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=K

-7 I/ 7=/ —® 0GR . 80, 240 BEUNT20 mg/kg B 1 HEMERER 7T HD WL 14 LD
Cri:CDSDIIGS 7 v Mz 28 HEKERNEE L TFOBEMERIT L. SHIERERTOEAENDL
08 LT 720 mg/kg BEIZDWT 14 HEBEZ G L. REHEATICH L FEORIEMEIZ OV
THHE TR L. DTFOREEET,

1. —HRRETIE, 720 mg/kg BED A TR EHAM PRk & b IREE I ORISR b7,
BREBEICHERE L S REHEPIFETHIIRD b2 o7,

2. EETIE, 720mg/kg HOMETHRE 2 BICHAERIPEO N, REHMTIIMEL LI
EARE L7 2S, EEHIEIIZER R EEREMAFRD b,

3. fEAHETIL, 240 mg/kg BECTHIZHRS 2 B OREMERED Hiv, 720 mg/kg BETHERE - ©
BHEHEPICREPIB R Sh e, FEHARMPEEREIRD b7,

4. RERETIR. RS 4BIZ 80 mg/kg L EOREFFICHERE L LREBAIRIFTO H7,720 mg/kg
FETITMEE & QPR ERS X UIREBO M., M TRILEOE TR O b izns, B 2 8]
ZLIERD iz ol

5. MyRFAIRRZAE TIE. 720 mg/kg BF TR MMM TRECHEHE L b iZBMA A L, ZO&AMIE
HETIIIR G TR, BECIXEEBME TRHCRD bz, L., 2O E8T
WCIXEEM R b,

6. MILFEARE T, BSMML TN 720 mg/kg BETHHEL S GPT BLOUORE Y L E
OEE. ETRILAT o —ILOSESLIOC NI 7YY FORERRD L, ZNHOE
fLIZEE BRI TRACIZER D e s o7z,

7. HIRRTIL. 720 mg/kg BE TR GBI T RRICHERE & O ICATRROREB AL, RO AR 24k,
BEC B RO BB ALIED v, BIEHMRT BT O BBIRIC O 2B R ELSFED bz,

8. HWEEETIL, 720 mg/ke HTREFMETRICHEOFRRLEOBBOBRTEREL LV
BEFREEERMPREERL, MEOFBRLUOBROREAEEEL IEEIED LN
BN, EEHMAKRTRICIMED FRBROBREARETEELICOLEENIRD N,

9. JREEMEMRFAURA TIE, RS TRIC 240 mg/kg BEOMER L T8 720 me/ke BEOMEET
g TR E ER OBBBRRILERB LUBBIC~E YT U VIBERRD vk, F£72 720
mg/kg BEDOREME TR 7 v A—HROWBARZOILER L OFRBUIIERMAROIER LB D
B, EHEMIMR TRIZIE. Zh b aRLEORRFEOED H 5\ OITEEOBRBN A L,
FRBICOWTIHEIIRD Sivizinodz, £, REHIRK TRIC 720 mg/kg BEORE TR IR
DITALRAE LR ORS T (2F) B L OO BHREE (1 4) 8B o8, wihd
AHEHEDO L TH -7,
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UEDZ e, 80mg/kg LLEOBEBEREICB W THHEL LBEABRNEAD LN, KR
FHETIRBITZ 3T/ 7/ —VOEEEER (NOEL) (T L B 80 mg/kg/day RiF L EZB 2 b
7
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ZOFEBRIT, OECD I L EMEOEZEMRBEEDO—RE LT, -7/ 7=/ =D 0
FREE) . 80, 240 BIL TN 720 mg/kg & 1 BEMERESR %7 3 DT 14 LD Crj:CD(SD)IGS T » hiZ 28
HERERARELTFOEMEEZREI L, SORXRERTOZEANDL 0 BLUNT20 mg/kg BT
W 14 BEESZ#EL, BREMBMTIADNEZZHEOEERMEICOWTHRETT5 B8 TERL
e

e X OV HE
1. #EBYE
WEEHEIL, 3-7 X/ 7=/ —)L(3-aminophenol, AT MAP & B&¥ . CAS No. :591-27-5,
2y hEE FEE :99.70%., EfLE - ) T, IRIRBOFERTH D,

VAP IEER B AT AL, MEET (ERIFEHE 4~10C) TRF LT, #BRBWEY 71 LT,
EFEay MZOWTH L g BB L., RBHEFOBREBRESICRE L, RBEHFOWERY
BOZEWIZOWTIL, BREBRMELTRVWTREETHS DS DT %
1TV \FEFE L 7= (Appendix 1~3),
2. HBYHE
XBIEL 1% I N Aa—RAF b Y 7 SKERCUT 1%MC-Na &8, )EERALE, 1%
CMC-Na I A —2F b o A(ay FER 6725, AAREENSH) 2B L AAKSS
UK (2 v RS 1 89W1, 8YDI, ¥ 7 U BIRHEEH) (A L TR L . AR 53R
6 [T o7, 1%CMC-Na (TSR IEN RERZRC AN TREFTIUVET L, A% 7
HUPICEER L L TREBROFARIC, FBHEL L TRSICER L,
3. BEROHAAL L ULESH
(1) HEEORAR
BREEZTLIZMAP 2R L. TEDQRE L 22 X 5 IR E TH D 1%CMC-Na ik L
LB S, AROBIZIISAVBLOFRAFEAL, FEX N7 7 NRTIT-72, #
HeBkBHMP 5~6 EUTV., FEETARLHECHITECRIERFRICANL, FARETH
BRAF L, BRIZELTLLREICHEM Lz, BRFARMKILERNGS & L,
(2) BEHOACFEIAT
BHIZHS 5T 0.2 mg/ml 3 LT 280 mg/ml OIEFEORELE T D MAP O —HRB L OEE
MEIZDWTHOM LIZAER . MAP IXFRBNR R T —T4H ¥ (Appendix 4), =iR 3 B, #OE -
Wik (A~3C)RFEYT T8 HRLETHH Z & M FEF S L7 (Appendix 5),
FEIZAWV D YRR & ORERTREEO & REOFEIRIZ- OV T MAP ORE 04T LR,

_4__



SR—9889

EFRIMEDERED 98.2~102%ThH Y .
BEUD,
EDSITE, RErBar b7 7 P RBEREHICBWTER SN,
. RBHZE
(1) =EER
HEIZIL, BEF Yy — X - UN—KRASHERFE L ¥ —4£FE D SPF Crj:CD{SD)IGS T
v hERWL, 2y MNIZOBOBBRTEFRVONTWIEMETHY . YT TOER
BRNBETHIZ DL IORMKERE L2,
MERES %49 ICZ 1999 £ 3 A 10 BiZ 4 BETRA L7z, T ABROBY OEESFE L. #T 79
~96 g, HET 71~83 g Th o7,
(2) BZEB L UBHE
ZAE, Bx0BMIZONTEHHVNIT Af—RKEEZ 1B 1EBE L, 62, #ifH
FIZEERER 2 BT o7z, BER ZUEHLHR S, BHCRE IR LR,
(3) BT
BERLUPHLHER TSR, BRLEMM 2 MRS 242 [LREF LT, 5 B THREBRICHE L,
BER L UBHEHMA T B (RERI~ B) OFEEICE ST, BOEBERMEEICL D EBEDOT
WEENH—IIRD LI ICHESTEIT T, BN TROBOEESEEIT. HT 128~145 ¢,
MET 115~131 g TH Y, EHEE (H 136.7 g, 1 122.9 @) D20%URNTH o7, BENDS
AN T-BITRERD DR LT,
@) BB L r— 05|
i, BESURITEEY =V MU TERICHIZ AT, BT RITENCESESEZAE
L. EE#EINEIT o7, 8BE 7 — Vi, BESUTRNTENEIZASIT LT il BREFE
SUEMESFHRE L. &7 VOREICER LT, BOTRIIHIEIZEST LTz,
REES, BRIV ESEZHARLL. &7 — VOREICER L,
(5) BEE
1) MBRE
B & B EE 23+3°C (ERISEHE 19~24°C) . B 55110% (EHIFEH 35~63%) . #XAl
#510~15 [a] /W5, FBRAREM] 12 FERE (PR 8 BRAUAT. 4F1 8 BRIEIT O A LR O B14E
FEGBUMER)TRBELE, AR EORESICRELZEEREL .
2) FBEWMB LOEEHIE
MEHERNC T 5 4 v b REBRIAHER 7 — 2 (2600 X 380D X 180H, mm) {2, fRZEFR L UHIL
ML 2 HHVIE 5 I, BEOTHIT 1INNE L, 7— Vs LUFRRHIRED TR 1
@], ZO%iT 2 @I 1 Al L7z, ZILGHE 2 BIEEREFEASO O L BB L7, B
mﬁﬁme%leﬁ%MLto%%%E£W®m%£;d@ﬁﬁa@\151@%%

EIIEII

AELKREII BT T D & Il L7~ (Appendix 6
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L7, BERESICEL I, AXZREEER LI vERESEY 1 AEBEM TRAEILE
AL,
3) fgh

AU A NEERTERRSHY, v BB BEREFE CRF-1 2, &BRGGHERZANT
BEHEICERSE,

RRICEFEPRIITRNAOLDIERDES DWVIIMEROFEL, ERALLE v b
(990109, 990203) IZ 2T, ERHE DO HITITMEEANBRESESTE L ¥ —, A&
HREIIFRESEEEN TN ETNIT o7z, HITEE & HFAER B Lem R e RO
EEREFIERBICER L2, SWORR. WTHORBZLHAELZBLSEIRDLN
7273 7= (Appendix 8~11),

4) BUEIK

FLiRTiAGEKE . BEEKEBL AV THEBRICERS Y,

RBRICERELRIEITENOS HI5REH 5V IMEMOFEE, 19995 1 8 12 A
BLO199 4 4 A 6 BICHEZHRIRL T, BABERASHICBWNTON Lz, S17E
B L HAEL (R LR LA OREREFIEFICER L7, STOFBR. WTh
DIEEICLHBFEL B L DEIIRD o ieh o7 (Appendix 12 3B L TN 13),

(6) RERBEDMEAL
BREOEMA L EHOBMWES % Table 1 1TT7,
(1) BB EORE
1) BEEORE

MAP DR EBITTHRBR BRESSR-98 8 8)VOBERICESINVTERE L= BIb,
TREAB TIE, 0. 80, 200 X 500 mg/kg/day DI EET | BEEMEHELX 45 LD
Crj:CD(SD)IGS T v hiZ 14 HEIER AT L L7=FEE. 500 meg/kg BT, &5 BICHE TR
BB IORENRA O, #£5% 14 ACETHFBOGEREEELOENR AN, F
OO SEITITMFEC TR LR ER S OEBIRD LR hoTo, UEDZ s
MEHED T v MO REBEMOBRNFRINLIBEEEL L T5H00 ng/kg #8258
BRLELEZ LN, £ 2T REVMOER HEBE L. RTINS REAEIC 80 mg/ke
FREL. ALK ERUC240 8L 720 mg/kg & L, ZHICHBIE (%I VA 1—
AT MY U AKER) OB & B 5T DR BE AR IT T,

2) &5

MAP 75 MIBRORSIZRE

:|-
T
_IJ

F?

