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4. EH

OECD I L ¥ WELR ZMSRICBDLLIBHAEORELT, 473/ 7/ — )LD 0k
XtHd), 20, 100 KU 500 mg/kg/day % Crl:CD (SD) T - OMERE(E 12 FT/EH)ICECHT 14 HRA,
KETHZORTREREZED 35 B, HTIEIECHR, HRPFAKUOEE I HETEL TROK
5L, BEYICH T RE/SEERVCEFEENENICRERIZEORE - BEFICKITTEEICD
WTHRA L7z,

41. REKRSHEH

500 mg/kg B THREG 3~5 HICHE 4 FIR OIS 4~25 BITHE 2 FIASE - L 72, SECHITIE, 3B
CEZETICHREEHOET, BRTEER, BEL, BER, KEEAQ, BRED, KRETES
BB VR Sz, EERITIE, 100 KRN 500 mg/kg # O THERNE S 3 U, &6
THSH5N, 500 mgkg O 1 #ITHEESHOE T RTBERITRLS KL T HICED SN, Fz,
500 mg/kg Bf DUEHE TIIFER CEARBOKMEN A 50, 100 mghkg FHOMICE W THEHEROK
ERRED LNz,

SE T, 500 mg/kg BEOFRTHIOMH TERBOBAKROIEKR, M THRERO/NL, BEROFREBR
FFERUBRBOEBEMANRD 5Nz, EHEFITIE, 500 mgkg BOHE THREOERBAL, BEO
BERTERO/NUEARD 5Nz, B, KRREFARCEEIFETH OM T, 500 mgkg B THE
BORBEANED SN, BEEETIY, BODS500mgkg B THRERVER LEOBTERER
DR EEIEKENRD 5N,

WRIEHIEFRAETIX, 500 mgkg BDOFETH OME TERICY > /\7 A, HRESERMERD
REEDEFENA LN, TORMEDERNECEREEZ 5Nz, BT, BR TR TR
FRANE EEMIBOBBERDOILENALN, IV o FRaEaRE, Pt IREBEEZRLE
ZEMS, HEERREEZ SN, £, 500 mgkg BEOECHIOB T, BROBIHBEOZE
HAERE UL NI MBEOZERIESA SN, REAOHTIE, BROERNRD SN, 56
T3, 500 mg/kg B O TERICHEREKEE, & NN AERTBENHERRD 51z, Big,
500 mg/kg HOH THEROBBHRECETHROBY, BEMROEE/EEREIV MY MR
DOZERAENH SN, R LR OEBENO A MR R R FOBDRED 51z, ki, 500 mgkg
BOAEFOR, REBFAOHMEVERETH O TIE, MBICREEOANTIT Y IERSH
L, EEFOBETCERZBEAOH TII, MEICEAELNED SN, BB UEE, BEE
HERUOEBETALNEELTIE, WTNBREBRBEEDENNRD 5N,

BEDXSIZ, 100 BTX 500 mghkg B THBYERSIZILDZENROONTNDE I EN5, K
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REREG MBI RERSEHICETIEEZEST, MM S b 20 mgkg/day EHEZR I N 7=,

4.2. EFEFAEFN

BEMWOERMEERICEL T, FERBEEAVCFEERERMCEMNMES SN o 7208, 500
mg/kg B D 4 GITHEHOERSEIEL . /2, 500 mgkg B TR, FEHBMSEEL, HiEk
VHETBORRNIIFLA TR SN, XBEHEK, KBER, ZHE, BEN, BEREK
ERERVHEZRTHE, RBYERSOEEIZDoNRN -7z, BREMITBEL T3, 500 mgkg
BHTREROEE, HEROKEBERUHEIROER 4 BOAFERIEESRD SN, BiZ, 500
mg/kg BETIZAER 0 RV 4 HOMHEFERAREIEENED SN, HERE, HERK, F4
RO, AERREFRVOBPINXREE BHERTE, #BRMEESOZEBIRD SNaho Tz,

PLEDX ST, 500 mg/kg B TREWM O EFEREN KK ERIBAOEENRD SN, Lizdio
T, ARABREM FICB T 28O EFERE N RN EAIRICET 2828 BT, HEWEVRE
¥ & H17 100 mg/kg/day EHER I N/
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5. BBRMEIERUGE
51. BBWHEKRUEE
5.1.1. #BRYHE
51.1.1. 4
4-732 ) 7x /—)V (4-Aminophenol)

51.1.2. BEX

NH,

OH

5113. Oy &S

51.1.4. CAS&S
123-30-8

5115 AFE
900 g

5.1.1.6. BBAB
20054 6 B 7 B

51.1.7. 8T

51.1.8. R
B~ TWEADREERHEK
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5.1.1.9. B
99.0 %

5.1.1.10. &EtE

BERTRIEBYEZ TR OBRICEM L THMET, KEMEHEEL ZGNER 1 B
2).

