6.11.9 RIEPRE

6.11.91 . &z

ETOEYIZHOWT, RMLEERKEIRTIBTIC L ¥ khBIEEE, FAK-FHR -8
W BREEOEFOBRE - EBROBIRIC X3FARFEEN 2TV, BRE2EEL
776

6.11.9.2 BRESEIE
ETOEHIZHONWT, RIRTHRECEE BHEE) 2HET I L Lbic, fxr
EELIBRBOEKENOAE100g L=V OENEERZELH LT,

7B, *HEMF LEAMEOSREICOWTIRESRNLIZEE L, % D4 E CHMm
L7,

B, BIE*. MORR. FRER. OE. FTEE. IR, REE. RBE b I+ 7E

6.11.9.3 R RE

ETOFEFIZOVWTRIZTATERE - MREEBR L. U VERERE 10vol%hi~< U VK
THEE Uiz, 72770, FilL Y ERRRE 10vol%dR L~ V) ik 2 AR, IRERE ORER
12V UERRER CHRBL LT 3vol% L Z VT LT B R 2. 5vol%dsb< U IR CHEER.
BEREURBREERII T T UCRTCEE LR, ThEh. U U BERE 10vol%e R <]
BCREL, X970 088 LE, 20%. I LT~ XTIy e g3 PGy
BERFEMRL, EHOMBELAUCEHER (RIEHEEIBALIZONTIEEA) 1Ko
WTER Lz, *ORLUEZFAREEEIZOWCIRER 2R L7228, ERiIEfoH
Tol, 2B, HERHERSOEENRELN O, B, 8. #oBHR, i
DOE (BFHEEET) . KIBE (BHEZED) oW THERTCYH A& CICEIE
BOSEEEZSER Lz, . ER/MEORENER CIHEAEROM 1 5l (B9E
B :2104) CEHEMOH 14 (BMHEE : 4102) &, BIEHTIISHEROMK 1 4
(BME S :4109) IZRBOOLNEN, Zhbd 5 LREERGNIT 1§ (EhES : 4102)
DHTHY ., MOFBHEHOBMIZIBW THBRDEREOREENRD LR TWRNT
Enh, RBREEICEEII RV R L,

KK, /MRS, FRE (ER) . AaEdpi+ ERER+. TE:, FRE* LR/ME* B
B MIRR. . BTV o, BB o, LB KE. B (REXEED) |
B. +T2EB. 5. BB O =AlEEte) | B, BB, BB, TR, BiE.
FERE, REELx. RBR LR, RISZER. RE*. 7E. WE (BHEE) . KEBE (B
Bixate) *ROKBEERE *

iz, Rk (FAHRITIRERE ST, ~~ bRV UV - =3 DU REERE
BECTER LI, ) . ~—F—f* BRKEIR. &, &, TR FTER* KR
e, REE. AR (B *, BE (BEH) * BEHENEME (B4 KROWREZH
HLUTHRELE,
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6.11.9.4 fla2u /07 o RBERBIEEEERV PAS &4

IWEMEBRFREICRBVT, BRORME OFBM/MERH B8 (60 mg/kg &
H#ED 341, %R 4001, 4002 KT 4003) OBREICOVWT, fap 77V Ui
% AW GBI LRI EER R O PAS ReBAERZERIL . 8RR LT,

6.12 HiztEM

F—TT7 4=V FNEEOEENTEE HMERECBSIT A EENEE . BAHHEIE.
HREEHEORAE., KE, AEMNE, BEE, BKE, RREOCFEMNEH. LK
EFRE, MBEERERVBREEET — 1122V T, MBEHLERER L OB THRE
RN 21T o 72, 567 Bartlett IBEIZ K D G BAEDRE 21T o 72 (BEAE MWl 1%) o
A E LUWEE T Dunnett 35 % VYT IEZE S8 H 51 Dunnett B0 mean rank test
ZRAWT, XMRBELEREEHELOBATREZITo> (FEAE  \fll 5 KW 1%) .
¥, EEEZOWTHE, F REC KV EHROSEOY—EORE (FEKE : Al
5%) B{ToTo, TOFMER, EH5EMIRDONEHAICIITRE L EBRYER SR L
DT Student D tHRE (FEAYE : Bl S KT 1%) %, EH8EIEO L ho
72 B AL Aspin-Welch O t BRE (BEKEE : T 5 R U1%) 21707229,
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7. BRERHER

7.1 —fgREe

FXAE % Table 1-1~1-3 2 T* Appendix 1~10 [Z7R L7z,

1) #®5HH

ML BIZWTHOREEIIBWTYH, HRWEREICERTLEBZ NIRRT
XA BTz,

¥, RREEORE 1l (No.1005) THRE 4 B2 D 13 BORICEREROIMER A5
nic,

2) [EEHE

MENTNOBMIZ L REIIH DRI o7,

7.2  EMLT-RIRE. #EERE, BEHORUBRESS
7.2.1 iRl — ke

A& % Table 2-1~2-18 }2 U Appendix 11~70 [Z5R L7z,

1) B5HM

BE1BOA—T 27 4 —N FREIZBICEBW T, SEEB OB B/ EED 60 mg/kg %
HH#OBIZA DN,

B52 3 RVC4BOBETIE, ML BICWTHOREEE THEERXAORED
277,

2) [EEHRE

EE 1 RO 2BOBEICBNT, ML BRWThOREEE CHREEIXAOIAR
Mol

7.2.2 BeERE

Fi#& % Table 2-19, 2-20 & U} Appendix 71~76 {Z7R L7z,

1) #®E4HE

BT, WThOBREEBIZBW TS, FERVERSH L AREL ORMICERA
Lot

METIX, EHBRIE OF B R EED 60 mg/kg BEBIZH LI,

2) [EIE 28

BT, WTROBREER 2BV TH 60 mg/kg BEE LB L ORICERADR
ol

METIR, B HBAMIE OF B R IRED 60 mgkg B EHICH DL,

7.2.3 EBAh
FXA& % Table 2-21, 2-22 % U* Appendix 77~82 IZ7R Lz,
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1) #8548
MEHE L BT, SHERYEREHLXBHLOBMICHEREZIALN T,
2) HiE2HE
MERE S BT, 60 mg/kg B EE L RE L ORICARERA DN T,

724 . BHREHE

A& % Fig. 1~4, Table 2-23, 2-24 & 1" Appendix 83~88 |27~ L7z,

1) ®&548

HETIE, SRR EREHL HRBELOMICEERRA NP0,

HETIX. 60 mg/kg % 5-8E CRIEBRLEE 40~50 5D EEICEERBER A LR,
—BEDOETH Y, 0~60 5 OEFHETIIH O NAREX O o722 L HER
HEOEILEZEZ BT,

2) [EE2HE

60 mg/kg WEBF DML X BB L OMICERZERA LN o T,

7.3 &K=

Fci& % Fig.5. Table 3-1, 3-2 2T Appendix 89~94 1Z7R L7z,

1) #®EHIM

BB EREGHOMREL HIC, IRBELOMIZEEZERA DR Mo T,

2) [EIEHIH

60 mg/kg W EHOBITEEBMBOFELBENRA LN, EEHRKTROGK
EITHREL bz, HRELIZERE Cho T,

74 B

FX#& % Fig.6. Table 4-1, 4-2 (" Appendix 95~100 127~ L7z,

) #®E5HH

60 mg/kg W EHTITMHE L ICRE 7 BICHBR L LENEEREERAR DM,
BE 14 BURIIXMEBREL ORMICHLLZ2ERA RN,

8 RV 20 mg/kg R EBETIIMEREL Hiz, MBHEOMICHEEEREIIA DN -T,
2) EEHIRE

60 mg/kg B EFOMEREL bz, FIEHMZE U CHBRH L OBICERZEZXALNLE
Mot

7.5  RBRE (BEKESD)

K& % Table 5-1~5-8 % U Appendix 101~118 {275 L 7z,
1) #5438

PR OBIE LR 5 1T7T
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x5 REREOHRE (5 4:8)

% HE i3
B HEE (mg/kg) 8 20 60 8 20 60
EULUE"S 6 6 12 6 6 12
BAEY N N +26%* N N +33%*
REY N N +37% N N +56%
BBEE? N N ~20% N N —33%*
a): P OFMII N BHEII T A MEE (+: 8N, - BY)
N: AL

* p<0.05 CGHRELOBMICEEZEDY)

FARERVREDOBEL CICEFEEDIKED 60 mg/kg B 5-FEDOMEREIC A b, HERE
DODRERCHEORBELERO CHRHZHCERRELLTHo T,

8 RV 20 mg/kg BEFE T WTNOEE CHLRBR L OBICERA bR oTz,
2) EE2#

MEREL BT, WTHOERIZLEERA b2z,

76 MRFERE

F¥A& % Table 6-1~6-6 & TN Appendix 119~136 IZ7R L7z,
1) ®BEHRKTE

AR DIIE % & 6-1 1TRT,

R 6-1. MBFREORIE (BREPRBTH)

i Vi3 i3
5B (mg/kg) 8 20 60 8 20 60
Bhih i 6 6 6 6 6 6
7R BRE, N N 3% N —6%** —13%**
~ESrEvE N N —5%%** N —6%** —10%**
~<hZ7Y v ME N N -3% N —6%** —80%**
LR MERETR N N N N N +6%*
SR mER i 66 SR A N N N N N —2%pk*
R MERER N N +819%** N N +247%**
A i Bk N N +46%** N N N
DIIFAS: R N N N N N N
E&K N N +32%* N N N
R R N N +47%%* N N N
ik N N +103%** N N N
FERER M N N N N N —46%*
¥ N N N N N —54%%*
REIFEREIR R N N N —50%% N N
E# N N N —56%%* N N
FRHOBEI A BEEE IR+ 2 WEE (+: 8, - B)
N:EER2L

*: p<0.05, **: p<0.01 (HEHLOMIZAEEEDD)

FRIMEAEE TiX, FRILEE, ~E7u bV BRU~Y M7 Uy MEDOEKMEDN
20 mg/kg REBEOMEL 60 mg/kg REHOMREICH DI, 60 mg/kg TEBFOHEDOFR ML
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RER G~ 7 Uy MEZBRWTHREAZNICERER B TH o1, . R0
REMOA R eHERCFHFMRMERRBEOFEREED 60 mgkg H5HOM
i, MWARMEREOHE2EES 60 me/kg K EBOMEREICH LT,

B BRRE B Cik, AMERKOHE BB ED 60 mg/kg BEBOBC A b, HfL
EROBETIX, VUK, FHPEROBRVCEEOFEREED 60 mg/kg B 5RO
ZH LT, _

iz, SFERER DR R O EH OH B RMKMED 60 mgkg BEFHDOMEIZHLNIZN, B
MERIZ EDABEEDVRVWGEICRBITAENREBTHEZ b, EHEMICESR
DIRWELEEZ X b, 72, REFERAROLER OEHOH B RIEMES 8 mgkg
BEHOMETHLNER, ARCEE LB TiRiedol,
2) BEUEHIME TR