SndareMErER L, TRERESH TH-T, 1B, 28
BRI AT 9 B 28 ORI 11 BF 46 pOICE Y T2 AW TERNICHRER RS L
oo UL JREE BIXIEF~FH 0 BF 18 wDORICHRE LT,

BEREILS nl/kg & L. FREORGREBIIRE BITRHEWVEE B OEEIZE S

TEH L,

]
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(8) BE. BIEBIUREER
1) —RREERE
BRERMBEZRE 1B, REBBORFEAXEE L1 AL LTERFTREEL, RE5RT
FEEEIFIIRE 28 BEOZROFRA T T, EEKRTHESIFIZEE 14 BB B 03®%A
ET, Be0BWOLEE, B, TSSOV T, EEOBRERTBLIORE%D 2~5
BRL. REHFPEIEE IRBELE. 28, 2RO oNHBA1T. TOERR
LNTERORERL LOVHANBEINT-BR &L=,
2) RERIE
Bx DEMOEEY, 51, 2, 7, 14, 21 BX V28 R0R5ET, EHE 1. 7TRLUV 14
B2bONCEHMRTORAOHRA I, BFRE(F VLU 7R 1401 B MPT-2 H 3\ M2
1407 MP8-1, I —nNY 7 A RFXEH) 2 AW CHEIE L,
BEENESIOCEEEMELUTOHERICLIVEHR L,
BEHE  AEENE= (1528 BEE) — (k51 BAE)
FEENE=(FEBMNE) F5 1 BEE)] X100
B - ERNE= (B 14 BEE) —(EE 1 BFE)
EEENR=(FEHNE) /(EE 1 BEE)] X100
3) BEEERAIE
®E5 12,7, 14, 21 BEV28 RORER], EE L, T8LV 14 BOBEELEEL
o BIERTEORESENOEADEREZB U TEOEHO 1 BOOEEELEH L,
BIEITEFRFE U Y 7 2 1401 B MPT-2 B\ MT 1407 MP8-1, H— b 7 o4 AR
St EERA L,
4) K&
BG4 BB LOEE 28IZ, 2FICOWTIHEERET TS v MARHY — 2 (KN-646, B-1
B, EREEFD ZHWTER L., BF3EMOERTO~Q%., 021 BFOERTO
BLUOOOBRELZER Lz, £z, AEICQLEIE L, 2B, ERUZRIIRER TH
WZEEL,

BREBEBIOBRERE

O pH PEBRARTE (T AAT A9 A, N Azh « =3E)
@&EH (Pro) FRBRARIE (VT AT Ay A, N Axh « =38)
@& (G1u) BRI (WVFAATI9IA, N ATh + Z3E)
@7 bk (Ket) RERAIE (VTR IR, N Azh « =35)
®uvrrYy /s —5 2 (Uro) RBMEIE (OVTAAT {9 I A, N AT - =3E)
®ryrr @il BRI (71274903, A 42k - Z38)
@B M & (Occult blood) SRERATIE (707 1779 IA. A ATH - = 3E)



® &7 (Color)

@& (Urinary sediments)

WpRE (U-Vol)

@LE (Specific gravity)

Q@R P OEKE Water consumption)
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PIRBIES

iR

REAE

EITEHE (RICEETE2)3/-S, 7437)
FAKBOBBHIEIZ LD

5) MmEZFRIRE

2HNZOWT, FIREFICH 16~21 BRI E27 v b2 —T LHEEL., HEERE
AREVH 1 mL i Lz, O~@IZ >V T EDTA-2K(~ /) P = 7 FIEZRMOE, T/LF
BRASH) TRE Lk zr v, @B L U0QIC >\ Tik 3. 8% 7 =BT U 7 ATRE
L. BOOETELNMEL AV, 2B, SOl K UMBIIRER TR, BE

ELT,
BAEEERBLOBREFIE

DR LBk %L (RBC)
O~ k7 Y v MEMHL)

@~FEa & Hb)
@FLIFR M BRZTE (MCV)
OEHFRME~F 27 2 2 & (MCH)
®FEHARIMER~F 7 1 & EE (MCHC)
AR MEREL (Ret)

@t /MR E (Plat)

© A i BB (WBC)

A IMEkF 45 kb (Hemogram of WBC)

@7 w ha e B PT)

Q@IEVEALER 3 bovi” 77 725V B8 (APTT)

EREGUE (BB MEKETEEEE F-820, YAtyIR)
EREGUE (BB MERETEEEE F-820. VAr)R)
TR RANES B UIE

(B BIMERETECER F-820. YAky/A)
RBC, Ht X ¥ HEH

(B By M BKEHEEER F-820, YAy A)
RBC, HbfE &V 5HH

(B BhiuBKEHECEE F-820, YAiy)R)
Ht, HbfE X v &

(H Bh M BREHECEE F-820, YAky)R)
Brecher #k ($5/)

BSHETUE (B B MEREEUER F-820, varyin)
BAEUE (B BN EREHEEERE F-820, VAiy/A)
May-Griinwald-Giemsa Y@ (4542)

Fa A7 T RAF ok

(R B BhEE LT Av ) KC-10A, N 725-)
5 U Uk

(7% e 3 BB EIERE T AW ) KC-10A, » J24-)

6) MELFRIRE

EHNZONWT, FIRERTKH 16~21 BFf#eAR LT v 2o —F URRER L . JEESRENIR &
D8R LTz, @) @B LTOIDWTIEASY VT R U & A (~SY 2F b Y A, 1000
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BA7/mL, FrABERASH) ) 20 B TLEHE, 3000 rpm T 10 HEOELSBETELNZ

mEEANTRE L, fMOBEBIZOWTIHBERA D REBRE (£ /37 U — | SHFSMK

M) [T ZEHRIR L, 3000 rpm T 10 SEORLSBETEONZMEEL AV TRE L.

7B, BonmiEB L OMFETRERTH. 20CU T THEERF L.
REBERBIUREFE

@ GoT [FCC £ (B EVOATEER 7150 T, B SERIFERT)
@ GPT IFCC £ (B B AT EERE 7150 72, A SZEUERR)

@F NIRRT 7 #—F (ALP) Bessey-Lowry /£

(BEYATEER 7150 72, B SLBUERT)

@3B K 3285k (LDH)

® vy —GTP

&7 a—Z(Glu)

D2 L 25 a—1 (T-Cho)
®rYZVUEY K6

@K Y (T-Bil)

WRFEER UN)

7 L7 F = (Crea)
@7 b YU 7 A (Na)

@AY 7 LK

@ a—n(Cl)

@A 7 4 (Ca)
Y > (IP)

#=ER (TP)

Wroblewski & La Due &

(B BIHTEER 7150 F2, B STEUERT
MEEL-y-INAEINp-=brT =Y FEEE
(BEVOHTEER 71650 . B STBUERD

~F Y X —EiE

(B EhATEERE 7150 2. B SLBLERT)
BEsRik (BB ATEEE 7150 F2. B YL RUERT)
WEBES Y o — L e EE
(BEVDERE 7150 2, B SLEAERT
TV ILE A

(B EOATEER 7150 T2, B SLBERT)
LT —F¥ - A RT7x ) —E
(BEVSHTLER 7150 . B SL8UERT)
Jaffélk (B BVATEEE 7150 2. A SLEHERD
RICI
(BERIEHEF 480 T, a—=12)
RIAFEIE
(BEVRSEILEEE 480 B, a—= 2 2)
BEEFEEL

(7aFA4 Fh oy —ClL-6M, FHEEE)
OCPC % (B BV HTEERE 7150 2. B SLRUERD
Fiske-SubbaRow ¥

(E B4 7150 iz, B S EMERD

B Ly ME

(B BNV HTER 7150 2. H T RERD
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B®E 4 HE (Protein fraction) ru—X7ET— MNEESIKENE
(£ B BEXIKBVERE CTE-150, )
@ A/G tE (A/G) rn—2R7 75— MNEERIKEE

(& B EERUKBIEEE CTE-150, # L)

7) FR
EHNTONT, 528 HHHWEIEIE 14 HOBRICHR L=, BAFEZBEL, =—
FOVRREE T THRNE | AUETE S, S5 ORE R ERRIICBE L, DTORE -
HREE 10% PIFRE A< U UICEE - BRF LT, B, RERBLUAN—F —RIZT &>
FYUHETHEE - REL. BEBIUOKBRERIT 7 VIR TEER 10% T ¥ / — VITRATF
L7z,
i ORBbds OV . FEERR, MR, FRR (L) . ERUME(ER) . BIB(ER). &
B, DR, BOELKRENR. EF. RE. FEIBRBIORE). FTHE. B, 2. =8B,
G (A muARETe) . BB, B BEIS, BHE. JE. REXS) . Bl (EL).
BEBE. B (EL) ., BELEEER) . diIiR. BEEERS T, £6). IR ER).
FE(EAARBS I OEE) . B, REKER) ., ~—F—R(ER) ., LRUERIE LTAH
JEER. MEDA) . REEERD . BB (BREL) . KBE (BHEL. A). ¥ ED.
BREG CERIBED . BERY 38, THIYVAE(ER). BTR(ER). S TR(E
). BTRESR). ¥BHEGE). BLXUARNEEHMNE LTEEORD N5
& (No. 104, 113, 467)
8) WEEENE
EHNTOVNT, FIRFFICEFRA (ER-180A, —— - T2 F « FA %L 2 AW T
TORBEIZOWTRERZME L, B, ERORTROHIBEIC VT, £
WCHIE L., ZOEFMEREH Lz,
B, B, DB ATEER. BB (ER) . M. BB (EA) . FEME. KR, SRR (BN
wEle, £0) . BROER) . BREKGER) ., SIR(ER)
Bz DRFEEELFREICHE LEBHEECESN T, BEAREEEHE U TOME
KL VBEHLE,
REAEERI = (BEFEE HWEE) X100
9) FREAEFORE
ZFICONTEIREFICEE - RELELHBE - AT 7 0 o ElgEm L, ~< b
XY AU RBEARER L, £, R, BiES L OERIC VTRV Y
VEREERY BB L UBBIZOWTIRY 2 - VERISEAR L, FEEIZ- OV T PAS
REFAZZN TR LU TER L, SRIMRES JUERAEBRO2FIZ OV TN,
BROFER, HBROEREORBELEZONIELORLNITH. B, B, TEE

_10_
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BLUORRBICOWTIZ, ZOMOBESEFHOEBMIZONT L LFER L7, TIREFIINME
DHONTEMLORFCONTHERLE,
5. HiEtEMFE
AE. FEENELIUHENE, B2 REEOEENEE, LRFOURE, LKRELFH
RE, HREEEBLUBREREERLOFREIZOWT Bartlett OREEICL > TESEHES
AT L7, ENBOBE T —TRBE S EOIIETEN L. 508 OB AT Kruskal-Wallis
DBELETHAN LTz, —TEBHSBONOBE. BEENS LN 5HE1 Dunnett DREER
FWTHEBBEE L OB A 1T 572, Kruskal-Wallis JEDEITOREER, EEENLLNLEEIT
Mann-Whitney @ U-REEZAVTHBRELOHEEZTok, REEERLIUBREAREEEL
DRFIH/EORNELDHDIB/EILOWVTIE, TOAFEIZOVWTHLRBE L OEEEITo 72,
FRIRE O EMAITE B OREIC OV Tid, Kruskal-Wallis OREETHRF L, EEENL LN
7= 576 1% Mann—-Whitney ® U-BREEZ VTR REE & OB EIT o7,
7B, HBELOLBREICOWVWTIX, BEYBIUEERELAV. BRE 5%UTEHR
HENICEE L L,