BRRRHE =P R LR FERRR L INBIERT

BRI AMN B NBARRKREG 1 F 15 (T806-0004)

TEL 096-643-2770, FAX 093-643-2059

5.1.1.11. BREFHAEECREEM

TIVI D FEE, [ESSREERL, W, BT ToBHT(2005 4 6 A 7 H~2005 49 A 22
I BB E (62) DI B RE Kk OMEIR 2 (61), #BECHR(2005 45 9 A 22 H~2006 4£ 2 A 14 B)id
KB=EODICRFLZ. BL, 20054 6 A 22 H~20054 9 A 13 HOMIZL, Y NI FHEETH
TWigdo7ed, BERTEROZERICEEIIZED s a7z

ABESERTOEBRRE : SEBRWE62)DHEBEE ; 2~5C

iR 2 (61) ; 2~7C
MBS ECR OERNRE - KR (6]1) , ; 2~8C

51.1.12. BERWEEFEH
BREAN R, YAORUVILFREZEFERHL, KEBCAELBRWELSEELE.

5.1.1.13. RERERYE
FHOY b5 5g BRL TRELE.

5.1.1.14. BROBEHE
BN L.
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5.1.2. 4k
512.1. &%
05 wBIINARF I AF I O—2F hY 7 L(0.5% CMC-Na)/KiBik

5122. FEEROLFH
Carboxymethylcellulose sodium salt (CMC-Na), Medium viscosity

51.23. EXxooy hE5
044K0101

51.24. FEXROAFE
200 g

5.1.2.5. FEFROHET
SIGMA-ALDRICH

51.2.6. FEROHER
KEBBDOHE

512.7. BRELRBERURESD
BEDEZOC)DREBICERTREL =,

5.1.2.8. BAORMLERUHESE
CMC-Na BEXZEHAK HRXEtAFEETHO v bEE SE00)] ITBEMEL T 0.5 wyBKIE

WELE. B1~2EBOHEETHEL.

5129, BRWAEBREH
BiczL
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5.2.9. BREFUCHIRF ORPIFE

ARBHC, BBy — PN TORNZT O =01, miE7 o)l kR TRICHIIERE
ZELATBHEEDIC, HABES, BREFPYESKUOHNERRLETNES T — P ORIEICH
.

5.2.10. BT

BERWMAEIC, TOHOKREZEICBIEREEALETHSTEZT, FHEED 20 %L
NOBMEFERALE. i, BIIOWTIEEARNERECERL TW2BME/FRLE. 28,
BROBMIHABRD SBRA L.

52.11. BT BOBIFE
BUMBREZAHI L -BEEZROMITZ EEDIC, RBRES, PR E, BSERUHZETR
LoV E&S — ORI 7.

53. ABRORESLM
531. FHERE
5311 FHEEIEES
NI T = AT 5L CRBROEHEZ 91 &

53.1.2. HEF—
25V AAF—)VEL (W260 x H200 x D380 mm)
RY AF IR T8 (W265 x H185 x D425mm)

53.13. ¥—28BH
AT VAAF—)VEy—T B (W1300 x H1550 x D450 mm)

BYAFNURF B —TDH (W1500 x H1550 x D450mm)

53.14. NBEHK
BEBCEIREDIZ 1y — %D 1~3 0, BRI 1 7 —J%=0 1K
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53.1.5. BE
23~27°C (FFZAEiH 21~27°C)

53.1.6. IEEE
51~61% (BFEH 35~75%)

53.1.7. HH
PRI TRERST, F8 T RELT O 12 K

53.1.8. BEEK
10~20 =], /¥

5.3.2. fAB
5321 N

EREEEL (CRF-1, YU XY NVERTERISH)

5322. BEHE

BIEARBE

5323. $fHEHE
By B

53.24. 4%
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FYUILHNVEBBTERAHPBEEA BERAST L F—CERLTERLEZOY M
EDODRREAFL, ERPORMEYBKRANSHNTT7—L - SRS MU —XDFERMERE

ERILTHWBIE2RRALL.

533. &K

533.1. &N
HFK
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533.2. HEHE
KA FEET N AZEN (2 ppm)

53.3.3. WKHE
BHHER (HE%RKERIHRKE)

53.34. ¥
KEREZ 6 7 B ZELITHMREHBIRICTKEL, TOOMREENKEZKEEZICESL TN
B TR LT

53.4. K®
534.1.

FOALT7b—=20 (HEFy—ILA - UN—H]A=4h)

534.2. BEHE
SERIBEE

53.5. BEBRMOTHBEE

r—8E C 4 AT 1~2 Bl

AT IVAAF—INEr— 2 BRI 1 [EEcH

RURAFNAR T ARy —D D AR 1~2 [BIscH

=M L 1R 2~3 ESSH{R L, SRRt oRkidEa)
*67KHR : 1IBENT 3~5 [|Ixc#

53.6. HBREVHEE
FERBMIIAKEA - M L—TRELZ. AFZR3SEERL, HEEEBRLETY I TH
KU/ BEEFECIIKEERET MU JARVESHAGTAZAY, 1 BRI EICRHBLE.

54, BBYEEIEKCORESYOAMERURBEE
54.1. BB
FEILUTOFETITH /-,
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1) BBRYEEZERICHEETEL, HEEICA ) UHAKICANE.

2) BB EAETTHRER L. PEOBEAZMABEL 2.

3) RIFABREBICR - ORHERE, AR Y —KBLE.

4y DEOEARE A ) TRHASNICAN, ABRTEINERETARI Y F—ITHBLE. &
DEREZRERE DR LE2ITHRN AL

- 5) HEEMA, RABEEEICAZAT Y7L, 50, 10 XU 2 mg/mL BWEABL 7=

6) BBEIEML, HIABRBMIBLTINIBETTELLE.