BB DORFE LR 6-2 1T,
®6-2 MBAFREOCHE (BEHABETE)

L i3 i3
BE5& (mg/ke) 60 60
B 6 6
PR ERE —40p* N
~ESur LR —59%%* F5%k*
~<h7 Yy ME N +5%*+
TR MERATE N +3%*
YR MmER fn B SRR B D%k N
#A7R M. Bk & +50%* ~29%*
R OBEII A BT T DEEE (+: B, - W)
N: EFERL

*: p<0.05, **: p<0.01 (WRBELOBCHEEDY)

RIMERER, ~T 7 v vy B R UCEHIR M ERIN 258 E 0F B 2K E O 7R Bk
ROFEREMED 60 mg/kg HEFHOMIZ, ~ES VB, ~< b7 Uy MERDFE
BIRMEBRFBOA B ESELE CIWCHERLEREOF B RIEMEN 60 mg/kg HEFHOMEIZ
BT,

7.7 MBERRE

A& % Table 7-1~7-4 & TF Appendix 137~148 {Z7R L7z,
1) BEHRMKTR

BBOREEL R 7-1 1ILRT,
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xR 7-1. MFREFEREORIE (REHBETE)

i 3 i3
5B (mg/ke) 8 20 60 8 20 60
il 6 6 6 6 6 6
H YA N +9%* +11%* N N N
HAYT A N N +505%* N N N
wrRi-AiBE N +5%%* +7%** N N N
TR OES R TSI+ 28T (+  8950)
N: EERL

*: p<0.05, **: p<0.01 (HIBEEL ORIICHEZSHY)

YT AROREABEDE B /R EBIEN 20 BT 60 mgkg B 5HOREIIT, IV YT
LADEEREMED 60 mg/kg BEFHOIH LN,

METIZ, WINDEE CTHLRBH L ORICERA DN 2P o T,
2) [EEHIEK TR

AR DBIEE R 1212787,
= 7-2. MBFLFREORE (EEHMETHE)

s H# i

5 & (mg/kg) 60 60

A 6 6

Y +10%* N

Wwr-AipE N —6%*

FATI —39%* —89%*+*
R OFME T BEEHICRTT 2 8EHE (+: 8, - )
N: ZFERL

*: p<0.05, **: p<0.01 (HBELOBIEREZEDY)

EHY VOFEREMED 60mgkg BEHOBIZ, RIZABEOFERIKMED
60 mg/kg FHEFEDMEIZ . TN T I DEREREMESD 60 mg/kg R EFHDOMEBEIZ A BT
B, WL BREHBKTHERE CRBOONLWELLTHo T,

7.8 HREEE

FXA& % Table 8-1~8-8 } (X Appendix 149~172 IZ5R L7z,
1) BEHRE TR

AR DFFE R 8-1 IR T,
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Ro-1. ZREEEORE (BREYMETE)

L i3 i3
BE & (mg/kg) 8 20 60 20 60
ik 6 6 6 6 6
HRishE N N N N —7%
i
et ER N N +17% +8% +4%
HHEE N N +16%%** +9%px* +12%**
AER A%
MxtER N N +29%** N +18%
HEXER N N +28%* N +29%%%*
=
R ER / / / N +38%*
HaER / / / N +49%*
RP OB B LS I TIHEBE (+: BN, - B
N: &L
I Roacs

*: p<0.05, #*: p<0.01 (HBHLOBIFEZDH V)

i

L

FE

2) [FEHEHARR TR

MRt R Ot ERORMES 20 mgke BEHOME O
60 mg/kg B SR OMEREIZ A by, X EE TIIHEFF

RABZELRBO LN,

Rt R UHMEEDOBMEN 60 mgkg B 5FDOMHEIC
B 5, 60 mgkg EROMOKE EE LRV CHE

HHRAEELRD LN,

Mt R UOHAEEOEEREMEDN 60 mgkg 51

Hoiic,

B DKRIEER 82 IR LT,
= 8-2. REEENLIE (EEMARBE TH)

L i3 i3
BE5E (mg/ke) 60 60
LR 6 6
TR AR N N
kg i
HxER +21%* N
HxtEE +22%* N
e i
extEE +239%** N
HANEE +25%%** N
g
MextEE ~8%* /
fAxtER N /
Fth ORAEIE X BEEEIC R 288 (+: BM0, — : WD)
N: ZEZ2L
IR

*: p<0.05, **: p<0.01 (HBHEHLOBMIHEEEDHY)
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PRl P ERERCHAEROAEREED 60 mgkg FE5HOD
B H BT,
iz, RO R AN EEOA B LEBET CNICER EAORIEEOAERK
fE7S 60 mg/kg I EBHOMEIZ A b=, HEHBER TRRE CREHBOLONRWENLT
HoTr,

7.9 BIBmMR :
FRAE % Table 9-1, 9-2 2 O} Appendix 173~244 1258 L7z,
1) BREMRKTE

e fit : FEFRILDS 60 mg/kg REFEDTE 4/6 Bl & HEEHFITH LN
7
= : BII'E OEEABE S 20 mg/kg ¥ 5-BEDOME 1/6 5l & 60 mg/kg

BEBHOMES2MICADNT,
iz, BB ORRERD 20 KT 60 mg/kg B SEEDMES 1/6 Flic, BIRERO/MEYE
(Frlfs) 2% 60 mg/kg B EBEDOME 1/6 Flic A b2, HEAEBAENHEREREOEE
EZZ2 b,
2) [EIERIRTK T R
HEENTHOBBICLRERALNRI -,

710 FEABFRE

AR % Table 10-1~10-5 & O* Appendix 173~244 {Z7R L7z,
1) ®EHMBETE

BB DHIEEE 9-1 IR,
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£ -1 REHBFREOHRE (BEHMETE)

iz 43 e
B 5 & (mg/ke) 0 8 20 60 0 8 20 60
gk 6 6 6 6 6 6 6 6
K& (B
IRFERE M D TLHE 0 - — 0 0 0 0 5
B 0 — - 0 0 0 0 5
Hig (EE8)
FRIEBRE M D TLHE 0 — — 0 0 0 0 5
B 0 - — 0 0 0 0 5
FiFli
INEE RO TR R AR K 0 0 5 6 0 0 0 6
B 0 0 5 2 0 0 0 6
B 0 0 0 4 ] 0 0 0
B
RME OFEit/NME 0 0 0 3 0 - - 0
B 0 0 0 3 0 - - 0
SRR L a9
FHo2p-7 27 U LK)
B - - — 3 - — - —
PAS 368 ¥
=33 — — — 3 - — — —
LA
FEHLE LD TTHE 0 0 3 6 0 0 3 6
B 0 0 3 4 0 0 3 4
BE 0 0 0 2 0 0 0 2
BEaREOWmM ] 0 0 6 0 0 6 6
L2 0 0 0 6 0 0 6 0
R 0 0 0 0 0 0 0 6
g
MEDORELEBER 0 0 4 6 0 0 4 6
B 0 0 4 0 0 0 2 0
R 0 0 0 5 0 0 2 3
kY3 0 0 0 1 0 0 0 3
BERGORTLEEWE o0 0 5 6 0 0 5 6
B 0 0 5 4 0 0 4 2
B 0 0 0 2 0 0 1 4
e OALILE 0 0 2 6 0 0 2 6
B 0 0 2 0 0 0 2 0
BE 0 0 0 6 0 0 0 5
FEE 0 0 0 0 0 0 0 1

a): EBRORME OHBEMEBRLONTEY (60 mgke 58 3 M) IOV TER
KPP OEMEIIHBRAEERT,
- REET,

WBMEREC LD LEBEAONSEMAR KT (B . WF (BR) . iR B
&, g, B TR LI, '
Kig (FHEzat)
EERUR AR BRI D STHEDS 60 mg/kg Fr H-HE DME 5 H1iC
oI,
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JELR

B REFERE N D TTHE D 60 mg/kg B S EEOME S FlIC
H b,

B H 5 VIR B 2/ ZE oD M T AR R AR K A
20 mg/kg B E-BEOHES Bl & 60 mg/kg ¥ 5-F DO HEHEL 5
WZHLIL, ZThb0ETit, FHlROHRENRRY
HIARER LT,

B2 RANE D IFER M/ IMED 60 mg/kg G BEDHES 5
WHbhiz, b0z W TH2p /a7y v
g AW aERB L ZRER T PAS s Eh
L7fER, WINOEETHIto2p /e 7 U UHUki
BEfE. PAS e icfatE% R LT,
BMOUIRERBAAEDRIMND 20 mg/kg #EHD
M & 60 mg/kg B S EEOMEREOEFI BEUIBER
B EMTTHED 20mgkeg BEHOMRES 3 §l&
60 mg/kg G- HOMHERFIZH DIz,

BN OFEEOME ORI ERBEMAD 20 me/ke
BEREOMES 4 6 & 60 mg/kg BEFHDMHEEHIZ
%ﬁXiﬁﬁwﬁﬁ@wﬁIL&ﬁ%mmmmwm
BEROMHES 5l & 60 mgkeg BEF ORI
B OPEEORE OALTLED 20 mg/kg REE#
DORERESR 26 & 60 mg/kg B 5-FHEDOMEBEEPIZH LN,

QSN MMdHMWWMmkTLt%@@@%ﬁm%@&ﬁﬁﬁ%éPMFﬁﬁ%
FERERD DV TH G BREMEOEL &HIET L,

2) [EEHMEK TR

AR DMIEE R 9-2 1R T,

= O-2REHBFRBEORE (BEMRKLTH)
L HE i3
®5 & (mg/kg) 0 60 0 60
bz 6 6 6 6
e
BEAROEM 0 6 1 6
B 0 6 1 0
12354 0 0 0 6
]
A ORE LB 0 1 0 0
2374 0 i 0 0
BERERORT ERIERR 1 3 0 3
B 1 3 0 3
RHOFEITHRARERT,
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WRMERGICTLD BRI DN EPEBROE TH LI,

i BMIIRELRBERFTOHEMMB T REOHE 1 filk
60 mg/kg & 5B DR 2HIZH DT,

= : BMREE ORYE LERES 60 mgkg IR EHEDHE 1
Filiz, BMABERBRORY LRBHBR ST REEORE 1
5l & 60 mg/kg B S-BEDOHERES 3 BlICH BV,

723, Table X T Appendix {27~ L7z & DO BT RidZ O BRI H 5V I mEE R
ZEERNPONTH O BEEOEL L HT L,
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8 EE