AL iR

1. —iikEE
—ARBEDRE#E % Table 2 3 X U3, INDIVIDUAL DATA 1-1-1~1-2-4 |{I7”T,
(1) #5HM

80 35 L U 240 mg/kg BEICHERE L L EALITEE O Nl o7,

720 mg/kg BETIL, TR, REAH R &Nz, MEIHETs 4, MT4HICH L, BEH 4
~22 AYITEI U, 11 sy~1 B 6 Spfikfe L 72 RIS RIR L7z, HREITHET 9 f1, MET 10 Bllic A
Hiv, 5% 3~36 DRI L. 8 ~1 BERi 16 oyfkke L 2% ICEE Lz, flic, METHRIE
OEBOFEEOHEN RGBSR 2 fI TR bz,

k. NBEETHED 2 F(No. 104, 113) 1285 22 B LEERIZSMEBO bz,

(2) [RIEHIR

720 mg/kg BRI EHRIDICRD S, Rk SO RE NEEOREOHRITRD
Lol

B, MBEEOHEO 1 (No. 113) (235 22 B 2Dkt L TR £ THENIIMESFED S
7o, 720 mg/kg BEOMED 1 4] (No. 467)(ZHEITE 14 B LFRFFE THEHIMERRBO LN
7o

2. A&
EEHB S Figure 1 3L N2, Table 4 3L TX5, INDIVIDUAL DATA 2-1-1~2-4-2 {Z/9

_11_



SR—9889

(1) 55

80 15 LN 240 mg/kg BEIZHERE & B MITRE D b g0 T,

720 mg/kg FETIL, #&h5 2 RICHERE L SIEERD BB D i, REOZOROIKEHERIC
FHEMAL G, BRI L b R L B L THERES MR L, REHE
HR MBI E 28 A E COEREEMERS JOERERENEIC Mg L bABRIEENTED NI,

(2) EEHFAE

720 mg/kg BETIL, MM L LEEOBRENBSHM PN OHREL, B TEHE 1BIVT BIC,
HETEE 7 BICHBE S L TAREESRO LN, —F, HE 1 ANLEE 14 AETO
AREHEINER L OREIRINER TR & et BEEE ERY | BOREEMBIITEEENE
nr,

3. EfEE
FALE % Figure 3 3L UV4, Table 6 34 T07, INDIVIDUAL DATA 3-1-1~3-4-2 {Z5R7,
(1) ®RE5HM
80 mg/kg BEOMERER & O 240 mg/kg BEDOMEICELITRD Shiehr o7,
240 mg/kg BEOBETIE, 5 2 BICKHBEL LB L TEEREENED bNZE, T0MmD
BIE BT BE LR e 0T,
720 mg/kg FETIE, BELREENMEL LICBR SN, 2B, TREEBRELEERS
ERZ LR, REFEMOHEETH Y MAP B5 L OBEIX 257,
(2) EIEHEAR

720 mg/kg BEOBMARIIME L LHBHE LD O R0 -7,
4. RBE

REBEEDRFE%Z Table 8~11, INDIVIDUAL DATA 4-1-1~4-4-2 |T7%3,
(1) #5414/

80 mg/kg LA EDRSFITHEME S H R (Color) THEARAEO LN, FORBREEL LD
FREEIT 80 mg/kg BEDMER IR 2R GRS FREE L ik U THREFHEMIA B AT Sk, 80
mg/kg B CIIBELRBEARRIHET 3 H, MT 4 61D bz, 240 3L U720 mg/kg BET
FEED L WIPFERBBERIPME L HIC2HTRO O, 720 ng/kg BETIIRE (U-
Vol) 5 L UBRKE (Water consumption) D B2 @l H 2V T EMEBIM A HERE & 112580 b,
M CIZRELE (Specific gravity) O FERET LRO B,

(2) [EE 28

720 mg/kg FEOMERME L LBBARIIRO LT, RE., HUKE, REBZLELIZRD A

Tehdoi,

_127



SR—9889
5. MBFENRE
MEFEIREDHAEEL Table 12~15, INDIVIDUAL DATA 5-1-1~5-4-4 |Z5RF,
(1) BHEHMETE

EREGEHOECEIIBOONR T,

80 B LT 240 mg/kg BEDOMEIZ AMBKE SELD Y >S5k (Lymp. ) THBE L B L TESE
BRSO DAL, 240 mg/kg BEDMEZ LR 1 BRESFE (MCV) DF B /2 BEMNWD 5=, LisL.,
ZHHDORLIIREBKFN L LO TR o,

720 mg/kg BEFDMEICHRMERE RBO B L UVU~F S v VB (H) OB B/ EE A & TNCEBFR M B
H Ret) DFEZESEIFEDH b,

(2) ETEHARIAET BF

720 mg/kg REICHERE L bR MRAEOFELEER L OEYROAK~E S/ v BE
(MCHC) DE B Z2EAER | HECHRMEREB & UA~E S 0 €L BOEE 2 EMEA b ONS IR IR
DEERBED, T~ 7Y v MEHY) B I OEHFOER~NE o L BOFELSE
ThETh@BEDH LI,

6. MFILFHRE
MR FRIREORMES Table 16~19, INDIVIDUAL DATA 6-1-1~6-4-4 (TR,
(1) HEHMAETEE

80 mg/kg BEDHEMES LT 240 mg/kg BEOHEZEILITRD b2 ho 7z,

240 mg/kg HOBET I/ NV a— 2 Clu I BE L LB L CTHEREENRTBE O bh/, LiaL,
ZOREAITREBEFERNLL L O TRl
720 mg/kg BETITMEREL b GPT R LR E Y L E L (T-Bil) OB B SEMN, HETRaL X7
72—V (T-Cho) DHEREERB LMY F YUY R I6) OFBERIRMEN, Ty —CTP, REE
FUNBLOCF P T ANa) OFEZBREXENLETRRD O, 28, BED 1 Fl(No. 406)
T GOT OEHENERD LN,

(2) [EIEHARTAE T B

720 mg/kg RRIZHEME L HRER (TP) OFERIEEDR, HETA/GCHA/OBLOEREZEFTOT

LTI (Alb) DB EREMEN, T/ a—A COFERSENRFIFRED LI,
7. Bl

H#MAFTR% Table 20 35X (N 21, Photo. M—1~#-3., INDIVIDUAL DATA 7-1-1~7-4-2{C
(1) HEHIMETR

80 36 X U1 240 mg/ke BE(CMERE & S E(ITRAO O o 7,

720 mg/kg BETIX, FAORBEICSHET 461, BT T HIZ, BiEOBEBALP HET T 41IC
JRRBORSREPHET 6 Fl, T 7 HICThTNRED b,

7B, BEOIME No. 104) H D WVIIFOREIREAEE (No. 167) BARMEITH LN, WTih

j_;
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SR—9889

t ZF OFRBLRIA & MAP 8 5 & OB 2 5T,
(2) [EHEHIRIR T

720 mg/kg BACIBORSIRELNEET 5 4], T 7T ISR LR, UL, R L UE
fEROBAB ALITTD b ieh o7,

P RSB DAME (No. 113, 467) , BIEO B ZILE No. 411) & 2 W IR RO B (No. 166)
DEFBEEH DU ME 720 me/ke BEOMBIZE R SN, WTRLEOREILRI G MAP K& &
DOEEITE ST,

8. FEESE
BEERR LU EARETEES Table 22~25, INDIVIDUAL DATA 8-1-1~8-4-6 |2/,
(1) REHFER TR

80 33 L 1% 240 mg/kg BHICHERE & L AITRD o7,

720 mg/kg BETiE, HETHIR BAEAM B & B L TEBEREREL R L, HET S AREER
BRHLNE, ZHAEVETH LABORETERCHERRENRO NN, DT LAER
BEREERCIIAEELRO bNhot, —F . MO FRER L OO BROSREEE
BAEEOEMEC L2 THELEELZ L, REAESERILLARREEL L, &5
WL HMHEOREE BROREAREERILCHELEELRD O, HOf L BRICLRERE
BEREOLIHERSEIRD b,

(2) EFE AR TRE
720 mg/kg BECHMEEO FRROBEFEERLICARLEEARD b, FEICHEORE
LREGREERLOACHERRENED LT,
9. REABENRE
TR ROFT LA Table 26~27, Photo. H-1~H-14, INDIVIDUAL DATA 9-1-1~9-4-2 |2
KT,
(1) BREHRKE TR

80 mg/kg FEDMEHEIS O 240 mg/kg BEDOHEIZ MAP R 510 L B 2 &2 bR A B(LITRD L
i,

240 mg/kg FEOMETIT, BIICREIDMRME LEOBOARELEDN 6 FITHEL LR, &
2BV, LY CERGRETH -7, T, BIRICEEE LT YT vk ER
1HITHRO LR, ~ ) CHFLRABETH -7,

720 mg/kg BETIL., P CREER 7 o R—MEOBAERILENHEL L T HICED SR,
T2 B ARUEBE T, ~OLY oFEREIZL S BIRBETh o, Fio, B CEE TR
ME LREOBEARILENSHERLE L 7RO L. Y2 B VRISEME, LY CEFERAER
HEThHole, BBETHIBRED D VVIPEER~EVT U UV ILENBETO6 F, 1T 76D
h, VY UFERABETH o7, FRRICREZEEMIZORRNBETIH), T FEh
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SR—9889

NRO LNz, FABHOECER TIRAE LROKETE 7525385 51 240 ng/ke U F
DEEGEED 1~2 FIE B L TEHFUED b, 72, ML L 1 F-5>TiEH 228, FF
Bl DR R 72 T ARRR 0 BAHRBTEESE (No. 406) & 5 VMR EHEEESE (No. 453) 23888 b, HED 2
Bl FEEIAFREEEMROIERBED b,

(2) EEHIRMATEE

720 mg/kg B THRICEE Y o X~ MHROBEEZLENET I, BT 2HICRD 5N
2o Elo, BETEELMIRNE EROBRARITENMOLIC T FITHED b, BET
HEEHLVIRPEEL~EDT I VIRESETEFl, MHTTHIZED SN, TRBOEK
FEREDIERITHERE E LR S o T,

5 £

MAP @ O (XTHEEF) . 80, 240 I LT 720 mg/kg % 1 BEMEMER 7 3 B\ T 14 IEOD Crj:CD(SD) IGS
7y MZ 28 AMRERORSLTCEOEMERIL. SLITBRERTOEELL 0 3L 720
mg/kg BEIZDWT 14 BRBE AL . REYMPICA LN ZBEORESEIZ >V T LT TR
L7,

—HRETIE. SAE (720 mg/ke) BEDOUERHE THRERE PR LRSS E S,
EEEEPICIEFED bhied o7z, ZOMERIT Lloyd b 208HER L UAER DR ESEHRE Y
THLEREINEZZ LD, MPREIZL Y B LEZAMER L EZ bR,

FETIE, RARROME TRE 2 HIZEERDPBED biv. RELBPIIME: b EERIK
TEAHERE LT, Z OFBATRIEHF T bkl Lcs, REENER JOMEEHEINR Tl #
A EED | BIE 14 BITIXERENRP-T22 000 MAP 8512 X 2 REE/ i LD E(l
EEZ DN,