542, FBUEE
ERRCHRRL /=,

543. EAYWTTORBYEOREERVE—H

0.5 whvBAINHRF I AFINENO—ZAF NI LBEBKT 4-73 ) 72 /- VOH—UROR
EHABRGERES : P050089, HARH/NFT7—L4 - IRTRU—X) IZBWT, &P, Bk
TTH 1 H+ER, BT 6 BB ETO, 2 R 50 mgmL BAERORER R U —H 252
U 7= (TR B 4).

544. HBHBEOBBNE
BEWE AN S ARBIC, RABRES, BRYEs4, wRYERE, #5828, RAYUARUHA
MELEBRALETXIVERET LT,

55 BEEPOHEBRYEBENE

PIEFRERIC TR TOREORGRIIDONT, AL ZRSEREN S TNENH 30mL FE
U, FTRIZRTAFERE TER2HNTFT 77 —L- TR T NI —XTRELZ. P, EEMEIZ
BLE SN BED10%LUN & LR EER 3).

Bl FEE, 05 whBANRFIAFINENO—ZF M) T LABERT 4- 73/ 72/ —)VD
BEAEENY F— a VHRERES P041534, MRX2HNRNFT77—L- K5 M) —X)TH
MEINEHFERICETSEERL .
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551 EBEEYEEBYEEFEHLL)
5511 &%
4-7 2/ 7x /—)I (4-Aminophenol)

5512, B&EX

NH,

OH

5513. Oov MRE
AGNO2

55.14. CASES
123-30-8

5515 AFE
1000 mg

5.5.1.6. BiEC
HE LR TEAR ST

5.5.1.7. BETTN
HE~5TWEEADOEEERK

55.1.8. HiE
90 %
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5519. RERGERMRESH

T FEE, [ESEEERL, BP, BT T/HERT2005 4 6 H 7 H~2005 4 9 A 22
EDI BRI E (62) DI BN EUE K OMEIR E (61), ZMBIE£(2005 45 9 B 22 H~2006 45 2 A 14 A)id
EREOI)ITRAFLZ. BL, 20054 6 H 22 H~2005 49 H 13 HOMIL, 7T FEET-
TWRpo 72, BERTROZERICHERZRD SahoT.

BB DOERRRE | KBRYE (62 DMRINEE ; 2~5T

IR ZE (61) ; 2~7C
RBOE S OERRE : KIBE@6]) :2~8C

55.1.10. ENEEFEH
BREANR, YAIVROILFEEZERL, HECMABELREWEOBEELE.

5.5.1.11. FHRARDEREYE

BEZESy LTz
552. HAE
A% J—JVHPLC i) DR T KKt
1-A 08 RV B D LT R RER)
D HEULR T ¥R S

U 2B GRERR) b WS

Pl HRESHNTF T 7 =L TR T P —ZIBNWT, BRKELEE
& AT A ELIX. ASM. MILLI-Q, MILLIPORE)IZ L D& L
7z.

553. 50 mmoVL1-F 7% U ANE BT M) U LABRKREH2.5)OFE
1-A 25 IR BT )T L10.8 g 21900 mL OFEKITEN L, U VB TpH2S ITRER,
BiZKZMmA T 1000 mL & U7Z[S0 mmoVL 1-F 27 % > ZJ)Vvik BT Y 7 AVE#K(pH2.5)).

554. BEHORR _
A% )= 3 I 50 mmoVL 1-4 7 4 > Z)ViR BT b U DU AEREH2.5)T BZE2 A TRES
BEMHEELUE.

22
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555 HRAEOFHH
AZ )=V TRITHMAIBEZMATESGL, FREHEL/~.

5.5.6. EEFABBKORE
BEYE 100mg Z2IERICED, FRAEEZMX TERIZI100mL & L. ZOWK 2mL 21EkE
EY, HRBEREZMATIEMIZ100mL & U, ZEFABAKE L0 ug/mL). FAEIIBIEH &

IZf1o 7=,

5.5.7. HIEEREEORE
(1) 50 mg/mL & 53K

50 mg/mL B S HROBAE EBB L2056, B2 ALV ENETN ImL ZIERICED,
B2 A TIEMIZ100mL & Lz, 2O 2ml #IEFEICED, FREEZ I TIERIZ 50
mL & L7/z.

(2) 10 mg/mL 5K

10 mg/mL B EHORBZBH LN, TEO 2L ZTNFN ImL ZERICED, F
AR AZ A CIEMICSOmL & Lz, 202 mL 2 EHEICE D, FRIAE 2 02 TIEMEZ 20 mL
L7
3) 2mg/mL &5iK

2mg/mL BHHROFAB ZBIBLAENS, BEDO2yMEDETNTN 1L ZIEMICED,
R A CIEREIZ 100 mL & L 7=,

558. BESE
557 8ICHE - THRELZBEERGEEZ, TitOBRBREKIZ O NI 57 4 —HPLORYTE

TN 1B 7.