2—ANAIT b FT7EVIO 28 BRRERNELEEZSEARE 6 BH O
Sprague-Dawley & SPF 7 » b [Crl:CD(SD). 1 BEMEMES 6 XiX 12 L) 2 AWCEREL
Too BEEIZ0 (0.5% A F N1 — REEHK : JTREE) | 8, 20 RN 60 mg/kg/B & L
BYUTZHAWTLH 1ERMEERO®RE Lz, 72, STBREL 60 mg/kg B 5FEO—E
DOMEE (1 BHERES 6 L) 2 oW TR SHIMKE TH% 2 BRIORENE 2%, %
EALDFHEE G Lz,

BEHHEOCEEMRZE CTRTEDIIALRT, —RRE, 5, BREDE
EOGECRERYEREOEEBIRD LR -T2,

B — ORI, B | BRERICHEEROBMED 60 mg/kg BHESBHEOHETH L
e, BE 1EOHLO—BMEOELTH B Z LN LESEZNERDORVEL & HikT
L7z,

BSRERE T, E MR DEME A 60 mg/kg B SHEDHEIZ A b, WEZERET
X, FREUSRHEHERICEF IR DN oo, BB EREICLARELEZD
iz, EE 2 BRERFTHRROZ(LLBD b, BIEMEIXHS TR Lo 7,

FBEEEOKMED 60 mg/kg W EFOMMETERE 7 HITA LN, REOE(LIT2 — 2
NATNFT7ELVOTy 2RV 14 BRRERABREEHERR (FHERER) VT
bAHRONTEY, HBRHEREORELEZ NN, —BEOELLTHY ., KE~
DEBELHLONRP- T LD L BEHEMBEROBVELLEE X D,

RBRE T, FBAERCREOBMEL CNTEBE DIKES 60 mg/kg &5 EEDOMEREC
H oI, BIROFBEMEBRFERE CREETIE ARz Z L bEM
FHREBOBRVWEMEE X D,

MRZERRE TIX 20 mg/kg B EBHEDOME L 60 mg/kg B S-FEOMRIZRIMERE, ~~ b
7 Uy MERUONEZ b BEOKMET CICBROLEREORMER EXRA L, Bl
RERENZ BMIZ2 - AN F7&2 L D5y FERAWE 4 BEIREROES
EHRR (FHERR) VICBWT, 60 mg/kg R EEEDOH K O 200 mg/kg 58 DMEHE
THHLONTEY ERHERSICERET2E( L E X b, REHERFERE TIX,
PEEIZ IV T RESME I DT K B 3R O 20 & U 60 mg/kg 3¢ 5-FE D HEREIZ
KRB K OME BB CILRFREM O TTHED 60 mg/kg T EFHEDOMEICA D, MIBEEE
OHEME CRBMICA LN BRI b OBEBENELLERTIELEEX D
iz, BEMIZER T2 72 L3 A MES LU 2R L., BiliE %5
THZERMOENTREY? | ARRTAHAONZPBOBEERILE L RFEOHMEFTE
ClebDeEZ LN, £, BIEOEAEMOTTE, KBEROWE CALNER
FEHREMDOTTERIEML~DSHEELEE X b, 728, 20 mg/kg B E5BHOHET
I, MEFEREICBWCHRIMERR/NT A — X ICEITRD bR ol b DO, Mg
OHNAEMDTLELRH LN &b, TOBIIBOTHORMER~DEERH 722
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EDBTRBENT, EEHIREK TEIZIX, 60 mg/kg HEHOETHRMOEKE, ~E/ o
vEROEHROKEREEOREY CICBARMLIEREOBENA LIS, WBRLEK
ROELOBRERBREMMETRLESTEELE, £, BREEOEEN AL
TeNEOBREIZEDTE L, FEARFIC LB EDLOTEIZELR LT D
Enh, EEEMICHD EHET Lz, 60 mgkg REHOMTIX, ~E/REVERD
~% b7 Uy MEOBEW CICHERLIREOKMER A L, BEEEIBD LR, 22
B, EEHME TR BIBOREEKZFEREICBV T, 60 mg/kg & 5FHOMETH
BEFROEMMBH LI, BIEEIXHA LTI bho 7,

IR DO FED 60 mg/kg TEBHEDMICA LI, HIERSHE TIXY »o38kE, #F
ROLEROEZOBERL LN REEBFERE CREEOEIIRD LT,
BREMFIIRHATH o7,

MIRILFERE T, AT T LAOEED 60 mgkg HEFHEOREIZA LN, REAR
ZRECIE. BIEROCHFRRBICEELZELRA LN T  BREABFIEITHATH -1,
70, MBS Y U AOEMES 20 RO 60 mg/kg BHEEOBIZ L LN, Bildh 3\
ERMERO N TLEICEET AL EE LD, BIlLZHE) “RERE(LEEZ LN
7o BT, BIZAREOEBMED 20 BN 60 mg/kg WEBEOHIZHA LN, AHEMEH
BEAOENREETHY, B TR BETHZ Z 0 LBEHENEROEVWEL
EEZ o, BHEMIBKR TR TR, 260 A LT, BIEESRD bILE,

BREEETIR., FEEEORED 60 mgkg EHITH LN, FEIX, A=

— VLo TEEPEHTHIZ EBALNTWVWD, ARBRTIX, BEOFEER
OEBNTABNHEFANOEH THY ., REABFERECTLFEZIRD & T OMMEATE
BICEBIIRO LN 2 NS EREDOEL & Ml L,

REERETIX. ERRoMic, Hig. BRERUBERDERSICERT2LE2
DIAEBTED bz, FECIX,. EEDOBEMED 20 mg/kg 5 DK U 60 mg/kg
B 5 BEDOMEREIZ 2 D, REERFRE T/ ZE RO IE R 2S 20 mg/kg 3% 55
DHER N 60 mg/kg T EHDOMHEICA DTN, /NEFLFEOFMESER L, £0HM
JABERAY T AREETBLUMNCHALDREMFRN NI &, MR ERECHF
MREEEZRBRTIOIFAREVWI EROMEEICL Y, oD IO ABERL
Tl PO EYRFERICBERTIE LB LN, BT, ARMREREIC—
ZLC, A ORFELRERERECA{LTTE, ECICERABRORE LEERRERR 20
K60 mg/kg B EBOMREIZA LN, EBOHEIMICHEWVEENERB L, 220
BT T THVIEE, R, BE~OFEEEZETLZEND Y ZhbOEIX
RO EOBRBE~ORBIERICL2EEE L b, BT, REE OFBRME
INMEDS 60 mg/kg EBEOHEIZA BN, T b OEBHIZO N TH u /27 U U ag
AL F R AEAR R OV PAS e BERZER L CER L-ER. 208 a2p 77y
CHURICEEME, PAS rAICREME TR L, BEDZ E0v6, ARBRTAHALNEERO
B/ MEIZ 2u 77 ) VICEETLILOEEZ LN, BT v NCRETER
B REENERYEREIC L VEBRINEEHESND, ZThbDFE, BiEER Y
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ULDOWER, 2—ANITF 7 F2LrOARBREETIRBITAEEEE L, £
L CHEOMEEREICBIT EM., HOMKILERECRBITA ) U AOEE, i
DT, BERVE ORBFERENS, ML D Smgkeg/B HWT Lz, ok, BEE
I T R I I oD 25 HBR BIE O BB R YR BB ER B O IR OB A AR OBEMIXER
SHEF ERFRCADNEZLOD, FOMOEIIWTR ORI L AEEMED 5V
REIEERARD b,
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Fig.1 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Motor activity (Week 2 of recovery period)



Body weight (g)

500
"
e M
=
400+ &
300}
200+
100}
o——o0 0 mg/kg
A~ — A 8 mg/kg
o— —m 20 mg/kg
&o—-—o 60 mg/kg
o { i | | 1 I L i i | I | )| |
1 4 7 10 14 17 21 24 28 1 4 7 10 14 (day)
F Administration period | - Recovery period ——

Fig.b A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Body weight




Food consumption (g/rat/day)

B-6606

40

204 o
—_— A [ —
\“\ E _:_:__-.—.—--—‘ EZ NNNNNN 5
Female T~ — T T A — "
101
o——o 0 mg/kg
A- — A B mg/kg
o— —m 20 mg/kg
o—-—¢ 60 mg/kg
0 | 1 § i | ] }
‘ 1 7 - 14 21 28 7 14 (day)
| Administration period | L Recovery periodd

Fig.6 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Food consumption




B-6606

‘Table 1-1 ‘A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Clinical signs {(Administration period)

Day of administration

Sex Dose Findings -
mg/kg . 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 11 11 11 13 11 11 11 11 11 11 12
Wound 0 0 0 1 1 1 i 1 1 1 1 1 1 0
Male 8 No. of animals 6 8 [{] 6 6 6 8 6 6 6 6 6 6 6
No abnormality 8 6 6 6 <] 6 8 6 6 6 6 6 6 6
20 No. of animals 6 6 [ 3] [ 6 6 6 6 6 6 <] 8 6
No abnormality 6 [ 6 6 6 6 6 6 6 6 6 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 8 No. of animals 6 6 6 6 [ 6 8 [ 6 6 ] 6 6 6
No abnormality 6 6 6 6 6 6 6 4] 6 6 6 6 6 6
20 No. of animals 6 6 6 6 [ 6 [§] 6 6 6 6 6 6 6
No abnormality . 6 6 6 6 6 6 6 6 8 6 6 6 8 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-2 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Clinical signs {Administration period)

Day of administration

Sex Dose Findings
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 8 No. of animals 6 6 6 6 6 6 6 6 8 6 6 6 6 6
No abnormality 6 6 [ 6 6 6 8 6 6 6 6 6 6. 6
20 No. of animals [ 6 6 6 6 6 [ 6 [¢] 6 6 6 6 8
No abnormality 6 6 6 8 6 6 6 6 6 6 6 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 8 No. of animals ) (] 6 [ 6 6 6 6 6 6 6 8 [ 8 8
No abnormality 6 6 6 6 6 6 6 6 8 6 6 6 6 6
20 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 8 8 6 6 6
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 1-3 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Clinical signs (Recovery periocd)
Day of recovery
Sex Dose Findings

mg/kg 1 2 3 4 5 8 7 8 9 10 11 12 13 14
Male 0 No. of animals 6 8 8 8 6 6 6 6 [ [ 6 6 6 6
No abnormality 6 [ 6 6 6 [¢] 6 6 6 6 6 6 6 6
60 No. of animals 8 [ 8 3] 6 6 8 8 6 8 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
Female 0 No. of animals 6 6 6 6 6 6 8 6 [¢] 6 6 6 6 6
No abnormality [¢] 6 [ 6 6 6 [ 6 6 (] 6 6 6 6
60 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 [ 6 8 4] 6 6
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Table 2-1 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observation (Week 1 of administration period)
Sex Male Female
Dose (mg/kg) 0 20 60 0 20 60
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 [ 12
Convulsion
None 12 6 12 12 5] 12
Abnormal behavior
None 12 6 12 12 6 12
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Table 2-2 A 28-day oral toxicity study of 2-Mercaptomaphthalene in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observation (Week 2 of administration period)'
Sex Male Female
Dose (mg/kg) 0 20 60 0 20 60
Parameter No. of animals 12 [§] 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 6 12
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Table 2-3 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observation (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 20 60 0 20 60
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
"Convulsion
None 12 3] 12 12 6 12
Abnormal behavior
. None 12 6 12 12 3] 12
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Table 2-4 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observation (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 20 60 0 20 60
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 [ 12 12 [ 12