BEEETIE, PHE 240 mg/ke) HOETRE 2 BIZIKENRO LN, BFEHOMHETH IR
SHMPITERER R &7z, LA LEIEMMATIIEERRZD bh b oiz,

AT, KA (80 ng/ke) L LOZRERHCHER L LEEARBALNT, ZOELITENE
BOHREEHRR Y THONZHRAERS. 3 BHOBRICIVBEAHEZELZLLDEEZI 6N
7, BMEARIIRAHOCERED—>T, FORRELTATF L, AMNETOE L, AT=0,
TNANAT b, T= /= VVREORASERHFLN TS Y, 27 I/ 7=/ —VEEREILR
ATHEAANETOECVIEXE LD ERHDI L Vb, ZORBOEMITMAP FHICL
DARRLEA F~FE o B BRFPICHEBE LEARERE 2 binle, ToMoEl: LT, &
BETIIMEICHKEB L OREOHEMN, HIZRLEOFERETRALNT, FKELLIUR
BOBEINI. mxFNTx /=N 4T FNT /) —HANNEI T AF LT/ —® 28 AH
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FEROBREEUHRBOSHERTADOLNTWDLZ b, INLDT =/ —VEOKEDE
fhrZz iz, B54RICHLNEINSOEITEE 2 BIZITAD LT, ORI L
EZ LT,

MEFHRE T, REHERTHRCEAEE O CRLEKES L O~E /e v U EORER

CERLER O BENRD L, ZOBMBMEOEARETREY A E VO EENRD S

Twéz&»%@mﬁﬁmt%z%ﬂtcMP%®Ti/%\m&%%%Oﬁﬁﬁm%%i%
MER-TZERMLNTEY O\ THD 4TI/ 7=/ =BV THELOREE
PEAREEESNTWS P, 207 SI3HHEORABRICBWTRLEKEBEREEZ LN LBEERED
AVEA~NEDT Y O, BB X CRE~OLESTEO LN TWDHZ b, MAP &5
LML LICIENBE LTV EEZ N, HTIIEGHERTRICED DN El
FFRAEMEMER THICHIR L T2 2 b h, ML R U TEMMNBN THIR L2l gEER S
Zbhi, —H, TIE~S 2 Y v MERB JOSESROERANSE S/ m EEDHEMLARD N T
WABZ b, HEHMBIRBONTZIOEMIHEMAIICSH D LB 2 0N, HEMARFEHRAEC
BITABBRELHAVI~NEITT I L OLBICHOWTITMR E HICFORBEFMEOBY H D
FERESERL TWDZ NG, BMICL VA UEEERFEHOELEE L LT,

ML FHBECTIT, SHABH TS b PT OSEAED LN, THOREFEEELOS
B, 7¢ & ONRERFBRR SRR Ol 1 ) (No.  406) ([ JTHREIL O BRI SENRS Bz 2 L b,
MAP DFFHSREIC RIT I BN T S h s, ZOEMITEEBER TR b/ L b,
AIFHEORILEEZ LN, £, TOEMITEHEHOE TR I VAT o—AORERB LT~
U7 UEY FORBRRAD OGN &, FRBOBETEREBIUOBREAEEZH MM L L 5E
ThoHI b, BBOFIRREE L OBENE 2 b, BRIOFEERZAOZLLERRD LN
Rirotels, BARHOMICEROONTERFZRZB LU M T AOSEIIZSWTIZ, REOH
ERBICREEOETEOREREZ LN, HRWERFORELE2 N, SHEROMT
y=GTP DEERED NN TAAIVRRAT 7 X —BRZERAHE LSRN b 7R EEa
FHERBIZEBVTHEERICAEMTIZNI L, 5T 1 FlNo. 452) RV T REEO EENEEH
NOBETHDLZ &b, BHEFHNERIIDRVEB 2 0N, BEEHMMKTEHOMEICALN
TREADEE. BIZALKEAGCERIVGTATIVOEE., BIUOMD 7 o— 1 OEHEIZD
WTHEL, WINSREHME TRIIAORRVWELTH LI L LEDLOTRETHIZ L0 bE
MHEREEIID2VWEEZ DN,

R TiE. SAEHOHE THIEOBB AL KRB ORRELNTED b, HTIIERO
ERELLROLNTE, INLOETEHRORER 7T BOFRFICHLED LN Y, AR DB
BERDDLVIEINEVT Y COFE. BESIUCBBR~DOULFICER L EELEZ L bNT, |
BEHIRE TR, ML LRBOBREILOLBZRBO LN, BEAEH D WVI~EIPFT U VL
EOBWERBMLEZLDEEZ BT,
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HEEHETH, aAEN CHEL DERBOBEEERIUOBERESELIISENS LN,
TR E TRRIROERMROERIFRD Sz, Re b 9L FRIEEEDE(L L BRI
DI LR DOIRE R L ORI O/PNEHEE#E LTV 5, BEMEOIER YR EFORER LD
ERONULIREDOEL L B2 b, BRBALVE CABRAGER 28 380 0KR 5 T
HTDZERMBONTWD, ZOECIIFRICBIT 2BEFEI - TRETLIEA LD L &
NTVD 0 AR CIHFRICBERE L RRT AT AIRRD LTV T Lk BRE
DM D IERILMAP OBHEIER L Z 2 bhvlz, HED 2 60D FEAIT MR 0 BB IS 7
SNTZZ &b BURIRRBUR V€ OFEEAERTREE SN, FURIROTRAIROER & o BE R
Zrzohle, TRIBEBREOEMIIHEVEESTIEIN TS YRaLRTFe—L, U Z &Y
FEDEED D WVIHERERFAFRIZB N THR O LN TVE I b, FREMSEEIC ST 2 2%
bR ENT, FHEOHE CEROBEAREERILO BENRBO LN, 26 OB(LITRE
MR EICRBY 2BEAEOER~OULEIIHE LR LEEL LN, ZOEEE/IEAE
EHRME TEICTER R WV UIEEE L TWA 2 bt oB (b Thr ¢ E 2 b, 7B,
FIFHORSHMKE TRICHEON, K, BEBIUORRCHEEROEED 2 W IIREFREEEL
OEENRBRD HNER, WTROLREICHREERZHEILIA LN RN & LIREOKMEIIC
T 5EEEL bR, BABHOBORBEIZIIREHMET LR TREREELOSE
BRD N, FEHEEFNAERD NN ENLBENRE LB L b,

REARRR RO TIE, TR ORTEE. Bl L OB O EFRILE B L OFRBO RO I
KoMz, &HEHORE CBIBICIIMREE FEOMTRILESEFAICED o, THAEBUTO
BB TIIEMIBRINIBETH L O L R U TRBEFROENNED bz, ZOREIE
BET v NOBICHHEOEAL N TH L0, SRIOFBEFRENEHTH D Z L5 MAP R 525
LEEREEZEZ DT, ZOF L EEHMMETRIIGED bR RO RE B2 bhiz,

bz o, BABU EOBREEICEOTHE - LBBARPRD b, Al
HETFIZRIT B MAP O #2288 (NOEL) [ IMERE & % 80 mg/kg/day Aii & & 2 biiz,
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Figures

Figure 1. Body weight changes of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 3-aminophenol (MAP) (SR-9889)
Figure 2. Body weight changes of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 3-aminophenol (MAP) (SR-988Y)
Figure 3. Food consumption of male rats in 28-day repeated dose oral toxicity lest and 14-day recovery test of 3-aminophenol (MAP) (SR-9889)

Figure 4. Food consumption of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 3-aminophenol (MAP) (SR-9889)
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Table 1. Experimental design for 28-day repeated dose oral toxicity test and 14-day recovery test of 3-aminophenol (MAP) in rats

(SR-9889)
Concentration
of MAP Volume No. of animals’ (Anima]No)

Group mg/mL ml/kg Male Female
<Administration period>
Controlb 0 5 7 (101~107) 7 (151~157)
MAP® 80 mg/kg 16 5 7 (201~207) 7(251~257)
MAP 240 mg/kg 48 5 7 (301~307) 7(351~357)
MAP 720 mg/kg 144 5 7 (401~407) 7 (451~457)
<Recovery period>
Control 0 5 7(111~117) 7(161~167)
MAP 720 mg/kg 144 5 7 (411~417) 7 (461-467)

a: Crj:CD(SD)IGS rats were dosed orally for 28 days [rom the age of 5 weeks.
b: Rats in the control group were dosed with 1% Carboxymethylcellulose sodiam (CMC-Na).
¢: MAP was suspended in 1% CMC-Na.



Table 2 General appearance of male rats i 28-day repeated dose oral toxicity test and 14-day recovery test of 3-aminophenol (MAP) (SR-9889)

<Administration period>

Day of administration Autopsy
Group Findings 1 2 35 6 713 14 15 16 17 18 1920 21 22 23 2425 26 27 28 day
Control No. of animals examined 14 14 14 14 14 4 14 14 4 14 14 14 14 14 14 14 14 1|4 7
No abnormal findings 142 14 14 14 14 14 4 14 14 14 14 4 12 12 12 12 12 12 6
Trauma 0 0 0 0 0 0 0 0 0 0 0 0 2 2 2 2 2 2 1
MAP 80 mg/kg  No. of animals examined 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
No abnormal findings 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MAP 240 mg/kg No. of animals examined 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
No abnormal findings 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MAP 720 mg/kg No. of animals examined 14 14 14 14 14 14 14 14 14 14 14 14 4 14 14 14 14 14 7
No abnormal findings 9 13 14 11 14 13 12 13 14 13 14 13 14 13 14 13 14 I3 7
Salivation 1 0 0 3 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0
Tremor 5 1 0 3 0 1 2 | 0 | () 1 0 1 0 0 0 I 0
<Recovery period>
Day of recovery  Aulopsy
Group Findings 1-2 3-11 12-14 day
Control No. of animals examined 7 7 7 7
No abnormal findings 6 6 6 6
Trauma l 1 1 1
MAP 720 mg/kg No. of annnals examined 7 7 7 7
No abnormal findings 7 7 7 7

a: Values are no. of animals with findings.



Table 3 General appearance of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 3-aminophenol (MAP) (SR-9889)

<Administration period>

Day of administration Autopsy
Group Iindings 1 2 36 7 8 9 10 11 12 13 14 15 16 17-181920 21 22 23 24 25 26 27 28 day
Control No. of animals examined 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 7
No abnormal findings 142 14 14 14 14 14 4 14 14 14 14 14 14 14 14 14 14 14 4 14 14 14 14 7
MAP 80 mg/kg  No. of animals examined 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
No abnormal {indings 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MAP 240 mg/kg No. of animals examined 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
No abnormal findings 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7 7
MAP 720 mg/kg No. of animals examined 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 14 7
No abnormal findings 7 11 14 13 11 13 14 13 13 14 12 13 13 13 14 13 14 13 12 12 14 13 13 7
Salivation 1 0 0 0 0 0 0 0] 0 0 0 0 0 1 0 1 0 1 2 2 0] 0 0 0
Soiled of perigenital fur 2 0 0 0 { 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Tremor 6 3 0 i 3 1 0 1 1 0 2 1 1 0 0 0 0 0 0 0 0 i | 0
<Recovery period>
Day ol recovery  Autopsy
Group Findings 1-13 14 day
Control No. of animals examined 7 7 7
No abnormal findings 7 7 7
MAP 720 mg/kg No. of animals examined 7 7 7
No abnormal findings 7 6 6
Trauma 0 1 |

a: Values are no. of animals with findings.