[HPLC &4
EEI= Y b : LC-10ADVP2 & (%RA LB EIER
UV/VIS ki : SPD-10AVP ($k &1 B EUERT)
YAFAAFA—T : SCL-10AVP (M=t B2 EHFERT)
F—-hTxo % : SIL-10ADvVP (kX2 B EHEPT)
NS LFA—T > : CTO-10ACVP (B &tk B EUERD

FoSA T HYY : DGU-14A (kX &L S 8IUER)

23
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F—H NI Tk : CLASS-VP (#k:{ &4t B ELERT)

B & : UV 220 nm

A B AN : CAPCELL PAK C18 UG120 (4.6 mm L.D.x150 mm, 5 pm, #k&%t
HEE)

N7 LBRE : 40°C FHED—FIRE RERE : 40°C)

® 5 1 1A% ) —=)V/50 mmolL 1-7F 2 % > Z ViR B+ MU D AVEHR(pH2.5)
IR#(3:T) |

i : 1.0 mL/min

A B 120 uL

F—r BT I—RE : 25°C

559. BREOREHE
HEBEAICIDESNAZE—27ERLD, FLostERXZ2AVWTERERITOBBRY EERELE
Hi7.

B ERPHEBEYERE(mg/mL) =R EHA R IREE (1g/mL)/1000 X (Ar/As) XD
Ar: BIEEREBHI BT 2 HBMWEO Y — 7 HE

As : BERBBRICB T 2 REYEO E— 7 HiE

D : FHRE; 100 (2 mg/mlL), 500 (10 mg/mL), 2500 (50 mg/mL)

5.5.10. 7—% OB

FHRERCY—VERSEREEER L. EBRMERERVTOPOEIEHET 4+ HBE
PERAL THEDRFEIRELEZ. A= P TERIRBRIVLTN O/ MUEUT 2B 2NER
AL, MREEUT1HELE

5.5.11. BRE
ERBLIhoT.

24




Study No.P041490

56. BEHE, HERRCHEBR
5.61. HKH5ER
ROy

56.2. BREBBROBREH
TOECD ZMHBR T K512 ) THREINTWIRERETHD, TEHINDELMOERER
BO—DTHH=D.

5.63. #BH5HE
BE (RZ1, 77028, AEXZL7HRER) 2RV THRAREO®REL-. RE5EDPREBEER
A —I5—THEBELE.

56.4. HBEFRA
FriFICRS L.

5.6.5. ®5EBEKURSHIM

HEVIAECRG 14 HREIRUE D3 35 HIEIOGET 49 B, MEIZSHEIRT 14 B, ZTECHIRT (BTRAR
METOREKI4EE, WIRFAUOHEIHE TOMM, 1 H1EERZS L. [OECD
EHABRIT I R4 NCHL. B, B5HBHERG1HE L.

566. ®E5RE

20, 100 ZUXS500mgkg & L7z, HE5FBIT 10mlke &L, MEBICIIRSEOEKEZREL
7o, BHERER, HECICRERAUZENRGTOBICOWTIHERKEZRIC, TERILED
HIZOWTIERO BRI 0 HOKBEZREICENTNEH L&,

56.7. BEEREORN

ARBRICET > TER L 28 HRREEORSENRBH RS =B F RSB FHARE
B, #&58;4, 20, 100 KX 500 mg/keg) " DFERN SRE LTz, FORE, 500 mgke B T,
H1FANEEL, £EAO-RRETARENORANS SN, KE, BHE REE, 0
B, MR CERERUREFRE CRRYER S ICERA L2 &£ 2 5B 0380 517
100 mg/kg BIC BT, FEFRE THBRMERSITERALZ EEX 5NDBLNA NN, &
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WEZBMTH o7z, 4 T 20 mgkg B TIIERMBERSICL2ZEIIRD SN2, Lizdio
T, ARBRTIIHBRYERSICI2EZENZEDONS 500 mgkg ZHAREEL, LUFAMK 5 T
L 7z 100 mg/kg R U 20 mg/kg ZHABK MERRICERE L =

5.6.8. BEHERR
Xt ° 0 0 10 ﬁ g i?iiiéi
ERE 20 2 10 @ 3 123?:
L T e
mHE 500 50 10 ﬁi i; ig;:igg
a: A EZRE

57. B, RERVHAIEOHEEMNICHE
571. HEYOEE, WERVRE
5711, —BRE
BEHHPIIE ARG, RFEZRRTRSER 1~3FHEO 3 EH, —BRREBOFEERTEROR

BETOE.

57.1.2. BE
BREHEZBL CH 2 BIOHETHE L.

57.13. EfERE

BEHMZBEL TR 2 HOEETAELZ. HBL, TEMFRITREL 2oz, FriicsEe
EANREREZREL T -2y ML, BHOFRIPICHRHESBE S —UNSROHEL T
EERELEZ. P, BEEORRIREBOAEHE L.

57.14. Sl
%%Eﬁ@%ﬁt,I—?»ﬁ%??%@%%ﬁ%@%tiDﬁm&%éﬁ,E@ﬁt%ﬂb
TITRTOBRERMEBICOWTREEOFEEZBRBIIREL =
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5715 BEEEBOHFE
AR, BERURBELAOREERZBFEL, HRHOKEZRCAEHNBREERSZEHL
7=.