B-6606

Table 2-5 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observation (Week 1 of recovery period)
Sex Male Female
Dose (mg/keg) 60 0 60
Parameter No. of animals 6 6 6
Posture
Normal 6 6 6
Convulsion )
None 6 6 6
Abnormal behavior
None 6 6 6
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Table 2-6 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observation (Week 2 of recovery period)
Sex Male Female
Dose (mg/kg) 80 0 60
Parameter No. of animals 6 6 6
Posture
Normal 6 6 6
Convulsion
None 6 [ 6
Abnormal behavior
None 6 6 6
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Table 2-7 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

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

Sex Male Female
Dose (mg/kg) 0 8 20 60 0 8 20 60

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 6 12 12 [+ 6 12
Fur condition

Normal 12 [¢] 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 8 [ 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes '

Normal _ 12 6 6 12 12 6 6 12
Lacrimation :

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

Normal 12 6 6 12 12 6 6 12
Salivation .

None 12 6 6 12 12 6 [} 12
Abnormal respiration

Absent 12 6 6 12 12 6 [ 12
Vocallzation

None 12 6 5 12 11 [ 6 12

Soft 0 0 1 0 1 0 0 0

Reactivity to handling - .
Easy ’ 12 6 3] 12 12 6 6 12
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Table 2-8 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

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

Sex Male Female
Dose (mg/kg) 0 8 20 60 0 8 20 60

Parameter No. of animals 12 6 6 12 12 6 6 12
Ease of removal from cage

Easy 12 6 6 12 12 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin , '

Normal 12 6 6 12 12 6 6 12
Secretions-Eye, Nose »

Absent 12 6 6 12 12 6 6 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal . 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 8 6 12 12 6 6 12
Piloerection

Absent 12 6 6 12 12 6 6 12
Pupil size

ﬁormal 12 ' 6 6 12 12 6 6 12
Salivation

None . 12 6 6 12 12 6 6 12
Abnorinal respiration

Absent P 12 6 6 12 12 (] 6 12
Vocalization

None 12 5 4] 12 12 6 6 11

Soft 0 1 0 0 0 0 0 i

Reactivity to handling
Easy
Slightly awkward 0 0 G 0 0 0 0 1
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Table 2-9 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

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

Sex Male Female
Dose (mg/kg) 0 8 20 60 0 8 20 80

Parameter No. of animals 12 6 8 12 12 6 6 12
Ease of removal from cage

Easy 12 6 6 12 12 ) 6 6 12
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 [] [ 12 12 6 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 8 6 12
Exophthalmos

Absent 12 6 8 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 8 8 12 12 6 6 12
Lacrimation

Normal 12 6 6 12 12 6 6 12
Piloerection

Absent - 12 6 6 12 12 6 8 12
Pupil size .

Normal 12 6 [ 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 8 12

Abnormal respiration
Absent ® 12 8 6 12 12 6 6 12

Vocalization
None 12 6 6 12 11 6 6 12
Soft 0 0 0 0 1 (4} 0 0

Reactivity to handlin
Easy v & 12 6 6 12 12 6 6 12
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Table 2-10 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

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

Sex Male Female
Dose (mg/ke) 0 8 20 60 0 8 20 60

Parameter No. of animals 12 6 6 12 12 4] 6 12
Ease of removal from cage

Easy 11 6 6 12 12 6 6 12

Some resistance/avoidance 1 0 0 0 0 0 0 0
Fur condition

Normal 12 6 6 12 12 6 6 12
Skin

Normal 12 6 6 12 12 [} 6 12
Secretions-Eye, Nose

Absent 12 6 6 12 12 6 [ 12
Exophthalmos

Absent 12 6 6 12 12 6 6 12
Palpebral closure

Normal 12 6 6 12 12 6 6 12
Mucosal membranes

Normal 12 6 6 12 12 6 6 12
Lacrimation

Normal 12 6 8 12 12 6 6 12
Piloerection

Absent 12 [ 8 12 12 6 6 12
Pupil size

Normal 12 6 8 12 12 6 6 12
Salivation

None 12 6 6 12 12 6 6 i2
Abnormal respiration

Absent 12 6 6 12 12 6 6 12
Vocalization

None 12 6 [ 12 12 6 6 12

Reactivity to handlin
Easy v & 12 6 6 12 12 6 6 12
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Table 2-11 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

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

Sex Male Female
Dose (mg/kg) 0 60 0 60
Parameter No. of animals [¢] 6 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal 4] 6 6 6
Skin ’

Normal 6 6 6 6
Secretions-Eye, Nose :

Absent 6 6 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None (<] 6 6 6
Abnormal respiration

Absent 6 6 6 6
Vocalization

None 5 6 6 6

Soft 1 0 0 0

Reactivity to handling
Easy 6 6 6 6
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Table 2-12 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

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

Sex ) Male Female
Dose (mg/kg) 0 60 0 60
Parameter No. of animals 6 6 6 8

Ease of removal from cage

Easy 5 6 6 6

Some resistance/avoidance 1 0 0 0
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 6 6
Secretions-Eye, Nose

Absent [ 6 [ 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent : 6 6 6 6
Pupil size

Normal 6 6 6 [:]
Salivation

None 6 [{] <] 6
Abnormal respiration

Absent 6 6 6 6
Vocalization

None 5 6 6 6

Soft 1 4} Q 0

Reactivity to handling
Easy
Slightly awkward 1 1 0 0
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Table 2-13 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 1 of administration period)
Sex Male Female
Dose (mg/kg) 0 8 20 60 0 8 20 60 N

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 [ 12
Gait :

Normal 12 6 6 12 12 6 8 12
Posture

Normal 12 6 6 12 12 8 6 12
Grooming

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

None 10 4 5 5 10 6 6 9

Small amount 2 2 1 6 2 0 0 3

Moderate amount 0 0 0 1 0 0 0 0

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

DT : Dunnett-type rank test



Table 2-14 A 28—day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period

- Detailed clinical signs

: open field observation (Week 2 of administration period)

of 2 weeks

B-6606

Sex Male Female
Dose (mg/ke) 0 8 20 60 0 8 20 60

Parameter No. of animals 12 [ 6 12 12 6 8 12
Arousal

Normal 12 6 6 12 12 8 6 12
Convulsion

None i2 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 (] 12 12 6 6 12
Gait

No/minimal location 1 1 0 0 0 0 0 0

Normal 11 5 6 12 12 8 [ 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 8 6 12
Rearing count (Mean+S.D.) 4+ 2 3+ 3 1+ 2 4+ 2 6+ 6+ 3 T+ 6+ 2
Defecation count (Mean+S.D.) 1+ 1+ 1 1+ 1 0+ 1 0 0+ 0 0+ 0+ 0
Urination

None 10 4 6 9 11 5 6 12

Small amount 2 2 0 3 1 1 0 0

No significant difference in any treated groups

from control group.



Table 2-15 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period

Detailed clinical signs : open field observation (Week 3 of administration period)

of 2 weeks

B-6606

Sex Male Female
Dose (mg/kg) 0 8 20 60 0 8 20 80

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 8 6 12 12 8 6 12
"Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 8 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 <] 12
Gait

No/minimal location 2 1 1 0 0 0 0 0

Normal 10 5 5 12 12 6 6 12
Posture

Normal 12 6 8 12 i2 6 6 12
Grooming

None 12 6 6 12 12 68 6 12
Rearing count (Mean+S.D.) 4+ 2 2+ 2 3+ 2 3+ 2 7+ 3 6+ 2 8+ 4 T+ 2
Defecation count (Mean+S.D.) 0+ 1 1+ 1 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 S 6 10 12 6 6 11

Small amount 1 1 0 2 0 0 0 1

No significant difference in

any treated groups from control group.
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Table 2-16 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 4 of administration periodf
Sex Male Female
Dose (mg/kg) 0 8 20 60 0 20 60

Parameter No. of animals 12 6 6 12 12 6 12
Arousal

Normal 12 6 6 12 12 6 12
Convulsion

None 12 6 (] 12 12 6 12
Abnormal behavior

None 12 (] [ 12 12 6 12
Stereotypy

None 12 6 6 12 12 6 12
Gait

No/minimal location 2 i 0 1 0 0 0

Normal 10 5 6 11 12 6 12
Posture

Normal 12 6 6 12 12 6 12
Grooming

None 12 6 6 12 12 6 12
Rearing count (Mean+S.D.) 4+ 4+ 2 5+ 3 3+ 8+ 9+ 3 9+ 8+
Defecation count (Mean+S.D.) 0+ 1+ 2 0+ 0 0+ 0+ 0 0x
Urination

None 9 5 ] 10 12 S 12

Small amount 3 1 0 2 0 1 0

No significant difference inkany treated groups from control group.