Table 4. Body weight changes of male rats in 28-day repeated dose oral toxicity test and 14é-day recovery
test of 3-aminophenol (MAP) (SR-9889)

Day of administration Body weight gain
No. of a
Group animats 1 2 7 14 21 28 Day 1-28 ¥
b .
Control 14 156.1 166.5 212.5 213.2 328.3 365.6 209.5 134,145
6.2 6.6 10.2 16.8 21.0 26.5 21.1 12,199
MAP 80 mg/kg 7 159.9 170.3 215.3 275.3 330.6 371.9 212.0 132,604
41 [ 7.5 12 18.5 23.9 22.46 13,357
MAP 240 mg/ka 7 157.6 165.9 212.0 269.3 320.7 355.3 197.7 125,424
5.0 5.0 8.6 1.3 15.1 18.1 14.5 7.292
MAP 720 mg/kg 14 157.1 156, 1%% 196, bxx 246, 6% 202 6%%  320,6%%  163.5%% 104,04 1xx
5.2 7.8 10.2 16.0 2.7 25.0 23.1 14.225
No. of Day of recovery _Body weight gain
Group animals 1 7 14 Day 1-14 %
Control 7 370.3 406.9 437.6 67.3  18.211
29.9 30.5 30.6 5.3 2.0M
MAP 720 ma/kg 7 28,0 3687 4057 7.7 23.617%x
26.4 30.5 37.1 13.0 2.859

a: (Body weight gain / body weight on day 1) x 100.

b: Values are means and S.0. thereunder, and expressed in 9ram.
*: Differs from control, p= 0.05.

x: Differs from control, p < 0.01,



Table 5. Body weight changes of female rats in 28-day repeated dose oral toxicity test and 14-day recovery
test of 3-aminophenol (MAP) (SR-9889)

Day of administration Body weight gain
No. of a
Group animals 1 2 7 14 21 28 Day 1-28 %
b
Control 14 133.9 139.3 161.4 179.4 200.9 220.4 86.5  64.456
5.7 6.0 10.8 15.4 18.7 21.0 17.2 11.53%
MAP 80 ma/kg 1 134.9 139.7 160.4 179.9 196.6 214.0 79.1  58.85
4.7 4.5 5.6 7.6 6.1 6.6 8.8 7.897
MAP 240 ma/kg 1 134.3 137.9 160.1 180.3 197.7 215.6 81.3  60.474
35 6.5 8.5 10.9 10.6 1.3 8.7 5.647
MAP 720 mg/kg 14 1344 128.8%% 147 6%% 163 4% 182.7%  196.4%x 62 1%% 46,23 1xx
5.0 6.4 9.7 13.6 15.0 16.0 14.9  11.089
No. of Day of recavery Body weiaht gain_
Group animals 1 7 14 Day 1-14 %
Control 7 21%.6 2314 240.7 26.1 12.094
20.4 264 25.5 1.1 3.350
MAP 720 mg/kg 7 193.1 20646 219.9 26.7 14,150
19.2 19.2 16.0 8.0 5.241

a: (Body weight gain / body weight on day 1) x 100.

b: Values are means and S.0. thereunder: and expressed in gram,
%: Differs from control, p = 0.05.

¥x: Differs from control, p= 0.01.



Table 6. Food consumption of male rats in 28-day repeated dose oral toxicity test
and 1l4-day recaovery test of 3-aminophenol (MAP) (SR-9889)

No. of Day of administration
Group animals 1 2 7 14 21 28
a

Control 14 20.5 20.9 24.9 271 28,3 27.8
1.6 1.1 2.0 2.6 3.1 3.4

MAP 80 mg/ky 7 21.9 22.1 26.9 26.3 28.9 30.4
0.9 1.7 11 2.1 3.0 2.6

MAP 240 mg/ky 7 21.0 19, 4x 25.1 26.0 2.7 28.4
1.5 1.3 1.8 1.5 3.1 3.0

MAP 720 mg/kg 14 20. 14,08 23.2% 2 24 9% 2

Na. of Day of recovery
Group animals 1 7 14
Control 7 27.4 29.4 0.1
1.6 2.2 2.3

a: Values are means and S.D. thereunder and expressed in gram/day.
#; Differs from control, p = 0.05.
x%: Differs from control, p= 0.01.



Table 7. Food consumption of female rats in 28-day repeated dose oral toxicity test
and Té-day recovery test of 3-aminophenol (MAP)} (SR-9889)

No. of Day of administration
Group animals 1 2 7 14 21 28
a
Control 14 15.4 16.5 19.3 15,4 18,1 19.3
1.7 1.4 2.5 31 2.4 1.9
MAP 80 mg/kg 7 16.7 16.6 18.1 16.1 18.1 19.1
1.0 1.1 1.6 2.5 1.2 1.2
MAP 240 ma/kg 7 16,7 16.1 19.1 16.9 18.1 19.3
1.1 1.8 2.4 2.4 2.0 1.0
b
(13)
MAP 720 ma/kg 14 16.8% 9.4%% 16,9 13.9 17.5 17.5%
1.7 3.2 2.5 3.1 2.8 2.0
No. of Day of recovery
Group animals 1 7 14
fontrol 7 16.1 20.0 18.6
2.4 2.8
MAP 720 ma/kg 7 16.9 19.4 18,3
3.2 2.0 3.1

a: Values are means and S.D. thereunder: and expressed in gram/day.
b: Values in parentheses are no. of animals examined,

%: Differs from control, p < 0.05.

s Differs from control, p < 0.01,



Table 8. Urinary findings of male rats in 28-day repeated dose oral toxicity test of 3-aminophenol (MAP) ; Administration week 4 (SR-9889)

_Uro Occult __Color
No. of pH o Pro Glu Ket 0.1 Bil blood A E
Group animals 65 75 80 5 - * - - EU/AL - - + +
Control 14 o 10 13 0 14 14 14 14 14 14 4 0 0
MAP 80 mg/kg 7 0 0 1 6 0 7 7 7 7 7 7 4 3 0
MAP 240 mg/kg 7 111 4 0o 7 7 7 7 7 7 [0 4  3p
MAP 720 mg/kg 14 0 3 4 7 | 13 14 14 14 14 14 [0 0 14
_ Urinary sediments
Epithelial cell L _
Small Specific gravity Water
No.of  RBC WBC Squamous Round round Cast 1.011-1.021- 1.031- 1.041- 1.050< U-Vol  consumption
Group animals - - - - - - 1.020 1.030 1.040 1.050 mbL/21hr I
Control 14 14 14 14 14 14 14 2 2 7 3 0 17.61b 282
6.54 10.9
MAP 80 mg/kg 7 7 7 7 7 7 7 0 1 2 2 2 13.86 24.0
5.51 8.2
MAP 240 mg/kg 7 7 7 7 7 7 7 0 1 2 1 3 15.00 313
6.66 8.0
MAP 720 mg/kg 14 14 14 14 14 14 14 2 3 4 2 3 26.07 36.8
13.60 14.9

Color: A = Pule yellow or yellow. E = Brown black.

a: Values are no. of animals with findings.
b: Values are means and S.D. thereunder.
**: Differs {rom control, p=0.01.



Table 9. Urinary findings of female rats in 28-day repeated dose oral toxicity test of 3-aminophenol (MAP) ; Administration week 4 (SR-9889)

_Uro Occult . Color
No. of pH ~__Pro Glu Ket 0.1 Bil _blood I
Group animals 60 65 70 75 80 85 - =+ - - EU/L - - + +
Control 14 0 1 0 2 2 9 ) 5 14 14 14 14 14 14 0 0
MAP 80 mg/kg 7 o 0o 1 2 0 4 70 7 7 7 7 7 (3 4 0
MAP 240 mg/kg 7 0 1 1 1 0 4 7 0 7 7 7 7 7 [0 | 6 ]**
MAP 720 mg/kg 14 1 0 0 1 5 7 11 3 14 14 14 14 14 [0 0 14 ]**
Urinary sediments
Epithelial cell
Small Specific gravity Water
No. of RBC WBC Squamous Round round Cast 1.011-1.021-1.031-1.041-1.050< U-Vol consumption
Group aminals - - - =+ - - - 1.020 1.030 1.040 1.050 mL/21hr g
Control 14 14 14 13 1 14 14 14 0 2 3 5 4 8.39b 20.0
2.51 16.7
MAP 80 mg/kg 7 7 7 70 7 7 7 0O 1 4 0 2 10.36 22.6
386 12.4
MAP 240 mg/kg 7 7 7 7 0 7 7 7 4] 1 2 1 3 8.04 14.7
3.53 6.5
MAP 720 mg/kg 14 14 14 14 0 14 14 14 {2 6 2 4 0f* 19.00** 28.5%*
9.53 9.0

Color: A = Pale yellow or yellow. L = Brown black.
a: Values are no. of animals with findings.

b: Values are means and S.D. thereunder.

*: Differs from control, p=0.05.
** Differs from control, p=0.01.



Table 10. Urinary findings of male rals in 14-day recovery test following 28-day repeated oral dose of 3-aminophenol (MAP) ; Recovery week 2 (SR-9889)

No.of  plI = __Pro Gl il Oceult blood Color
Group animals 70 84 85 + - - - b A
Control 7 ot 1 6 2 s 7 7 6 1 7
MAP 720 mg/kg 7 1 2 4 1 6 7 7 7 0 7
e Urinary sediments
Epithelial cell
Small Spevific gravity Water
No. of _RBC ‘wWBC Squamous Round round Cast 1.011-1.021-1.031-1.041- 1.050< U-Vol conswmption
Group unimals - - - - - - 1.020 1.030 1.040 1.050 mL/21hr g
Control 7 7 7 7 7 7 7 0 2 2 | 2 18.43b 34.9
5.51 9.2
MAP 720 mghkg 7 7 7 7 7 7 7 12 1 2 18.86 32.7
11.85 13.7

Color: A = Pale yellow or yellow.
a. Values are no. of animals with findings.
b: Values are means and S.D. thereunder.



Table 11. Urinary findings of female rats in 14-day recovery test following 28-day repeated oral dose of 3-aminophenol (MAP) ; Recovery week 2 (SR-9889)

_Uro Occult
No. of pH Pro Glu Ket 0.1 Bil blood Color.
Group animals 65 70 75 80 85 - * - - EU/L - - A
Control 7 * 0 1 1 4 4 3 7 7 7 7 7 7
MAP 720 mg/kg 7 1 3 0 1 2 1 6 7 7 7 7 7 7
Urinary sediments
Epithelial cell
. Small Specific gravity Water
No. of RBC WBC Squamous Round round Cast 1.021-1.031-1.041-1.050< U-Vol consumption
Group animals - - - - - - 1.030 1.040 1.050 ml/21hr g
Control 7 7 7 7 7 7 7 2 1 1 3 11 .07b 227
5.44 3.9
MAP 720 mg/kg 7 7 7 7 7 7 7 0o 0 5 2 8.57 20.9
143 4.7

Color: A = Pale yellow or yellow.
a: Values are no. of anmumnals with {indings.
b: Values are means and S.D. thereunder.