57.1.6. REMBIFRE

FBE, BREAUCICHBNICRENA SN/ R, BEBRUOBEIZOWTIE, 10vol%hitiE
BRIV BER BL, REEKURBRE MEQT 7 VR THIEE) TEEL THRELR. MNER
RUHBHMERSREGHOERE, BREGRUCARMICERENRASNIZHE, BERRUBRICDON
THNRT T4 SIEELEDS, AT REIY Y - T U REERL TEREERL. K5
BEUOZEAROHEOHERR R ERICDOWTHRBEMBRIRELZT 2. 28, BEIIDOW
T, BRAEZEOLENED SN, "NEITY hEbhalzd, NI hFL U - THI B
BITMA, NWYCERBRO 2T -INVRIGEEBL TEEL 2. 812, BREOAMNRAE -
BB O TR0 54172 500 mg/kg B D 3FITDONT, 00y F O T U 2 ORBLREEER L /7.

572. HBEHOBE, BlEkOCRE
5.7.2.1. —RORER
BZEHEPIIEA RS, REEEEUNEREE 1~3 KRB0 3 E, —RIREOBRE AR OH

BaEfrolz.

5722. AE
AECRTO 5 AR R OB ENSE 2 B, FREIENIER O, 7, 14 KU 20 H, WmEHRPIL
HWEO (O%B) R4 BICHEEL.

5723. BfEE
ZEHTOBRSHENIE 2 B, EERBENIEIE L, 7, 14 20 B, BEHBPEEET 1 (O
BH) KU'4 HicBAPELZ. BlEhEE S 713. L.

5.7.24. {ERERRE

HORGHMBAN SXRBHEEH 52 WIEIRE R 7 £ TR o—EREICREIC TER
R, HEROBRA T, HEARIKER D), EEaH P, EEH B) KRS
®H M) CHEL, REHBDICETEEN B) »5XROFEN (B) ETOEFHEEKT
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FRERBEEHLZ. 2B, 500mgkg HD 1 HINo. 19)WHRE 4 QI L7Z-9, HEHkRE
DFEN SN L. T, REHBETOREIISEZT—Y &L,

5.7.2.5. AFEEESIRE

KBS, MEED 2EBICELERANGOHRALE. R—BATHRES 1 ET D2 —RARBS
¥, BHBEPORTXIIBRSERS N HETRBRIEL, TOHZEKROBELTREEL
o, KEHHMEIREE2EBELE. INSORER2S, XERMERK GIEBIHE, KRHMILE

WELERR), RBERUEE)BREZEH L . 7238, 500 mgkg B TIIERIZ SR FIZ
HE 4 BIRUEE  BIDNTEC L7z, M3 FINRABBB XD EZHBTERN o/, INsIZ
DWTIE, FBENORENRD SN EERGBE 4 KOS5 BICKEZRB L. £, KE
HARIFRIZ 500 mg/kg BEDHED 1 FINFET L 72728, AHINo.187) K UATEAF O (No. 14 DI A FE
REJ IR DFHE SRR L 7.

5.7.2.6. DHGERERUREIRE

SR b EDHWIRE, HRBOBBY ORI, ERZSOWEREZERTHEEDIC
R R O ER R L. SRRREIL TR AN T L 2 & 2R L BiicD
WTSHERBLZ.

572.7. Hik
ﬁﬁ%m%§4Etl—?»ﬁ@?f%wﬁﬁﬁmmﬁkxDWMﬁ%éﬁ,ﬁ%#m%ﬂb
TIRTOREATHBICOVWTREDHELREICRET S LEBISIBREFTFEEZRIBL,
BRBERUEREREZEELE. WE 4 BETIIHAROLFANELT L ZREMIC DN TITED
DICT—FIVHE F CARIBBBIRYIBNIC X D MO BZES B3k L, EABKROEREREET
L. zh, XENRDSNRLSEEHICOWTIIEOIKRBIZ, 2BLAWEMICDOWTIX
IR 24 BIZT—T VB T CHARIBEBIRUEBNC X VRGBS E = 3R L, HEEOFEEHERL
2. WEFNOBABIERCABMICRENS SNZMEBICOWTIIHBHELZZDSE, 10 vol% 1
BERN Y CBRICEEL TRELE.

5728. BEHEROHIE
kg, PPRONREEEZBELE. BHIZ, SIRHBOAREZECKENBEERZEH L.
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5.72.9. WREMESAHIRE

BRE K CRPIARADIC B S 5 NI D W TIE, 10 %P L < U A TR L TR
L7z BB O B SR E R URIRA I B A 5 N I OV IS S 7 1 LR
ELEDS, ARMFIUL - TAVURAEZHLTERLE. KRB, RBEAERULKET
DUEDIFEIC DN T SR BB FRER T ok, 28, BRICOVTIE, BEAROLENRD
50, NEVFULAREOND, AT REIUL - TADUREICMA, NV SERER
U2 E— VRSB ERL TR L.

573. FHEROEE
573.1. SHFERER EEHRE

WE 0 BICHIERRK, AR, ZEERR, HARMER, HERGCEROHAROAEREZ
EmLz. i, WERZEHLZ. HEROEFLORERZEHITVL, WE 4 HIKEZBET
HEEDIT, EEEEZEHL L.

5.7.32. HI&

WE 4 HICT—FI)UHB T CHREBSESE, #E - ABORIEMERE L. 3iRE, H4ER
ORBRVERORE - MEEZRORE, h—hAEHMIY ) —IVIC—EEM CRIERE L.
T, RERKOECIRICOWTHHKRL, h—hAZMITsY /—IIVICEEREL .