B-6606

Table 2-17 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Detailed clinical signs : open field observation (Week 1 of recovery period)
Sex Male Female
Dose (mg/kg) 60 0 60

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 ] 6
Abnormal behavior

None 6 6 6 8
Stereotypy

None 6 6 6 6
Gait

No/minimal location 1 1 0 0

Normal 5 5 6 6
Posture

Normal [¢] 6 6 6
Grooming

None 6 6 6 6
Rearing count (Means+S.D.) 5+ 3 4+ 4 8+ 2 10+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ 0 0+ 0
Urination

None 4 5 6 6

Small amount 2 0 0 0

Moderate amount 0 1 0 0

No significant difference between treated group and control group.
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Table 2-18 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 2 of recovery period)

Sex Male Female
Dose {mg/kg) 0 60 0 60

Parameter No. of animals 6 6 6 5}
Arousal :

Normal 6 6 6 6
Convulsion

None [ 6 6 6
Abnormal behavior

None 8 6 6 [
Stereotypy

None 6 6 6 6
Gait

Normal 6 6 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 7+ 3 5+ 3 10+ 1 10+ 3
Defecation count (Mean+S.D.) 0+ 1 0+ 1 0+ 0 0+ 0
Urination

None 3 6 6 6

Small amount 3 0 0 0

No significant difference between treated group and control group.
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Table 2-19 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Manipulative test (Week 4 of administration period)

Sex Male Female
Dose (mg/kg) 0 8 20 60 0 8 20 60
Parameter No. of animals 12 6 6 12 12 6 51 12
Auditory response
Normal 12 6 6 12 12 8 6 12
Approach response
Normal 12 6 6 12 12 (4] 6 12
Touch response .
Normal 12 6 8 12 12 6 6 12
Taill pinch response
Normal 12 6 [ 12 12 6 [} 12
Pupillary reflex
Pass, both ’ 12 6 6 12 12 6 6 12
Aerial righting reflex
{Total score: Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 79+21 73+16 75+16 84+13 69+17 57+12 58+12 51+12#+D

#x @ p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 2-20 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 60 0 60
Parameter No. of animals 6 6 6 6
Auditory response
Normal [ [ 3] S
Approach response
Normal 6 6 6 6
Touch response
Normal 6 6 6 8
Tail pinch response
Normal 6 6 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean:S$.D.) 87+16 93413 83120 56+11+T

» : p<0.05 (Significant difference from control group)
T : Student's t-test
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Table 2-21 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Grip strength (Week 4 of administration period)

Sex Dose Fore 1limb Hind 1imb
ng/kg g g

0 No. 12 12

Mean 1088 579

S.D. 107 98

Male 8 No. 6 6
Mean 1085 711

S.D. 85 . 96

20 No. 6 6

Mean 1026 549

S.D. 167 139

60 No. 12 12

Mean 1053 655

S§.D. 144 117

0 No. 12 12

Mean 943 604

S.D. 126 88

Female 8 No. 6 [
Mean 939 640

S.D. 48 79

20 No. 6 6

Mean 997 676

$.D. 128 115

60 No. 12 12

Mean 980 571

S.D. 127 97

No significant difference in any treated groups from control group.
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Table 2-22 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Grip strength (Week 2 of recovery period)
Sex Dose Fore 1imb Hind 1limb
- mg/ke € g
Male 0 No. 6 6
Mean 1059 846
S.D. 102 166
60 No. 6 6
Mean 1222 803
S.D. 220 55
Female ] No. 6 6
Mean 811 581
5.D. 73 97
60 No. 6 6
Mean 792 545
S.D. 70 117

No significant difference between treated group and control group.
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Table 2-23 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)

Interval {(minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 12 12 12 12 12 12 12
Mean 421 371 321 287 291 206 1898
S.D. 36 55 82 99 144 131 440
Male 8 No. 6 6 6 6 6 6 6
Mean 404 354 311 332 273 230 1904
S.D. 48 43 53 49 126 176 352
20 No. 6 6 6 6 6 6 6
Mean 415 377 364 333 332 273 2094
S.D. 50 24 33 37 67 111 206
60 No. 12 12 12 12 12 12 12
Mean 417 356 348 343 292 257 2012
S.D. 49 79 51 59 93 99 299
0 No. 12 12 12 12 12 12 12
Mean 422 352 341 281 213 205 1814
S.D. 27 39 40 82 107 122 251
Female 8 No. 6 6 6 6 6 6 6
Mean 414 365 309 291 302 268 1948
S.D. 47 70 56 76 84 95 305
20 No. 6 6 6 6 [ 6 6
Mean 403 340 324 288 241 290 1886
S.D. 44 53 64 104 126 121 427
60 No. 12 12 12 12 12 12 12
Mean 399 365 342 292 319+ 261 1978
S.D. 33 44 75 86 75D 102 281

Unit : Count
# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 2-24 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total{(0-80)}
" Male 0 No. 6 6 8 8 6 8 6
Mean 397 373 338 283 216 171 1777
S.D. 40 43 53 T4 113 130 369
60 No. 6 6 6 6 6 6 6
Mean 427 389 337 344 268 234 1999
§.D. 49 47 120 46 132 1586 379
Female 0 No. 6 6 6 6 6 6 6
Mean 349 291 275 232 227 110 1484
S.D. 28 52 52 67 112 91 228
60 No. (4] 6 6 6 5] 6 6
Mean 357 273 276 279 265 195 1645
S.D. 83 132 106 80 T2 103 432

Unit : Count
No significant difference between treated group and control group.
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Table 3-1 A 28-day oral toxicity study of 2-Mercaptomaphthalene in rats with a recovery period of 2 weeks
Body weight (Administration period)
Day of administration
Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 ‘ 12 12 12 12
Mean 219 243 271 294 328 3486 375 389 408 190
S.D. [ 11 14 17 21 24 26 29 31 28
Male 8 No. 6 6 6 8 4] 6 8 6 6 6
Mean 221 249 277 301 334 353 378 393 411 190
S.D. 6 5 6 4 8 14 16 19 21 22
20 No. 6 6 6 8 6 6 6 6 6 6
Mean 222 240 269 291 322 341 368 380 403 182
S.D. 7 7 10 11 14 20 26 29 27 21
60 No. 12 12 12 12 12 12 12 12 12 12
Mean 222 235 266 291 323 344 373 385 405 183
S.D. 7 i 9 11 14 16 19 19 22 20
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 155 164 173 181 195 202 213 217 228 72
S.D. 7 8 11 12 13 13 14 16 16 13
Female 8 No. 6 6 6 6 6 6 <] 6 8 6
Mean 157 164 175 183 196 202 214 221 232 76
S.D. 9 9 10 13 18 20 20 22 23 18
20 No. 6 6 6 6 6 8 6 6 6 6
Mean 157 163 173 180 194 201 212 214 226 70
S.D. 10 7 10 10 12 9 11 12 11 9
60 No. 12 12 12 12 12 12 12 12 12 12
Mean 155 159 171 173 185 194 204 209 219 64
S.D. 8 9 i1 13 15 16 17 17 17 13
Unit : g

No significant difference

in any treated groups from control group.
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Table 3-2 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Body weight (Recovery period)
Day of recovery
Sex Dose Gain
mg/kg 1 4 7 10 14 1-14
Male 0 No. 6 6 6 6 6 6
Mean 421 435 452 457 476 55
S.D. 28 29 29 31 29 7
60 No. 6 6 6 6 6 6
i Mean 409 423 442 448 474 66+
S.D. 21 22 25 24 24 8T
Female 0 No. 6 6 6 6 6 6
Mean 226 235 241 243 254 28
S.D. 19 20 25 26 25 9
60 No. 6 6 6 6 6 6
Mean 224 233 240 232 245 21
S.D. 16 17 19 23 25 10
Unit : g

* 1 p<0.05 (Significant difference from control group)

T : Student's t-test
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Table 4-1 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Food consumption (Administration period)
Day of administration
Sex Dose
mg/kg 1 7 14 21 28
0 No. 12 12 12 12 12
Mean 24 25 27 28 27
S.D. 2 2 2 2 2
Male 8 No. 6 6 6 8 6
Mean 25 26 28 28 28
S.D. 2 1 2 2 2
20 No. 6 6 6 6 6
Mean 25 24 27 28 27
_ S.D. 2 1 1 2 2
60 No. 12 12 12 12 12
Mean 25 23+ 27 28 27
S.D. 2 1D 2 2 2
0 No. 12 12 12 12 12
Mean 19 17 18 18 18
S.D. 2 1 1 1 1
Female 8 No. 6 6 6 6 6
Mean 19 17 18 18 19
S.D. 2 1 2 2 2
20 No. 6 6 6 6 6
Mean 19 17 18 18 18
S.D. 2 1 1 2 1
60 No. 12 12 12 12 12
Mean 19 16+ 17 17 18
S.D. 2 2D 1 2 2

Unit : g/rat/day

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

D : Dunnett’'s test
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Table 4-2 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Food consumption (Recovery period)
Day of recovery
Sex Dose
mg/kg 7 14
Male ¢ No. 6 6
Mean 28 26
S.D. 2 1
60 No. 6 6
Mean 29 29
S.D. 2 2
Female 0 No. 6 6
Mean 19 19
S.D. 2 2
60 No. 6 6
Mean 19 18
S.D. 2 2

Unit : g/rat/day
No significant difference

between treated group and control group.
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Table 5-1 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

. 1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 P T e ~ ke At kb At P T T
0 12 0 0 0 0 0 0 1 7 4 3 4 5 0 O 0 6 4 2 0 O 0 12 0 0 0 0 0
Male 8 6 [4] 0 4] 0 Q 0 0 5 1 1 5§ 0 0 O 0 5 1 0 0 O ¢} 6 0 0 0 0O 0
20 6 0 0 0 0 0 0 0 5 1 0 4 2 0 O 0 3 2 1 0 0 0 6 0 0 0 ¢ 0
60 12 0 0 0 0 0 1 2 9 0 2 6 4 0 0 0 8 2 2 0 O 0 12 0 0 0 O 0
0 12 0 0 0 1 Q 2 1 S 3 g 2 0 1 O 0 g9 1 2 0 0 0 12 0 0 0 O 0
Female 8 6 (43 0 0 4] 1 0 1 4 0 5 1 0 0 0 0 6 0 0 0 O 0 6 0 0 0 O 0
20 6 0 0 0 o 4 2 0 0 0 3 2 1 0 0 0 4 1 1 0 0 0 6 0 0 0 © 0
60 12 0 0 0 2 2 2 2 2 2 9 3 0 0 O 0 111 0 0 O 0 12 0 0 0 O Q
1) - : <10 mg/dL 4~ 1 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ ¢ >600 mg/dL
2) - ¢ <5 mg/dL +- 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 ++ 1 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++4++ : >750 mg/dL
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Table 5-2 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No. T -
mg/kg PR T S SR - 4+ 4+ 4t R4t - o b At bt LY Y DY
0 12 12 0 0 0 0 12 0 0 © 0 12 0 0 O 0 ¢ 12 0
Male 8 6 6 0 0 0 O 6 0 0 0O 0 6 0 0 O o 0 6 0
20 8 6 0 0 0 ¢ 6 0 0 © 0 6 0 0 O 0 0o 6 0
60 12 12 06 0 0 0 12 0 0 ¢ 0 12 0 0 O 0 012 0
0 12 12 ¢ 0 0O O 12 0 0 O 0 11 1 0 O 0 012 0
Female 8 8 6 0 0 0 O 6 0 0 0 0 8 0 0 O 0 0 6 0
20 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O o] 0 6 0
60 12 12 0 0 ¢ O 12 0 0 0 0 12 0 0 O 0 012 0
4) - 1 <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 + 30,5 - 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 + : 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
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Table 5-3 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Urinalysis (Week 4 of administration period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Sex Dose No.
mg/kg - 4= + 4+ F+4 - 4~ + 4+ 4+ - 4 + A bt -+ + 4+ s - 4= + - +- + kAt - 4+~ + 4+ 4+t
[} 12 12 0 0 0 O 12 0 0 0 O 012 0 0 O 12 0 0 0 0 12 0 O 7 4 1 0 0 12 0 0 0 O
Male 8 8 6 0 0 0 O 6 0 0 0 0 0 6 0 0 O 6 0 0 0 O 6 0 O 6 0 0 0 O 86 0 0 0 O
20 6 6 0 0 0 0 6 0 0 0 0 0O 6 0 0 O 6 0 0 0 0 6 0 O 5 0 1 0 0 6 0 0 0 O
60 12 12 0 0 0 0 12 0 0 0 O 012 0 0 O 12 0 0 0 O 12 0 0 12 0 0 0 0 g 0 3 0 O
0 12 12 0 0 ¢ ¢ 12 ¢ 0 0 ¢ 012 0 0 O 12 0 0 0 O 12 0 0 11 1 0 0 O i2 0 0 0 0O
Female 8 6 6 0 0 0 0 6 0 0 0 0 0 8 0 0 O 6 0 0 0 O 6 0 O 6 0 0 0 O 6 0 0 0 O
20 6 6 0 0 0 0 6 0 0 0 0 0O 6 0 0 O 6 0 0 0 O 6 0 O 3 2 1 0 O 6 0 0 0 ©
60 12 12 0 0 ¢ 0 12 0 0 0 O© 012 0 0 O 12 0 0 0 O 12 0 0 3 7.2 0 O 10 0 2 0 O
SEC Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + : Mild
co ¢ Calcium Oxalate ++ ! Moderate