Table 12. Hematological findings of male rats in 28-day repeated dose oral toxicity test of 3-aminophenol
(MAP); Administration week & (SR-9889)

No. of RBC Ht Hb Mev MCH MCHC WBC Plat
Group animals  10*/jL ¥ g/dl fL Py g/dl 0%/l 10*/pL
a

Control 7 787.0 47.99 15.9% 61.09 20,30 33,24 121,17 124,50
60.8 2.74 1.04 2.23 1.04 0.91 21.3 16.29

MAP 80 ma/kg 7 765.0 46.50 15.46 60.91 20.23 33.26 128,17 110,77
§5.4 1.77 0.37 3.07 0.90 0.88 30.4 10.27

MAP 240 mg/ks 7 795.1 47.93 15.71 60.31 19.79 2.1 158.1  119.60
23.7 1,61 0.48 2.22 0.76 0.39 34,0 9.73

MAP 720 ma/kg 7 775.4 47,13 15,44 60.80 19.93 32.76 nz2.7 123.20
38.4 1.90 0.52 1.45 0.48 0.39 30.7 8.88

Neutro,

No. of Ret PT APTT Stab. Seg, Eos. Bas. Mono. Lymp.  Others

Group animals % $ec sec X % % % % ¥ ¥
Control 7 3.6 15.03 25.74 1.6 7.0 0.3 0.0 0.7 90.4 0.0
5.1 0.9 2.34 1.1 4.7 0.5 0.0 0.5 5.0 0.0

MAP 80 mg/kg 7 29.9 15.09 24,89 1.4 7.3 0.1 0.0 0.7 90.4 0.0
8.1 3.12 2.96 1.6 3.6 0.4 0.0 0.5 ¢ 0.0

MAP 240 ma/kg 7 30.6 15.77 23.87 1.1 4.1 0.3 0.0 0.3 94 .1 0.0
6.7 2.06 2.36 0.7 2.0 0.5 0.0 0.5 2.1 0.0

MAP 720 mg/kg 7 38.9 1417 2.1 1.1 5.9 1.1 0.0 0.9 91.0 0.0
7.4 0.80 2.35 1.1 3.4 1.2 0.0 0.7 31 0.0

a: Values are means and S.D. thereunder.



Table 13. Hematological findings of female rats in 28-day repeated dose oral toxicity test of 3-aminophenol
(MAP); Administration week 4 (SR-9889)

No. of RBC Ht Hb MCY MCH MCHC WBC Plat

Group animals  10%/uL ¥ g/dL fL pg g/dl 103/ 10*/pL
a

Controt 7 768.4 45,89 16.07 59.79 20,94 35.03 81.3  113.21

48,9 2.33 0.83 1,52 0.52 0.53 32.9 11.08

MAP 80 mg/kg 7 788.1 46,27 16.04 58.7 20.39 36,69 93.7  111.09
51.5 2.82 0.78 17 0.58 0.78 30.5 9.42

MAP 240 mg/kg 7 54,7 43.23 15.41 57.26%  20.43 B 9.1 117.47
52.5 3.65 0.9 1.50 0.59 0.91 25.6 9.30

MAP 720 mg/kg 7 691.4% 42,63 14,708 61.63 21.26 34,50 7.3 119.14
35.0 2.81 0.91 1.99 0.78 0.63 21.8 9.97

Neutro

No. of Ret PT APTT Stab, Seg. Eos. Bas. Mono. Lymp.  Others

Group animals X $8c sec % X % b4 % % %
Control 7 30.1 13.46 18.29 7 10.6 0.6 0.0 1.7 85.4 0.0
6.3 0.75 1.43 1.4 6.5 0.8 0.0 0.8 5.2 0.0

MAP 80 mg/kg 7 26.0 13.24 19.21 0.7 4.7 0.0 0.0 1.0 93.6%% 0.0
5.0 0.66 1.93 1.5 2.1 0.0 0.0 1.0 3.2 0.0

MAP 240 mg/kg 7 271 13.16 19,04 0.7 6.6 0.9 0.0 0.7 91.1% 0.0
7.4 0.62 1.74 0.8 3.6 0.4 0.0 0.8 9 0.0

MAP 720 mg/kg 7 53,3 13.27 19.73 2.0 10.9 0.7 0.0 0.7 85.7 0.0
19.6 1.00 1.17 1.2 2.7 1.1 0.0 0.8 3.8 0.0

a: Values are means and S.D. thereunder.
#: Differs from control, p= 0.05. w¢: Differs from control, p== 0.01.



Table 14, Hematological findings of male rats in 14-day recovery test following 28-day repeated oral dose
of 3-aminophenol (MAP), Recovery week 2 (SR-9889)

No. of RBC Ht Hb MCV MCH MCHC WBe Plat

Group animals 0%/l % g/dl fL pg grdl  10%/uL 10/l
a

Control 7 891.3 50.41 16.99 56.56 19.07 33.70 1214 121.86

1.6 1.21 0.37 1.1 0.45 0.45 21.4 10.15

MAP 720 mg/kg 7 852.0%+ 49,80 16.41%  58.46%%  19.26 32.99% 1543 111,16

15.9 1.16 0.38 0.97 0.29 .23 3.1 8.28

Neutro.
No. of Ret PT APTT Stab. Seq. Eos. Bas. Mono. Lymp.  Others
Group animats X, Sec sec 3 % % % % ¥ %
Control 7 16.4 15.11 25.26 1.9 7.6 0.1 0.0 1.4 89.0 0.0
1.7 1.18 2.08 1.6 7.2 0.4 0.0 1.3 8.1 0.0
MAP 720 ma/kg 7 20.3%% 15,37 26.39 1.1 6.0 0.3 0.0 0.7 91.9 0.0
4.8 2.19 3.26 1 2.3 0.5 0.0 0.8 2.7 0.0

a: Values are means and S.D. thereunder.
*: Differs from control, p< 0.05.
»: Differs from control, p = 0.01.



Hematological findings of female rats in 14-day recovery test following 28-day repeated oral

dose of 3-aminophenol (MAP); Recovery week 2 (SR-9889)

Mcy MCH MCHC WBC Plat
fL Pg grdl  10%/uL 10%/uL

No. of RBC Ht Hb

Group animals 10%/uL % g/dL
a

Control 7 842.9 46,41 15.99

38.0 2.08 0.68

MAP 720 ma/kg 7 858.1 £9.90x  16.89

41.9 2.97 0.97

No, of Ret PT APTT

Group animals % sec sec

Control 7 17.7 13.17 17.89

3.9 D.66 IR}

MAP 720 mg/kg 7 17.9 13.47 18.47

1.8 D.48 0.83

a: Values are means and S.D. thereunder.
*: Differs from control, p= 0.05.
##: Differs from control, p = 0.01.

55.10 34 .46 9.4  108.51
1.5 0.38 0.30 30.5 7.70

58.13#%  19.67%  33.83x  80.6  103.70
1.43 0.57 0.35 15.6

Neutro.
Stab. Seg. Eos. Bas. Mono.
¥ % % % %
0.7 5.6 1.0 0.0 0.6
0.5 2.4 0.8 0.0 0.8
1.0 4.1 1.4 0.0 0.0
1.2 3.8 1.4 0.0 0.0

Lymp.

Others



Table 16. Biochemical findings of male rats in 28-day repeated dose oral toxicity test of 3-aminophenol (MAP); Administration veek 4 (SR-9889)

______________________________________________________________________________________________________________________________________________________________________

Protein fraction (%)

No. of TP A/G Alb Globulin 60T 6PT ALP LDk 7y -6TP  T-Bil Glu
Group animals g/dL Q Q 2 B Y /L /L /L /L /L mg/dL ma/dL
a

Control 7 5,49 1.146 53.46 22.70 8.97 13.21 64.9 26.4 £08.4 306.4 0.9 0.046 157.3
0.22 0.090 1.94 1.35 0.59 1.82 6.9 4.4 103.1 2.1 0.4 0.008 21.1

MAP 80 mg/kg 7 5,41 1.177 54,06 23.23 12,49 1.03 6.0 23.3 495,7 290.0 1.09 0.050 148.7
0.25 0.118 2.2 1.69 1.16 1,06 5.2 31 118.7 5.3 0.33 0.014 10.6

MAP 240 mg/kg 7 5.43 1.200 54,54 21.63 8.84 13,40 1.59 66.9 27.1 £91.1 301.4 1.16 0.047 133, 6%
0.1 0.108 2.1 1,43 0.77 1.15 0.58 6.4 3.8 97.5 54.9 0.17 0.0H1 20.4

MAP 720 mg/kg 7 5,64 1,191 54,37 21.13 9.23 13.71 1.56 7.1 1.9 4091 .7 1.24 0.101%%  153.9

0.13 0.102 2.1 1.40 0.62 1.59 0.59 16.9 10.2 85.8 37.4 0.31 0.023 16.8

No. of T-Cho TG UN Crea Na K ct Ca IP

Group animals mg/dL mg/dL mg/dL mg/dL mEq/L meq/L mEq/L mg/dL mg/dL
Control 7 64,1 15.77 0.426  142.64 4,713 106.7 9.29 8.50
7.8 18 1.44 0.021 1.44 0.139 1.8 0.33 0.39

MAP 80 mg/kg 7 58.1 50.6 14.99 0.410  143.07 4.880 106.6 9.29 8.56
6.8 21.9 1.28 0,022 1.81 0.195 1.9 0.32 0.48

MAP 240 mg/kg 7 60.0 35.9 17.33 0.417  143.34 4.800 106.6 9.4 8.53
7.1 12.5 1.65 0.034 1.21 0.282 1.1 0.28 0.45

MAP 720 mg/kg 7 77.3% 26,16 15,47 0.406  143.14 4,674 106.7 9.30 8.51

a: Values are means and S.D. thereunder,
%: Differs from control, p= 0.05,
x%: Differs from control, p = 0.01.



Table 17. Biochemical findings of female rats in 28-day repeated dose oral toxicity test of 3-aminophenol (MAP); Administration week 4 (SR-9889)

Protein fraction (%)

Na. of TP A/G Alb Globulin 6oT GPT ALP LD v -GTP T-8il Gly
Group animals g/dL Q @ 2 B Y UL /L W/l 1W/L /L mg/dL mg/dL
a
Control 7 5.77 1.360 57.70 19,36 8.07 12.61 2.26 5.0 21.3 280.9 2451 1.27 0,057 135.7
0.27 0.056 1.02 1.50 0.72 0.8 0.83 5.9 2.4 99.2 59.5 0.23 0,017 7.1
MAP 80 mg/kg 7 5.67 1.399 58.36 18.66 1.74 13.19 59.1 19.1 232.9 263.4 1.31 0.057 135.7
0.2 0.087 1.47 1.64 0.57 1.01 2 3.7 57.0 64.8 0.27 0.008 14.9
MAP 240 ma/kg 7 5.6 1.416 58.69 18.90 12.1 1.96 58.9 22.4 234.6 306.1 1.39 0.063 1
6.16 0.042 0.72 1.28 1.1 0.75 4.1 1.4 49.0 38.4 0.23 0.010 10.4
MAP 720 mg/kg 7 5.69 1.457 59.30 18.14 7.59 12.77 2.20 64.3 I 22604 395.9 1.67# 0.093%x  124.9
0.16 D.126 2.2 1.06 0.83 0.81 0.59 7.3 3 82.1 75.4 0.37 0.010 15.3
No. of T-Cho 16 UN Crea Na K cl Ca 1P
Group animals mg/dL my/dL mg/dL ma/dl mEq/L mEq/L mEq/L mg/dL mg/dL
Control 7 79.6 16.4 17.41 0.506  140.79 4,559 108.3 9.37 7.16
14.0 8.1 0.98 0.049 1.63 0.257 2.1 0.29
MAP 80 mg/kg 7 3.7 15.0 17.31 0.469 141,29 4,440 107.7 9.3) 7.26
17.2 6.2 1.36 0.030 0.64 0.265 0.8 0.27 0.72
MAP 240 mga/kg 7 89.6 15.3 18.17 0.469  140.50 4,669 107.6 9.26 7.09
13.0 5. 3.75 0.078 0.9 0.306 1.0 0.3 0.89
MAP 720 ma/kg 7 72.6 13.3 21.64% 0,437 162.36% 4,667 109.1 .23 7.61
8.1 1.7 4,37 0.068 0.69 0.459 1.6 0.16 0.82

a: Values are means and S.D. thereunder.
*: Differs from control, p= 0.05.
#%: Differs from cantrot, p = 0.01.