58. HBRET DI HKBEIEH OLE
ABREPETHIIECHICERL, EROBRRZIT-/2. TOK, BR, BR LK, JIREN
KHNIBMICRENASTUCM, B, Rk BERERCEEEZREL, 10 vol%FHEEERIL~< U >
AR (BL, BERUBERLKITY VI THER) ICEERGFELZ. BER, BRIE, IR
TR HIBMICRESA SN, BE, BREVCEEICOWTENS 70 2P/ ELEDL, A
REFIN D - IATOREERL CREBEBFREEZERL . BRIIOWVWTIR, BEEERD
HENRD SN, NEZSTFTY ONGFEOLNLED, AP FIU D IXTREITMA, N)VY
DERBRUOV TNV EERL TERL. EIZ, 500 mg/kg # TERB O A KME LM
BOBTRERRDSNEHTEFOM 1 FIIZDONT, an- 707U > OGRERBEERK L. 128,
BEREIZDWTIE, REBROFEDRS SN, BRBKICREEIRD SNk o720, HEHE
MFBRER b
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59. #EEHARYLLER
TROBOREIFHBIZITY, WITNOHELEEKEZ 1 KOS %E Lz, RAEHIIFHE
OXHEN SR LTz,
59.1. HEW
59.1.1. ZEHEK
#E, BEE REAH REEK TERHFEAK HEHM REERRVHKELREER
BRI TFHELERREERD, SEOE—EZ Bartlet EICKDREL, FBNHE—I5
&1, Dunnett DLBHEREZAWNWT, R22HAIT Steel DZELBREEZAVWTHREEO
k& Efro 7.

5.9.1.2. Mann-Whitney ® U BRE
R R AR E

5.9.13. (BE

ZEREWEZZELEE) <100
UEIREMI R MR EMWIED X100
UHIREWIE HEZREWYIE) X100
(A R EE R IREERE) <100

oK Xt
B 5 &
# M8 /K%

EE
s

592. Fii&ER
592.1. HHEKE

EHER, A, LR, WAERE HMHEMERAE QEIEOVHEZ 1 EErs
L), MEBHEIZS59.1.1HICHEL .

5922. YBE
e o (EEH A VR BUEEH AR EO

5.9.2.3. Wilcoxon DJEF IR EE (MAEE)

ERE - CERBUEARED *x100
FRER C EEREVEERE) *x100
NERER D (BB BEUREIRED %100
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BIBIANR B VR IR R : (BB EERZ/MERL) <100
iR  (HMERZBVAERRER) <100
FAERD 4 HOEFR (4 HOERB/HAEIRS) <100

5.10. B OEIEFER
Bid, %R F Ty —4 SR N —XOEMERIZBET ISR WEYICERL
7=,
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6. BER
6.1. NEHEEGHEM
6.1.1. —RREE

— R EEF FL% Table 1, 2 X TX Appendix 1, 2 IZ/R U7z

500 mg/kg B O THE ST 3 BIT 2 #(No.137 KU 145), 4 RT*s HIT# 1 BI(No.147 K TN 144), i
TG 4 KU 25 BIZ& 1 Hi(No.191 KT 187y FET- L7z, IS DA, #5 3~5 HO&kE
D OHE2FITERESHOE T RUCERTR, ELFTRINASH, BEnbDTHREEY
187, BWLOTEHORERICHELEZ., INEDS 5, H#ES 2 Fl## : No.144, 147 B
i : No.187, 190) THERIIRE 4 HOBREFOBEL, # 2 Fl(No.137 KX 145) THRELAHES 3 B
DOEGEROBENSED SN, FIZ, M1 #INo.187)TIHHRS 11 HORGHMMSREEH K
ORRERE R, &5 25 HORGEZOBED SKRE T RO 52 1~3 BB OBZED 5L
HENED, |®E5 19 BURICEHENZD 5Nz,

EFFITIL, 100 B TX 500 mg/kg # TRERD, ML DKL 3 HUBRORER 1~3 REO#
KM SEHOBRLGHIBIRETOMICEHI TH S5, 500 mgkg B OME 1 HiNo.192)Tld, HFEH
DT R ERITFRN S 7 HOKESE 1~3 KEICE D 5Nz, BiZ, 500 mgkg B TIEEEN
HEHE - B 12 BUABORGERD SR 5HE 1-3REOBRE T, 3T THENICED SN
7= REY, TR CERFFIONTIUCDASNN, BREZICHRETLH—EAEOEILTHD,
AEHFOBRSHBR TRICERD SN 722 &0 5, HEYEORFICERL 25 ¥HE
ZDRWEAL SR L 7= V. ZD1ED, 500 mg/kg B DM 1 FITHEBLELR 2~10 HIZFRD 517z,
BEICDOWTIE, HRCHRVEEFIOMOE 1 I THSNZS, BEARDDES, EEFEFITIE
B SHEPICREENRD LN TND I NS, HEYEREG SEERORWERNLZEEE
A6z, 2B, HMOMRMELRELD, KREEHEFEDOZRIAFIR T By —JCEL
I EICED, ROBROBENRFEICZ /=70, BBRIIBETEZ Lo/,

6.12. fE

REHF % Figure 1,2, Table 3,4 K TX Appendix 3,4 IZ;R L7z,

BT, 500 mghkg B THREMBZEL TR R L TERREENRD 5Nk
HTIY, 500 mgkg B CHRGHBZEL TEMEERLNS SN, £5 4~15 BRCHR 7 W
20 AT HERE & thie U THEEREMORD Sz, BT, 500 mgke # TII2BETHNLHEL,
HEHEMFHRZ T Ao 20, WE 4 BICH SR EENRD s .
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613 HE=R

HEHE % Figure 3,4, Table 5,6 & TX Appendix 5,6 IZ:R L /~.