+4+

: Severe
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Table 5-4 v A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 4 of administration period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/Kg mL/24h ml./24h mnOsm/kg
0 12 Mean 39 11.3 2200
S.D. 6 4.4 447
Male 8 6 Mean 48 14.8 1851
- §8.D. 11 6.8 711
20 6 Mean 44 11.2 2169
S.D. 4 4.6 538
60 12 Mean 49+ 156.5 1765
S.D. 10D 6.0 437
0 12 Mean 30 5.4 2505
S.D. 5 2.4 983
Female 8 6 Mean 35 7.8 2154
S.D. 8 2.2 381
20 6 Mean 32 5.3 2486
S.D. 4 2.4 511
60 12 Mean 40# 8.4 1685«
S.D. 11D 5.2 671D

# : p<0.05 (Significant difference from control group)
D : Dunnett's test



Urinalysis (Week 2 of recovery period)

B-6606

A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

No.

1)
Protein

Ketone body

3)
Glucose

5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0

+ A okttt

L e

+ o+t H++ A4

Table 5-5
Sex Dose
mg/kg

Male 1]

60
Female 0

60
1) - ¢ <10 mg/dL
2) ~ : <b mg/dL
3) - ¢ <30 mg/dL

10 -~ 25 mg/dL
5 - 7.5 mg/dL
30 - 60 mg/dL

: 26 ~ 85 mg/dL
: 7.8 - 30 mg/dL
: 61 - 125 mg/dL

++ : 86 - 250 mg/dL
++ ¢ 31 - 70 mg/dL
++ : 126 ~ 250 mg/dL

251 - 600 mg/dL
71 - 125 mg/dL
251 - 750 mg/dL

++++ : >600 mg/dL
++++ 1 >125 mg/dL
++++ 1 >750 mg/dL
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Table 5-6 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mng/kg - 4= 4 4 4+ “ b bt s dd4 S e X ] LY Y DY
Male 0 6 6 0 0 0 ¢ 86 0 0 0O 0 6 0 0 O 0 0 6 0
80 3] 5 1 0 0 0 6 0 0 O 0 5 1 0 O 0 0 6 0
Female 0 6 6 0 0 0 O 6 0 0 O 0 S 1 0 0 0 0 6 O
60 6 6 0 0 0 O 6 0 0 0 0 6 0 0 O© 0 0 6 O
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 -1.5mg/dL ++ : 1.6 - 5.0 mg/dL  +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + 1 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

/
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Table 5-7 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - 4= + bt s - 4=~ + ++ +++ - 4 LR R . - = + 4+ A+t - 4 + s e+ 4 - 4= + ++ 4

Male 0 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 0 6 0 0 0 0 6 0 O 5 1 0 0 O 6 0 0 0 ©

60 8 6 0 0 0 O 6 0 0 0 O 0 6 0 0 0 6 0 0 0 © 6 0 O 3 3 0 0 0 6 0 0 0 0
Female 4] 6 6 0 0 0 O 5 1 0 0 O 0O 6 0 0 0 6 0 0 0 O 6 0 0 6 0 0 0 O 6 0 0 O O

60 6 6 0 0 0 0 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 0 6 0 O 5 1 0 0 0 6 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + ¢ Mild
Cco : Calcium Oxalate ++ ! Moderate

+++ ¢ Severe
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Table 5-8 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Water intake and urinalysis (Week 2 of recovery period)
Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
Male 0 6 Mean 39 13.8 1803
S.D. 8 6.4 559
60 6 Mean 41 11.9 1989
S.D. 4 3.5 364
Female 0 6 Mean 31 4.4 2447
S.D. 3 1.6 520
60 6 Mean 35 6.8 1913
S.D. 6 3.0 427

No sighificant difference

between treated group and control group.
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Table 6-1 ) A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Hematology (After administration period)

RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FiB
Sex Dose No.
mg/kg X104/ puL g/dL % fL pg g/dL % X10°/ 4L s s mg/dL
0 6 Mean 854 16.1 47.4 556.5 18.8 33.9 2.1 114.1 15.4 23.2 281
S.D. 18 0.3 1.1 0.8 0.3 0.3 0.4 18.8 1.6 1.3 23
Male 8 [ Mean 858 15.9 46.9 54.7 18.5 33.8 1.9 120.3 14.7 24.0 295
S.D. 26 0.4 1.3 1.4 0.5 0.4 0.1 16.3 2.0 5.4 20
20 ] Mean 858 16.1 47.7 55.7 18.8 33.8 2.8 119.9 15.3 22.7 297
S.D. 41 0.2 0.6 2.2 Q.7 0.3 0.2 12.8 1.6 2.4 22
60 6 Mean 832 15.3%n 45.8 55.1 18.4 33.5 3.8s» 122.2 16.6 25.1 305
S.D. 21 0.4D 1.3 1.7 0.5 0.1 0.4D 12.9 1.8 3.9 25
0 6 Mean 858 15.9 45.9 53.5 18.6 34.6 1.7 135.8 11.9 18.1 255
S$.D. 20 0.4 1.2 0.6 0.2 0.3 0.3 8.2 0.6 2.2 45
Female 8 [} Mean 851 15.7 45.4 53.4 18.5 34.6 1.8 140.3 11.5 17.7 238
S.D. 25 0.4 1.2 1.3 0.5 0.3 0.3 16.3 0.4 1.2 25
20 8 Mean 808#%e 15.0%» 43.2%« 53.5 18.86 34.7 2.6 141.2 11.8 17.9 233
§.D. 36D 0.2D 1.0D 2.7 0.9 0.6 0.7 14.8 0.8 2.3 15
80 [ Mean . T45n% 14 .3 42 .1%w 56.6# 19.2 33.9sn 5.9#+ 151.1 11.6 16.7 227
S.D. 22D 0.5D 1.3D 1.6D 0.6 0.2D 1.0D 34.1 0.4 0.9 39

« : p<0.05 ; #» : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 6-2 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Hematology (After administration period)

WBC Differential leukocyte counts (%)
Sex Dose No.

ng/kg X10%/puL LYMP NEUT EOS BASO MONQ Luc

0 6 Mean 71.6 77.2 19.1 1.2 0.4 1.7 0.4

S.D. 14.1 7.1 7.0 0.4 0.1 0.5 0.1

Male 8 [} Mean 70.7 76.9 19.6 1.2 0.4 1.6 0.4
S.D. 10.5 6.7 6.6 0.3 0.1 0.4 0.1

20 6 Mean 86.3 77.3 19.8 0.9 0.4 1.4 0.3

S.D. 15.0 4.2 4.2 0.2 0.1 0.2 0.1

60 6 Mean 104 .34 69.0 28.1» 0.8 0.3 1.4 0.4

S.D. 21.3D 4.8 4.9D 0.4 0.1 0.7 0.2

0 6 Mean 96.6 T77.7 18.2 1.3 0.5 1.5 0.8

S.D. 32.8 8.9 8.9 0.4 0.1 0.5 0.4

Female 8 6 Mean 78.5 78.0 18.7 1.0 0.4 1.6 0.4
S.D. 25.0 8.7 8.7 0.3 0.2 0.5 0.1D

20 6 Mean 83.4 77.8 18.7 1.1 0.4 1.6 0.5

S.D. 21.3 4.9 5.1 0.3 0.1 0.2 0.2

60 6 Mean 79.6 83.1 14.2 0.7« 0.4 1.2 0.5

S.D. 16.4 3.7 3.0 0.3D 0.1 0.7 0.1

LUC : Large unstained cells
# : p<0.05 ; =»» : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 6-3 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts (X10%/uL)

Sex Dose No.

mg/kg LYMP NEUT EOS BASO MONO Luc

0 6 Mean 54.5 14.5 0.9 0.3 1.3 0.3

S.D. 5.8 8.4 0.3 0.1 0.6 0.1

Male 8 2] Mean 54.8 13.4 0.8 0.3 1.1 0.3
S.D. 12.1 2.9 0.2 0.1 0.3 0.1

20 6 Mean 66.5 17.2 0.7 0.3 1.2 0.3

S.D. 10.8 5.6 0.2 0.1 0.3 0.1

60 6 Mean T71.8+» 29.4+«» 0.8 0.4 1.5 0.4

S.D. 14.8D 8.2D 0.3 0.1 0.9 0.3

0 6 Mean 74.9 17.6 1.3 0.5 1.6 0.9

S.D. 26.9 11.7 0.8 0.2 0.8 0.6

Female 8 6 Mean 61.6 14.3 0.8 0.3 1.3 0.4+
S.D. 22.3 6.4 0.1 0.2 0.8 0.3D

- 20 6 Mean 64.9 15.7 0.9 0.3 1.3 0.5

S.D. i7.1 6.2 0.4 0.1 0.3 0.2

60 6 Mean 65.9 11.5 0.6+ 0.3 1.0 0.4

S.D. 12.4 4.4 0.2DT 0.1 0.8 0.1

LUC : Large unstained cells

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

DT : Dunnett-type rank test
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Table 6-4 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Hematology (After recovery period)
RBC HGB HCT MCV MCH MCHC Reticul. PLT PT APTT FIB
Sex Dose No.
mg/kg X104/ 1L g/dL % L re g/dL % X10°/muL s s mg/dL
Male 0 6 Mean 922 16.2 47.6 51.6 17.86 34.0 2.0 125.3 15.0 21.5 278
S.D. 15 0.2 1.2 0.7 0.1 0.4 0.4 6.8 1.5 2.3 20
60 6 Mean 881l«n 15.4%» 46 .4 52.7 17.5 33.2#%» 3.0# 122.5 13.8 19.9 253
S.D. 21T 0.5T 0.8 1.4 0.5 0.5T 0.7T 7.9 1.1 2.3 33
Female 0 6 Mean 835 14.8 43.3 51.9 17.8 34.3 2.1 129.8 12.1 16.7 214
S.D. 16 0.4 0.9 1.3 0.7 0.5 0.3 9.6 0.6 1.7 13
60 6 Mean 850 15.6%» 45.5#» 53.6+ 18.3 34.2 1.5+ 135.6 12.5 17.2 229
S.D. 38 0.4T 1.4T 1.1T 0.5 0.2 0.4T 12.7 0.5 2.3 19
# : p<0.05 ; s» : p<0.01 (Significant difference from control group)