Table 18, Biochemical findings of male rats in 14-day recovery test following 28-day repeated oral dose of 3-aminophenol (MAP); Recovery week 2 (SR-9889)

Protein fraction (%)

No. of TP A/G Alb Globutin GOT GPT ALP LD ¥ -GTP T-8it Glu
Group animals g/dL a1 Q2 B Y Tu/L /L 1u/L /L /L mg/dL mg/dL
a
Control 7 5. 64 1.036 50.97 24.29 8.19 14,50 2.06 68.9 27.0 342.9 313.3 0.40 0.059 153.9
0.10 0.056 1.44 2.61 0.86 0.86 7.6 3.1 1.7 66.0 0.26 0.01 11.6
MAP 720 mg/kg 7 5.46%  1,120% 52,91 22,69 8.53 14.20 1.67 64.9 28.0 395.0 306.9 0.060 156
0.20 0.062 1.37 1,65 0.88 1.3 0.76 8.2 6.1 105.9 85.7 0.13 0.008
No, of T-Cho 6 N Crea Na K cl Ca P
Group animals mg/dL mg/dL mg/dL mg/dl meq/L mEg/L mEq/L mg/dL mg/dL
Control 7 59.4 16.70 0.406 144,21 4,980 106.7 9.70
9.1 1.83 0.021 1.80 0.320 1.6 0.21 0.19
MAP 720 mg/kg 7 56.9 50.4 17.03 0.394  143.79 5.103 106.9 9.40 8.29
5.6 22.1 1.69 0.035 1,95 0.172 0.9 0.22 0.33

a: Values are means and S.D. thereunder.
#: Differs from control, p< 0.05.



Table 19. Biochemical findings of female rats in 14~day recovery test following 28-day repsated oral dose of 3-aminophenol (MAP); Recovery week 2 (SR-9889)

Protein fraction (%)

No. of TP AlG Alb Globulin 6aT GPT ALP LOH v ~6TP  T-Bil Glu
Group animals g/dL @ 4 @ 2 B Y 0/L TU/L /L Tu/L 1U/L mg/dL mg/dL
a
Control 7 5.87 1.344 57.36 19.49 6.87 13,14 314 60.9 21.3 159.9 275.4 0.80 0.084 132.0
0.16 0.083 1.53 1.44 0.44 0.61 0.77 9.5 3.5 63.6 60.8 0.24 0.021 15.2
MAP 720 mg/kg 7 5.57#x 1,319 56.90 19.60 7.16 13.60 2.74 61.3 21.0 183.1 333.4 0.86 0.066 121.0
0.19 0.104 1.88 1.19 0.84 0.97 1.06 9.9 3.8 61.6 80.7 0.22 0.013 13.8
No. of T-Cho 16 UN Crea Na K Cl Ca IP
Group animals mg/dL mg/dL mg/dL mg/dL mEq/L mEq/L mEa/L mg/dL mg/dL
Control 7 66. 0.83 7.69

7 . 18.73 0.419 14457 4.946 106.
8.6 26.1 1.89 0.020 1.30 0.468 0
MAP 720 mg/kg 7 10, 5.1 18.41 0.637 14557 £.920 108.4x¢ 9,77 8.07
3.5 1.64 0.020 1.92 0.227 1.3 0.25 0.44

a: Values are means and S.D. thereunder.
#%: Differs from control, p< 0.01.



Table 20. Gross findings of male rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 3-aminophenol (MAP) (SR-9889)

End of administration _ Endofrecovery
MAP (mg/kg) MAP
Item Control 80 240 720 Control 720 mg/kg
No. of animals examined 7 7 7 7 7 7
Organ : Findings
Liver : Dark brown discoloration Oa 0 0 4 0 0
Kidney : Dilatation, renal pelvis, unilateral 0 0 0 0 0 l
Spleen : Dark red discoloration 0 0 0 6 0 5
Skin : Trauma 1 0 0 0 1 0

a: Values are no. of animals with {indings.



Table 21. Gross findings of female rats in 28~day repeated dose oral toxicity test and 14-day recovery test of 3-aminophenol (MAP) (SR-9889)

o End of administration End of recovery
MAP (mng/kg) MAP
Item Control 80 240 720 Control 720 mg/kg
No. of animals examined 7 7 7 7 7 7
Orgau : Findings
Lung : Dark red patch * 0 0 0 0 0
Liver ; Dark brown discoloration 0 0 0 7 0 0
Kidney : Dark brown discoloration, bilateral 0 0 0 7 0 0
Spleen : Dark red discoloration 0 0 0 7 0 7
Thyroid : Aplasia, unilateral 0 0 0 0 1 0
Skin : Trauma 0 0 0 0 0 !

a: Values are no. of animals withi {indings.



Tahle 22. Absolute and relative organ weights of male rats in 28-day repeated dose oral toxicity test of 3-aminophenol (MAP) (SR-9889)

Body Liver Kidney Spleen Heart —lung Brain
No. of weight Right Left Total
Group animals 9 g X g X g % g % | ¥ g % q ¥ g b

Control 7 328.6  10.359 3.153 1,343 0.409 1,329 0.404 2.611 0.813 0.634 0.191 1.186 0.361 1.337 0.407 2.027 0.619
14.1 0.840 0.227 0.116 0.027 0.135 0.029 0.246 0.053 0.072 0.021 0.143 0.041 0.057 0.013 0.089 0.043

MAP 7 3376 10.667 3.150 1,387 0.410 1.371 0.406 2.759 0.819 0.740 0.217 1.260 0.374 1,363 0,404 2.093 0.624
80 mg/kg 22.8 1,454 0.233 0.103 0.022 0.127 0.022 0.225 0.044 0.088 0.014 0.095 0.028 0.066 0.025 0.069 0.051
MAP 7 324,010,544 3,254 1.407 0,436 1,39 0.433 2.803 0.864 0.736 0.226 1.146 0.353 1,290 0.399 2.086 0.646
240 m/kg 15.0 0.873 0,235 0.091 0.033 0.091 0.028 0.179 0.058 0.105 0.032 0.080 0.018 0.060 0.020 0.125 0.034
MAP 7 288.7%% 11,129 3,851 1,379 0.479%% 1,356 0.470%% 2,734 0.944%% 0,646 0.224 1.056 0.366 1.196%% 0,414 2.083 0.727%%
720 ma/kg 27.2 1,255 0.188 0.180 0.040 0,186 0.036 0.364 0.073 0.107 0.034 0.151 0.024 0.117 0.022 0.086 0.048
Pituitary gland Thymus . ~___Thyroid N o Adrenal __
No. of Right ) Left ~ Total Right o left — Total

Group animals mg 107°% mg 107°% mg 107%% mg 107%% mg 107°% mg 107°% mg 107°% mg 1073
Control 7 10.9 3,33 549.1 166,980 10.16 3,084 7.97 2.419 18.13 5.501 27.3 8.296 29.3 8.887 56.6  17.181

1.0 0.387 6t.4  15.580 2.02 0.555 1.61 0.429 3.20 0.842 3.2 0.7191 38 0.832 6.7 1.493

MAP 7 12.1 3.586 635.4  188.216 10.51 3131 1 320 2137 6.344 5.7 7.631 21.3 8.083 53.0 15.714
80 mg/kg 2.19 0.5M 123.9 36490 1.78 0.585 2.1 0.581 2.53 0.746 1.6 0.41 3.0 0.686 4.3 0.950
MAP 7 12.34 3.819 592.3  181.973 10.29 3.160 11.04%  3.306%¢  21.33 6.557 24.9 7.681 26.0 8.029 50.9  15.713
240 m9/kg 0.83 0.352 1234 32.644 2.23 0.600 1.9 0.480 £.01 1.027 2.1 0.872 2.6 0.764 5.1 1,593
MAP 7 10.84 3,757 492.4 171,874 16.33%% 4,991 13.53%% 4. 726k%  27.86%x 9. 717 22.7xx  7.920 26, 7%  8.589 47 4xx 16,507
720 mg/kg 1.65 0.468 62.3  27.022 2.04 0.830 3.10 1.209 §.25 1.779 1.6 0.822 2.6 0.830 4.0 1.546

(cont inu_ed]



Table 22, (continued)

___________________________________________________________________________________________________________________________________________________

Testis Epididymis
No. of Right Left Total Right Left Total
Group animals ] % g % g % g % g % g %
Control 7 1,554 0.473 1,534 0,467 5.089 0.941 0.366 0.111 0.361 0.110 0.727 0.223
0.05 0.024 0.038 0.024 0.090 0.045 0.028 0.007 0.024 0.008 0.047 0.017

MAP 80 mg/kg 7 1.534 0,453 1.516 0.449 3.05 0.904 0.347 0.103 0.350 0.106 0.697 0.209
0.163 0.043 0.175 0.045 0.336 0.085 0.031 0.011 0.037 0.011 0.066 0.020
MAP 240 mg/kg 7 1.521 0.470 1.507 0.464 3.029 0.937 0.380 0.119 0.377 0.117 0.757 0.234
0.139 0.044 0.118 0.044 0.253 0.085 0.026 0.013 0.020 0.010 0.044 0.021
MAP 720 mg/kg 7 1.610 0.560%% 1,603 0.559%%  3.213 1117 0,353 0.12¢ 0.341 0.120 0,69 0.2¢1
0.174 0.048 0.136 0.044 0.308 0.092  0.020 0.010 0.016 0.008 0.033 0.017

a: Values are means and S.D. thereunder.
*: Differs from control, p= 0.05. -
##: Differs from control, p < 0.01,



Table 23. Absolute and relative organ weights of female rats in 28-day repeated dose oral toxicity test of 3-aminophenol (MAP) (SR-9889)

Body Liver Kidney Spleen Heart Lung Brain
No. of weight Right Left Total

Group animals g ] ¥ g ¥ g % ] % g % g % g % 9 %

Control 7 2031 6.27% 5.083 0.879 0.433 0.837 0,413 1.716 0.844 0.443 0.219  0.769 0.379 0.984 0.486 1,933 0.954
0.144 0.104 0.030 0.094 0.03) 0.195 0.058 0.056 0.013  0.074 0.029 0.038 0.036 0.080 0.052

MAP 7 195.3 6.083 I 0.874 0.447 0.851 0.434 1.726 0.881 0.454 0.233 0.764 0.391 0.94 0.486 1.893 0.969
80 mg/kg 5.3 0.572 0.23 0,057 0.024 0.055 0.019 0.105 0.038 0.094 0.045 0.053 0.021 0.050 0.021 0.052 0.03
MAP 7 196.6 6.416 3,264 0.913 0.466 0.886 0.453 1.799 0.917 0.426 0.216 0.739 0.377 0.936 0.477 1.866 0.951
260 mg/kyg 8.7 0.3 0.139 0.053 0.035 0.066 0.037 0.110 0.065 0.045 0.030 0.043 0.026 0.042 0.021 0.053 0.063
MAP 7 183.1 6.631 3.609xx  0.914 0.501%%  0.899 0.490%% 1,813 0.989%%  0.610%% 0,333  0.701 0,384 0.926 0.504 1.859 1.019
120 mg/kg 14.9 0.947 0.272 0.102 0.027 0.112 0.033 0.209 0.05¢ 0.088 0.039 0.065 0.016 0.062 0.029 0.107 0.078

Pituitary gland Thymus - Thyroid Adrenal

No. of Right o Left Total o Right Left Total

Group animals ng 107%% mg 107%% mg 107%% mg 107°% ng 107%% mg 107%% ng 107°% mg 107°%
Control T 12.94 6.383 §39.4  216.959 7.60 3027 6.63 3.213 14.23 6.997 31.9 15.734 3.1 16.850 66.0  32.584