HETIE, 500 mg/kg B TG 2~11 BICH IR L8 L THEEREENZD SN,

T, 100 mg/kg BEDOHRE 2~8 H KR 500 mgkg BHDKRSG 2~11 HTHREELLEBELTEE
IRMEEAFRD SNz, B, 500 mgkg HTRERFETHIVSHL, REENFHEEZTA D7
2, HE 4 BICHLSHREENRDSNE.

6.14. H&

HIRRDFER % Table 7~10 K TN Appendix 7, 8 1R L7z, 728, XPOEMADEII(EREFAR/R
BB THS.

AFBITI, 500 mg/kg B DOHE 8 #i(8/8 #) THEE D RIS AL, 4 Hl(4/8 B) THEBDREE, 1 #(1/8
B THRERDO/PEUENA SN, 20 KT 500 mg/kg BOH THR FEAOEBRARENE 1 #1(20 mg/kg
BE 0 1/12 B K T 500 mg/kg BE - 1/8 BNITER® 54172, 20 TN 500 mg/kg BETHLNT-FBE KD
HERAZHIL, WINHHEBRARNDELS, FROIOELTHD, BEHEICEELZWEL
THDHIEND, EBRWERSEOBEROLRWELEEZ SNz, Z0IEN, NEEHOB 14
(/12 FHTHBOBREAN Z 7 BRO 5Nz, MOEFH T, dRELRVEBRYESIREGHRT
BREIIFZD N Mho T

FETH1(500 mg/kg FHTIE, HOEH /4 F) TEROBARVREANA SN, ZO5H 141/4
BN TS ORERE R, FWKRUEKOEENED SN/z. T, o222 F) TEROEEE
fkiBsN, 055 1602 6)T, WRONUL, BERORGBROFEROEE, 1IN0 1 4]
(172 By CHADEENRD Sz, HOBRERICDWTIE, FETEMY T3k R ORR
BHRPHBOENDTEDHHIENS, BRBYERSFICILDHFANSECEEMETE Mo 7.

KRZEHARVEZRIFECH O/ TIZ, 500 mgkg BHDF 1 FICRZES] : 1/1 FIRULRIETH - 1/6
B THRBROEBAINED SNz, FEFAICDVWTE, REEEDSNahH7.

615 HREER

SEEEORE% Table 11, 12 & TF Appendix 9, 10 IZ;R L 7=.

HETIE, 500 mg/kg B TRERURBR FEOENERERUHIHERICHBR SR U THERIK
ENRD SNz, 728, 500 mghg B TIE, RAKEBICHHEH LRI THEELREENZRD SN
7. BETHL, 20 KOF 100 me/kg B TR BB S ORICH R ERD S LM 5. 500 mgkg BE T
X, REFBEMN 28 TH 2D, HMAFNFMEEZT DI ENTERN 2N, BREERUIR
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ROMMEE TIINRE B L THSARMEENZD Sk, 28, ROMNER TIIHR
BIARL TERRD SRR 2.

6.1.6. REHBERE

JAEHBARE DK R % Table 13~18 XU\ Appendix 11, 12 KR L7z, 728, XHOFEMADE
BREEFERBRENR)THS. .

EFHITIE, 500 mg/ke BEDHE 8 Fi(8/8 Fi) TR DEREE T\ U P2 O R R O TR
(round J X elongate) DA, R EAFICBREOERENOEFEMRZRENS SN, T0DE 4 4i4/8
FHTHRREICEEDO L MU Moz, 3 #3/8 #l) THRICERE OB RMRO /B, 4 4
@8 P THE LERICBREORETFORIVRED SN, RREFEENFER ML=, FiZ, 500 mgkg
BEOHE 4 Pl4/4 B TERBOFTEELRW UBREOFEEEIRME, BEOY /N7 IR OERIM
BERALN, 2035 343/4 )y TEEORARME LEMROBTHARD 5N/, EALRM
E LEMROBTFRARD SN DN Toy,-7 B 7Y OGEREaERELZHER, Bt
B TH -7z, F7z, 500 mgkg BHOKE 8 Fi(8/8 Bl)y THBICEREDRBHONED TV S UEOIV
U UERE B, o T LIS B S NRESEAERICHILE. 2055 36(3/8
P TIRBEEOHNEMARD SNz, ZOEFEH,, 100 KT 500 mgkg BEOHED 1 51(100 mg/kg
BE 0 1/12 B TX 500 mg/kg B : 1/8 B THE LA FRIEN S SNZD, WIns HBIHIRA
Hirk, BREENICEDONDIETH S I ENS, HBRWEKRS &OBEN O WERNE
L e SN,