T : Student's t-test
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Table 6-5 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Hematology (After recovery period)

WBC Differential leukocyte counts {%)
Sex Dose No.
ng/kg X10%/uL LYMP NEUT EOS BASO MONO LucC
Male 0 6 Mean 98.0 79.8 16.3 1.1 Q.5 1.9 0.4
S.D. 30.3 5.7 4.4 0.6 0.1 1.0 0.1
60 6 Mean 110.1 80.5 16.0 0.9 0.5 1.5 0.8
S.D. 24.2 5.8 5.8 0.5 0.1 ¢.5 0.3
Female o] 6 Mean 83.7 79.6 16.8 0.9 0.5 1.7 0.6
S.D. 16.5 4.3 4.1 0.4 0.2 0.8 0.2
60 6 Mean 85.0 80.5 15.8 0.9 0.4 1.6 0.8
S.D. 30.3 3.7 3.6 0.4 0.1 0.6 0.3

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 6-6 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Hematology (After recovery period)
Differential leukocyte counts (X102/xL)
Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONC LUC
Male 0 [ Mean 78.2 15.9 1.1 0.5 1.9 0.4
S.D. 24.86 6.5 0.7 0.2 1.0 0.1
60 6 Mean 89.0 17.1 1.1 0.6 1.7 0.7
S.D. 22.0 5.5 0.7 0.2 0.9 0.5
Female 0 6 Mean 66.1 14.5 0.8 0.5 1.4 0.5
. S.D. 10.0 6.3 0.4 0.2 g.8 0.2
60 6 Mean 68.2 13.6 0.8 0.4 1.4 0.8
S.D. 23.3 6.6 0.4 0.2 0.9 0.6

LUC : Large unstained cells

No significant difference between treated group and control group.
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Table 7-1 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Blood chemistry {After administration period)

AST ALT LDH 7 —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.

mg/kg IU/L 1U/L 1U/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL

0 6 Mean 62 24 54 0 576 53 49 93 0.1 136

S.D. 6 4 9 1 77 16 17 21 0.0 23

Male 8 6 Mean 80 28 57 0 646 62 38 103 0.1 127

S.D. 6 4 15 ] 103 9 18 18 0.0 7

20 6- Mean 62 25 61 0 692 60 37 100 0.1 129

S.D. 6 4 16 1 59 5 14 5 0.0 14

60 8 Mean 58 26 53 0 560 69 43 108 0.1 127

S.D. 3 3 15 0 100 12 . 28 15 0.0 10

0 8 Mean 83 20 53 0 403 59 17 107 0.1 105

S.D. 7 1 17 0 49" 12 6 17 0.0 9

Female 8 6 Mean 64 20 47 1 408 63 17 110 0.1 108

S.D. 7 3 3 1 123 18 6 24 0.0 8

20 6 Mean 56 19 55 1 316 75 18 133 0.1 111

S.D. 6 4 14 1 110 10 6 18 0.0 7

60 6 Mean 55 21 49 1 304 79 16 135 0.1 106

S.D. 6 3 9 1 114 16 8 28 0.0 9

No significant difference in any treated groups from control group.
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Table 7-2 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

BUN CRNN Na K C1 Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol /L mg/dL mg/dL g/dL g/dL
0 6 Mean 12 0.21 143 4.4 106 8.7 7.8 5.9 3.1 1.11
S.D. 2 0.02 2 0.3 1 0.1 0.7 0.2 0.1 0.05
Male 8 ] Mean 12 0.19 143 4.4 108 9.8 7.8 6.1 3.2 1.08
S.D. 2 0.02 1 0.3 2 0.3 0.4 0.1 0.1 0.06
20 6 Mean 12 0.22 143 4.8 107 9.9 7.7 6.2» 3.2 1.06
S.D. 1 0.03 1 0.2D 1 0.1 0.8 0.2D 0.1 0.10
60 6 Mean i2 0.21 143 4.9% 106 10.2%w 8.3 6.3%n 3.3 1.07
S.D. 1 0.03 1 0.3D 2 0.2D 0.7 0.2D 0.1 0.06
0 6 Mean 18 0.30 140 4.7 108 9.7 7.2 6.1 3.2 1.14
S.D. 5 0.08 2 0.3 1 0.3 0.5 0.3 0.1 0.11
Female 8 6 Mean 17 0.29 141 4.8 108 9.8 7.5 6.0 3.3 1.17
S.D. 4 0.06 1 0.4 2 0.2 0.7 0.2 0.1 0.03
20 6 Mean 17 0.28 140 4.6 107 9.9 7.1 6.2 3.3 1.14
S.D. 5 0.06 2 0.4 1 0.2 0.2 0.3 0.2 0.10
60 6 Mean 16 0.24 142 4.6 108 9.9 7.0 6.3 3.4 1.20
S.D. 2 0.03 2 0.4 1 0.2 0.3 0.3 0.1 0.07

+ : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 7-3 A 28—day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 -weeks

Blood chemistry (After recovery period)

AST ALT LDH v —GTP ALP T-CHO T6 PL T-BIL GLU
Sex Dose No.
mg/kg iU/L IU/L IU/L iu/L IU/L mg/dL ng/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 61 27 52 1 460 57 54 98 0.1 136
S.D. 3 3 8 0 80 11 16 16 0.0 16
60 6 Mean 59 26 48 1 422 54 50 91 0.1 138
S.D. 3 2 11 0 86 8 15° 10 0.0 25
Female 0 6 Mean 56 19 51 1 279 57 16 110 0.1 112
S.D. T 4 17 4] 56 [} 7 10 0.0 17
60 6 Mean 62 21 52 2 333 55 11 99 0.1 102
1 0.0 16

S.D. 5 1 19 61 8 5 12

No significant difference between treated group and control group.
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Table 7-4 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Blood chemistry (After recovery period) .
BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
Male 0 6 Mean 13 0.25 144 4.4 107 9.5 7.0 6.0 3.2 .18
S.D. 1 0.03 2 0.3 2 0.4 0.4 0.2 0.1 11
60 6 Mean 12 0.22 144 ’ 4.8 1086 9.4 T.T» 5.9 3.1« .11
S.D. 2 0.02 1 0.3 1 0.4 0.5T 0.3 0.1T .08
Female 0 6 Mean 18 0.31 143 4.4 110 9.6 6.9 6.5 3.6 .27
S.D. 3 0.06 0 0.4 1 0.2 0.4 0.3 0.2 .06
60 6 Mean 19 0.36 . 142 4.5 111 9.4 6.7 6.1# 3.3%n .22
S.D. 3 0.06 1 0.2 1 0.2 0.6 0.2T 0.1T .07
# 1 p<0.05 ; #=+ : p<0.01 (Significant difference from control group)

T : Student’'s t-test



B-6606

Table 8-1 ' A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g g{g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) glg/100g BW) g{g/100g BY) mg(mg/100g BW)}
0 No. 6 6 6 6 6 6 6 6
Mean 371 2.00 524 1.24 10.68 0.66 2.68 61
S.D. 36 0.11 115 0.06 1.82 0.05 0.31 1
Absolute 8 No. ] [ 6 6 6 6 6 6
Mean 380 2.05 512 1.37 11.13 0.62 2.91 62
S.D. 22 0.08 155 0.24 1.19 0.07 0.24 8
20 No. 8 6 6 8 6 6 6 6
Mean 372 2.04 531 1.35 10.93 0.74 2.81 60
S.D. 26 0.11 102 0.19 1.08 0.09 0.20 9
60 No. 8 6 6 6 6 6 6 6
Mean 377 2.00 462 1.23 12.52 0.85%# 2.91 63
S.D. 21 0.08 44 0.12 0.81 0.13D 0.24 8
0 No. 6 6 6 6 6 6 6
Mean 0.55 140 0.34 2.87 0.18 0.72 17
S.D. 0.09 20 0.04 0.28 0.02 0.05 2
Relative 8 No. 6 6 6 6 6 6 6
Mean 0.54 134 0.36 2.92 0.18 0.77 18
S.D. 0.03 35 0.06 0.17 0.01 0.04 2
20 No. 6 6 6 6 6 6 6
Mean 0.55 143 0.37 2.94 0.20 0.76 16
§.D. 0.04 25 : 0.03 0.17 0.03 0.07 3
60 No. 6 6 6 (] 6 6
Mean 0.53 123 0.33 3.32s% 0.23» 0.77 17
S.D. 0.04 9 0.04 0.11D 0.03D 0.04 2

% : p<0.05 ; #% : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 8-2 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Testis Epididymis
Dose (R+L) (R+L)
mng/kg g(g/100g B¥) mg(mg/100g BW)
0 No. 6 6
Mean 3.12 845
S.D. 0.13 67
Absolute 8 No. 6 6
Me. 3.21 832
S.D. 0.27 60
20 No. 6 6
Mean 3.04 810
S.D. 0.12 61
60 No. 6 6
Mean 3.29 835
S.D. 0.36 73
0 No. 6 6
Mean 0.85 231
S.D. 0.11 36
Relative 8 No. 8 6
Mean 0.85 219
S.D. 0.06 15
20 No. 6 6
Mean 0.82 218
S.D. 0.04 19
60 No. 6 3
Mean 0.88 222
S.D. 0.11 22