1.49 0.621 511 24.416 2.09 0.841 0.70 0.322 2.66 1.035 3.9 1.895 4.2 1.873 8.0 3.690
MAP 7 11.96 6.114 523.9  268.336 9.86 5.041 8.20% 4,193  18.06 9.237 30.1 15.441 31.3  16.000 61.4 31,441
80 mg/kg 1.38 0.581 98.4  51.074 1.81 0.884 1,75 0.850 3.22 1.547 3.8 1.988 4.9 2.331 8.4 £.150
MAP 7 12.56 6.399 452.0 230,107 o.n 4,670 B.46%x 4 3729 17.57 8.999 30.0 15.23% 32.9 16.700 62.9  31.9%7
240 mg/kg 1.05 0.601 76.9  38.549 1.60 1.009 1.33 0.835 2.67 1.738 b1 1. 744 3.7 1.551 7.6 3.150

MAP 7 12,07 6.587 420.9  230.826 12,10 6,551%% 11, 74#x  6.389%x  23.84xx 12,9408  30.3  16.430 3.
720 mg/kg 2.2 1.016 8.7 47.182 3.82 1.629 3.26 1.465 6.77 2.846 1.4

(cont inued)



Table 23. (continued)

Qvary
No. of Right Left Total
Group animals mg 107%% mg 107% mg 107°%
Control 7 40.6  19.907 §2.6  20.973 83.1 40,881
10,0 4,093 4.6 1.361 13.3 4,493
MAP 80 mg/kg 7 6.7 23.879 9.6 25.317 96.3  49.19%
8.2 3.875 10.6 5,055 18.2 8.585
MAP 240 mg/kg 7 1.6 21133 1.4 21.119 83.0  42.253
5.2 2.585 6.2 3,319 4,384

MAP 720 mg/kg 7

a: Values are means and S.D. thereunder,
#: Differs from control, p= 0.05.
»*: Differs from control, p = 0.01.



Table 2¢. Absolute and relative organ weights of male rats in 14-day recovery test following 28-day repeated oral .dose of 3-aminophenaol (MAP) (SR-9889)

Body Liver Kidney Spleen Heart Lung Brain
No. of weight Right Left Total
Group animals g 9 % 9 ¥ g X 9 % q % g ¥ 9 b4 g %
a
Control 7 399.6  11.720 2.931 1,464 0.367 1,461 0,367 2.926 0.736 0.706 0.177 1.373 0.346 1.421 0.357 2.123 0.533
33.4 1,213 0,132 0,067 0.035 0.082 0.034 0.162 0.064 0.115 0.034 0.117 0.018 0.135 0.026 0,071 0,042
MAP 7 370.0 10.967 2.95 1,450 0.390 1.429 0.386 2.879 0.777 0.776 0.210 1.267 0.341 1.330 0,357 2.083 0.564
720 mg/kg 33.3 1.674 0.261 0.184 0.024 0.149 0.024 0.325 0.040 0.116 0.026 0.155 0.018 0.147 0.018 0.105 0.034
Pituitary gland Thymus Thyroid I Adrepal
No. of Right N Left Total Right Left Total
Group animals mg 107% mg 107>% mg 1073% mg 1073% mg 107°% mg 1073 mg 107% mg 1074

Control 7 11,80 2.970 57.0  136.047 10.87 2.7% 10.

MAP 7 11.66 3.151 bhg & 120.819 13,71 3. 720%% 11,20 3.033 26.91 6.756%% 27,7 7.524 30.1 8.181 57.9  15.706
720 mg/kg 1.72 0.411 75.7 2315 1.70 0.465 2.3 0.633 3.44 0.940 4.8 1.373 4,6 1.328 9.3 2.675
e o Testis Epididymis
No. of Right  teft Total Right Left Total
Group animals g % g % 9 ¥ g % g % 9 %
Control 7 1,597 0.401 1,600 0.401 3.197 0.801 0.497 0.126 0.483 0.121 0.980 0.246
0.109 0.031 0.103 0.034 0.211 0.064 0.016 0.014 0.016 0.009 0.024 0.023

MAP 7 1.666 0.454% 1,660 0.451%  3.326 0.904% 0,477 0.
720 ma/kg G.097 0.040 0.078 0.042 0.169 0.082 0.03 0
a. Values are means and S.D. thereunder.

% Differs from control, p = 0.05.

#: Differs from control, p= 0.01.



Table 25. Absolute and relative organ veishts of female rats in lh-day recovery test following 28-day repeated oral dose of 3-aminophenol (MAP) (SR-9889)

Body Liver Kidney Spleen Heart Lung ~ Brain
No. of weight Right Left Total
Group animals g g % g ¥ g % g ] g % g X g X 9 X
a
Control 7 221.9 6.374 2.87 0.881 0.399 0.873 0,396 1,754 0.79% D.469 0.211 0.79% 0,360 0.976 0.444 1.944 0.883
22.0 0.753 0.166 0.066 0.029 0.083 0.027 0,145 0.052 0.070 0.027 0.048 0.026 0.054 0.064 0.076 0.073
MAP 7 203.6 6.016 2.956 0.836 0,409 0,811 0,400 1,647 0,811 0.474 0.234 0.737 0.361 0.927 0.456 1,847 0.910
720 ma/kg 16.1 0.546 .165 0.057 0.025 0,072 0,029 0.127 0.056 0.029 0,024 0.066 0.021 0.093 (.030 0.097 0.034
Pituitary gland Thymus . Thyroid Adrenat
No. of Right Left Total Right Left Total
Group animals mg 1073% mg 1073y mg 107% mg 107% g 1073 ng 1073% m 107°% mg 107%%
b
(6) (6) (6) (6)

407.0 184.353 8.00 3.610 7.10 3.243 15.07 6.888 3.

Control ! 13,37 6.040 1.0 3.1 4.1
1.106 65.8  31.363 1.13 0.40 1.23 0.431 2.52 0.755 .2 2.5% 3.5 2. 244 1.4 b.674

MAP 7 11.97 5.866 366.0  179.564 9.5 4 657w 9 54 4. 666 19.09 9.3206% 311 15,286 2.3 15.814 3.6 31,100
720 ma/ky 1.73 0.547 57.4  23.222 1.95 0.604 2,68 1.160 £.35 1.638 6.1 2.713 6.0 2.362 12.0 4,999
Ovary S

No. of Right Left Total
Group animals mg 107%% mg 10™%% g 1073%
Control 7 42.9 19.203 43.0 19.406 85.9  38.613

9.5 KR 8.8 3.594 17.1 6.068

MAP 7 £1.9  20.553 37.6 18. 441 9.4  38.99%
720 mo/kg 9.7 4.623 8.0 3.578 16.5 7.541

a: Values are means and S.D. thereunder. b: Values in parentheses are no. of animals examined.
#¢; Differs from control, p <= 0.01.



Table 26. Histopathological findings of male rats in 28-day repeated dose oral toxicily test and 14-day recovery test of 3-aminophenol (MAP) (SR-9889)

End of administration o —_lind of recovery
MAP (mg/kg) o MAP
ltem Control 80 240 720 Control 720 mg/kg

No. of animals examined 7 7 7 7 7 7

e .. A b

Organ : Findings Grade

Lung : Accumulation, foam cell + 3¢ + * 0 | 0
Liver : Deposit, brown pigment, Kupifer cell + 0 0 0 7 ( 1
Single cell necrosis, hepatocyte + 0 0 0 1 0 0
Microgranuloma + 1 0 1 0 0 0
Kidney : Deposit, brown pigment, proximal tubular epithelium + 0 0 0 7 0 0
Hyaline droplet, proximal tubular epithelimn + 2 1 2 7 0 1
Cast, hyaline + 1 1 1 0 | 0
Regeneration, tubular epithelium + 0 0 2 1 | 0]
Cyst <> I 0 0 0 0 0
Dilatation, renal petvis + 0 0 0 0 0 1
Prostate : Cellular infiltration, lymphocyte + 0 * * 0 | |
Spleen : Deposit, hemosiderin Total 0 0 0 . 6 0 6
+ 0 0 0 2 0 5
++ §] 0 0 4 0 |
Pituitary gland : Hypertrophy, basophil + ¢ 0 0 2 0 0
Cyst <> | 0 0 0 0 0
Thyroid : Hypertrophy, follicular cell + 0 0 0 3 0 0
Skin : Ulcer + 1 * * 0 0 0
Granulation, denmis + 1 * * 0 1 0
Hyperplasia, squamous epithelium + 0 * * 0 ! 0
Scab + 0 * * 0 1 0

a: There were no abnormal findings in the trachey, larynx, tongue, parotid gland, submandibular gland, sublingual gland, esophagus, forestomach, glandular stomach, duodenum, jejunum, ilewn,
cecum, colon, rectum, pancreas, heart, thoracic aorta, urinary bladder, testis, epididymis, seminal vesicle, coagulating gland, cerebrum, cerebellum, spinal cord, sciatic nerve, thymus, bone marrow,
submandibular lymph node, mesenteric lymph node, parathyroid, adrenal, eyeball, Harderian gland, skeletal muscle, stemum or femur.

b: + = slight, ++ = moderate change and <+> = presence in "presence or not" basis.

¢: Values are no. of animals with findings.

d: * = not examined.



Table 27. Histopathological findings of female rats in 28-day repeated dose oral toxicity test and 14-day recovery test of 3-aminophenol (MAP) (SR-9889)

~ Endofadministration ~ Endofrecovery
 MAP(mg/kg) MAP
ltem Control 80 240 720 Control 720 mg/Kg
No. of animals examined 7 7 7 7 7 7
LA b

Organ : Findings Grade
Lung : Cellular infiltration, neutrophil + ¢ + * 0 0 0
Metaplasia, osseous + 0 * * 0 1 0
Liver : Deposit, brown pigment, Kupffer cell + 0 0 0 7 0 2
Necrosis, focal + 0 0 0 1 } 0
Microgranuloma + 0 1 0 0 2 0
Kidney : Deposit, brown pigment, proximal tubular epithelium + 0 0 6 7 0 7
Cast, hyaline + 1 0 0 0 0 0
Regeneration, tubular epithelinm + 0 0 2 0 0 1
Cyst <+> 0 0 0 1 1 0
Spleen : Deposit, hemosiderin Total 0 0 1 7 0 7
+ 0 0 0 0 8]
++ 0 0 0 7 0 7
Hyperplasia, lymphoid cell + 0 0 0 0 1 0
Pituilary gland : Aberrant, craniopharyngeal tissue <> 0 (0 1 () 0 0
Thyroid : Hypertrophy, follicular cell + 0 0 0 5 0 (
Skin : Ulcer + ( * * 0 0 1
Granulation, dermis + 0 * * 0 0 1

a: There were no abnormal findings in the trachea, larynx, tongue, parotid gland, submandibular gland, sublingual gland, esophagus, lorestomach, glandular stomach, duodenumn, jejunum, ileum,
cecum, colon, rectum, pancreas, heart, thoracic aorta, urinary bladder, ovary, uterus, vagina, cerebrum, cerebellum, spinal cord, scialic nerve, thymus, bone marrow, submandibular lymph node,
mesenteric lymph node, parathyroid, adrenal, eyeball, Harderian gland, skeletal muscle, sternum, femur or mammary gland.

b: + = slight, ++ = moderate change and <+> = presence in "presence or not" basis.

¢: Values are no. of animals with findings.

d: * = not examined.
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