No significant difference in any treated groups from control group.
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Table 8-3 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recavery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/ke g glg/l00g BYW) me(mg/100g BY)  g(g/100g BW)  g{g/100g BW)  g(g/100g B¥)  g(g/100g B¥) mg(mg/100g BW)
0 No. [} 6 [ 6 6 [ 6 6
Mean 214 1.78 432 0.78 5.85 0.45 1.58 63
S.D. 11 0.06 68 0.05 0.45 0.02 0.10 9
Absolute 8 No. 6 [ ] 6 6 [ 6 6
Mean 214 1.85 459 0.74 6.10 0.45 1.60 68
§.D. 21 0.05 62 0.04 0.52 0.07 0.18 10
20 No. [ 6 6 6 6 [ 6 6
Mean 211 1.84 452 0.81 6.31 0.47 1.67 69
S.D. 12 0.06 64 0.08 0.45 0.08 0.12 10
60 No. 6 [} 8 6 6 6 [ 6
Mean 199 1.82 444 0.75 6.11 0.53 1.55 64
S.D. 18 0.05 98 0.10 0.45 0.09 0.13 T
0 No. 6 6 6 [ 6 [} 6
Mean 0.83 202 0.36 2.74 0.21 0.74 29
S.D. 0.08 33 0.02 0.17 .02 0.05 3
Relative 8 No. 8 6 6 6 6 6 6
Mean 0.87 214 0.35 2.88 0.21 0.75 32
S.D. 0.09 10 0.03 0.11 0.02 0.04 4
20 No. 6 6 6 [ 6 8 6
Mean 0.88 2156 0.38 2,99+ 0.22 0.79 32
S.D. 0.07 31 0.03 0.15D 0.04 0.04 3
60 No. 6 6 6 3] 6 4] 6
Mean 0.92 222 0.38 3.07us 0.27%+ 0.78 32
S.D. 0.10 38 0.03 0.10D 0.04D 0.05 4

#% : p<0.01 (Significant difference from control group)
D : Dunmnett's test
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Table 8-4 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

Ovary Uterus

Dose (R+L)
ng/kg mg{mg/100g BY) mg(mg/100g BW)}
0 No. 6 6
Mean 79.6 356
S.D. 5.7 61
Absolute 8 No. 6 6
Mean 88.3 452
S.D. 8.2 85
20 No. 6 6
Mean 82.9 423
S.D. 14.7 81
60 No. 6 [
Mean 84.0 490+
§.D. 10.4 94p
0 No. 8 6
Mean 37.3 167
S.D. 2.7 30
Relative 8 No. 8 6
Mean 41.4 212
S.D. 3.5 39
20 No. 6 [
Mean 39.2 202
S.D. 6.0 47
60 No. 6 6
Mean 42.3 249=
S.D. 5.0 60D

# : p<0.05 (Significant difference from control group)
D : Dunnett's test
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Table 8-5 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Male
Body weight Brain Thynus Heart Liver Spleen Kidney Adrenal
Dose {R+L) {R+L)
ng/kg g g(g/100g B¥) mg(mg/100g BW) g(g/100g BW) g{g/100g BW) g{g/100g BW) g{g/100g BW) wmg(mg/100g BW)
Absolute 0 No. 6 6 6 6 [ 6 6 6
Mean 444 2.05 403 1.25 11.85 0.70 2.86 64
S.D. 27 0.11 36 0.06 0.80 0.05 0.28 10
60 No. 6 6 (] [ 6 6 6 6
Mean 439 2.09 486+ 1.48 12.06 0.86%+ 3.04 71
S.D. 24 0.15 54T 0.32 1.39 0.10T 0.25 15
Relative 0 No. 6 6 6 6 6 6 6
Mean 0.46 91 0.28 2.67 0.16 0.64 14
S.D. 0.03 7 0.01 0.08 . 0.02 0.04 2
60 No. 6 6 6 6 6 8 6
Mean 0.48 111+ 0.34 2.74 0.20%% 0.69 16
S.D. 0.05 18AT 0.07 0.21 0.02T 0.05 3

# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
T : Student's t-test
AT : Aspin-Welch t-test
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Table 8-6 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Testis Epididymis
Dose (R+L) (R+L)
mg/kg glg/100g BV} mglmg/100g BW)
Absolute 0 No. 6 6
Mean 3.27 1125
S.D. 0.16 55
60 No. 6 6
Mean 3.18 1030+
S.D. 0.20 71T
Relative 0 No. 6 6
Mean 0.74 254
S.D. 0.03 16
60 No. 6 6
Mean 0.73 235
S.D. 0.08 24

« : p<0.05 (Significant

T : Student's t-test

difference from control group)
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Table 8-7 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) {R+L)
ng/keg g g(g/100g BW) mg{mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BY) g(g/100g B¥W) wmg(mg/100g BW)
' Absolute 0 No. 6 6 6 6 6 6 6 6
Mean 237 1.88 398 0.80 6.75 0.52 1.70 69
S.D. 27 0.08 98 0.09 0.59 .08 0.19 1
60 No. 6 6 6 8 [ 8 6 6
Mean 229 1.81 409 0.77 6.08 0.53 1.65 70
S.D. 21 0.12 93 0.08 0.62 0.06 0.20 8
Relative 0 No. 8 6 6 6 6 6 6
Mean 0.80 168 0.34 2.86 0.22 0.72 29
S.D. 0.092 43 0.02 0.20 0.02 0.07 2
60 No. 6 6 8 6 6 6 6
Mean 0.80 179 0.34 2.65 0.23 0.72 31
S.D. 0.05 37 0.01 0.15 0.03 0.05 3

No significant difference

between treated group

and control group.
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Table 8-8 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After recovery period)

Female’
Ovary Uterus
Dose (R+L)
mg/ke ng(mg/100g BY) mg(mg/100g BW)
Absolute ] No. 6 6
Mean 94.8 515
S.D. 12.5 178
60 No. 6 6
Mean 90.3 376
S.D. 13.2 40
Relative 0 No. 6 6
Mean 40.4 216
§.D. 7.3 67
60 No. 8 6
Mean 39.5 165
S.D. 4.4 14

Nd significant difference between treated group and control group.



B-6606

Table 9-1 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Gross pathological findings (After administration period)

Organs Sex: M M M F
Dose(mg/kg): 0 8 20 80 0 8 20 60
Findings Number: 6 6 [$] 6 6 6
Spleen
Discoloration,dark 0 0 0 4 0 0 0 6
Stomach
Thickening,wall, forestomach 0 0 0 6 0 0 1 6
Focus,dark red,glandular stomach 0 0 0 0 0 0 1 1
Thyroid
Small Q 0 0 0 4] Q 0 1

M : Male, F : Female
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Table 9-2 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Gross pathological findings (After recovery period)
Organs Sex: M M F F
Dose(mg/kg) : 0 60 0 60
Findings Number: 6 6 6
All tissues
Not remarkable 8 8 6 6

M:

Male, F :

Female



Table 10-1

Histopathological findings (After administration period)

A 28-~day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks

B-6606

Organs Sex:
Dose(mg/kg):

Findings Number:

nO=

[exY JJc-
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ROR

oM

o Yo kes]

[
DO
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Adrenal
Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Erythropoiesis, increased
minimal
Bone+Bone marrow,sSternal
Number examined
Not remarkable
Erythropoiesis, increased
minimal
Cerebellum
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
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M : Male, F : Female
- : Not applicable
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Table 10-2 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)
Organs Sex: M M M M F F F F
. Dose(mg/kg): 0 8 20 80 0 8 20 80
Findings Number: 6 6 6 6 6 6 6 6
Liver
Number examined
Not remarkable
Microgranuloma
minimal
Hypertrophy,hepatocytic,central
minimal
mild
Lung{bronchus)

Number examined
Not remarkable
Appearance,alveolar macrophage
minimal
Lymph node,mesenteric
Number examined
Not remarkable
Lymph node,submandibular
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Regeneration, tubular
minimal
Eosinophilic body,tubular cell
minimal
Urinary cast,hyaline
minimal
Cell infiltration, interstitial
minimal
Kidney(alpha2u globulin)
Number examined .
Alpha2u globulin, immunohistochemistry
positive
Kidney(PAS stain)
Number examined
PAS reaction
negative
Ovary
Number examined
Not remarkable
Parathyroid
Number examined
Not remarkable
No sample
Pituitary
Number examined
Not remarkable
Prostate
Number examined
Not remarkable
Cell infiltration,inflammatory
minimal
mild
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M : Male, F : Female
- : Not applicable
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Table 10-3 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)
Organs Sex: M M M F F F
. Dose(mg/kg) : 0 8 20 60 0 8 0 60
Findings Number: 6 6 6 6 6 6 6 6

Sciatic nerve
Number examined
Not remarkable
Skeletal muscle,femoral
Number examined
Not remarkable
Cell infiltration
minimal
Spinal cord,thoracic
Number examined
Not remarkable
Spleen
Number examined
Not remarkable
Hematopoiesis, increased
minimal
mild
Brown pig{ent,increased

Number examined
Not remarkable
Erosion,glandular stomach
minimal
Hyperplasia,squamous, forestomach
minimal
mild
moderate
Hyperplasia,squamous,limiting ridge
minimal
mild
Hyperkeratosis, forestomach
minimal
mild
moderate
Testis
Number examined
Not remarkable
Thymus
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Ectopic thymus
minimal
Remnant,ultimobranchial body
minimal
Trachea
Number examined
Not remarkable
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M : Male, F : Female
- : Not applicable
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Table 10-4 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)
Organs Sex: M M M F F F F
Dose(mg/kg): 0 8 20 60 0 8 20 60
Findings Number: 6 6 6 6 6 6
Urinary bladder
Number examined 6 0 -0 (4] 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 [}
Uterus
Number examined - - - - 8 0 0 6
Not remarkable - - - - 6 0 0 6

M :
: Not applicable

Male, F : Female
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Table 10-5 A 28-day oral toxicity study of 2-Mercaptonaphthalene in rats with a recovery period of 2 weeks
Histopathological findings (After recovery period)

Organs Sex: M F F
Dose(mg/kg) : 0 60 0 60
Findings ) Number: 6 6 <]
Bone+Bone marrow, femoral
Number examined 0 Q 6 6
Not remarkable 0 0 6 6
Bone+Bone marrow,sternal
Number examined 0 0 6 6
Not remarkable 0 4} 6 6
Liver
Number examined 6 6 8 6
Not remarkable 2 Q 2 0
Microgranuloma 4 6 4 6
minimal 4 6 4 6
Kidney
Number examined 6 4] 0 0
Not remarkable 4 2 0 0
Regeneration, tubular 2 4 0 Q
minimal 2 4 0 0
Cell infiltration,interstitial 1 2 0 0
minimal 1 2 0 0
Spleen
Number examined 6 ] 6 6
Not remarkable 6 0 5 0
Brown pigment, increased 0 6 1 6
minimal 0 6 1 0
mild 0 0 0 6
Stomach
Number examined 6 8 6 8
Not remarkable 5 3 8 3
Hyperplasia, squamous, forestomach 0 1 0 0
minimal 0 1 0 0
Hyperplasia,squamous,limiting ridge 1 3 0 3
minimal 1 3 0 3

M : Male, F : Female
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