FETHITIL, 500 mg/kg FEDHE 4 Fl(4/4 BR W 2 Fl22 G TEBROEEZWLREDS > /X
7 AR OBRER WL PEEOIFEERERMENA SN, O3 BHE 4 Fi4/4 B R OME 1 512
FHTHEELT WL EEOKRME OBRENRBD 5Nz, Tk, M1 512 F)y TREORMRME -
BEAROMETFRNED LN, ay-7 07V ORERBEERLLZER, BETHo 2. BT,
1 3 B (3/4 BB O 2 B1(2/2 B) TRERRICERE OIEALIRMIE a8 BERR OILE VY >
BYa B, ae— VRS B)SRO oz, T, B 1F/4 Gy TRERICEE ORBRHE
RBOEMABFRE OV MU MROZEEAS SN, 16301 A TRHROEEOEHENRD 5N
o, ZOED, H1EQ B THICBEORBEAHMS SN, BEATIRDSNEEL
THY, EPORCHITEAENTWRNI ENS, HBRYERS EOBREROIWE{LEEZEX
5N,

HEDORK RS, FEFI KR IEIRIETHTIL, 500 mgkg HOLRIBRTHRUVRZREHADE 1 FI(H
171 6)T, BRICBEEORBHONEDT U UBECIV) DBREA G, ot VRE: B
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HRA LN, RRXEHI TIIMEBICREOHMNENDRD SN, REFICEBRZD SN ho
7=.

6.2. EFEREFN
6.2.1. HEANIRERVETHEIRE

HERERER NEFERE TRE D RAE % Table 19 KX UX Appendix 13, 14 IZ7R L 7z,

ﬁ%%ﬁﬁ?ﬁ,%%@&&U%%%%Tﬁﬁﬁ&%%%géﬁﬁﬁ&@ﬁtﬁﬁm%ﬁa5
Nxho 7z, 500 mg/keg BD 4 FITHELHOEIENELL 2.

HFHEESIRE T, 500 mg/kg BED 1M Z RN TIRTIZRRENA 5 1, BT, 20 % X500 mg/kg
BOE 1 HEZRWTHRNSRD 51z, Lo T, KERIIKIEEE, 20 T 100 mgkg B Tl
K& ® 100 %, 500 mg/kg B THEAY 85.71 %R UMDY 90 %, SZRAZIX, *THERE, 20 R 100 mg/ke
HTHREED 91.67, 91.67 KT 100 %, 500 mg/kg # THEAY 100 %K MRS 88.89 % TdH D, XiHE
BLEBYESREHLOMIIARRERRD SN - 2. £z, KEFERRICBW TS,
XHREE S B E R R SR EOBICARRZEZIRAD Shizh o 2.

6.22. SHBRUHERHWEE 4 B X TOREWNITHERRE

53 3 e O MR EE O pA& % Table 20 2 TX Appendix 15 IZR L 7z,

SR DR TIE, 500 mg/kg #f T HEEE & B L THEMIBRAMOER R U RO B’
(HEROKEEDER)MTFEMATH SN, MER &L THEREEROBERCHAERD
KENBD 5Nz, FIT, £% 0 HOMBER EIRAE T, 500 mgkg HTHEBCHEBEL THER
RIEENRD SNz, Z0ED, FERBOAEREICHBNT 500 mgkg B TORBFED 1 HIRUE
BAE, ERE, HEOSHMN1AIRED SN, HEREK, FiEER #HEK BRER #FR
%, HER, FEROEL, NEBERRUBANKRERERORRTE, SEEIEBDESR
EREOMICERRERRD SN o 2.

HERORETIL, 500 mgkg BOFEYDIZIELATHEROEER VBALTEHNSL SNTIC
6 BFIOBREY TEFERDECHL LN, FHEROER 4 HOEERTHBH LKL THFRER
BENBD SN, NS ORBYIFHEROEERVRILTE2TOT, FERZERT T
BB oNz. 2B, £tk 4 HOMERERAETIIHEE S 20 KT 100 mg/ke B EOMICH
BREZEDSNAN . 500 mgkg BHETIILERCHNSHL, REFNFMEE2ITA N o7
2, HSOREENRD 5N,
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7. EE

4-7 X/ 7z /=) DREHITETIEEERO-REL T, AT 14 B, #TIEZOH%R
i 25T 35 B, MTRECHM, ERAMEOWE 3 BETROKS L, BB d s
RERGHEEROCEFREAL MK EREORE - RECRIITHETOWTRAF L.

71. RE&REGHE

500 mg/kg BEDMERETIE, 4 IRV 2 FITREVRBOD SNz, NS5 DHTIE, 2FITHR
EFOETROEBRTFENA SN, BIZLATHEMMIEVCEaRNBD SN, HiZ, 14T,
REED, BRER, ARETROEBMINRED SN, HEED, RREQ, FRETEUHE
BAGZIE, M 161DHICHLSNEETH DA, £H1ITFE L W—RREOBLLROEERDNAS
NTNBZENS, BBRYERSICEELZREBELICEIEREEAS N, £FFITE, 100
K TX 500 mg/kg BEOMERE TS 3 HOHREG BN SBERNEEEICA S5, 500 mgkg BEOME 1 41
T, 57 HORERICBEEFHOERTRUERITELZD 5N/, BERICDODVWTRE, FHR
Y & W7z 28 HEIKER DR EEERR "ORBRECBVWTHRDSNTNEELTH DI &
NS, HRWERSCER LR LEEZ SN,

RETI, 500 mg/kg BFOMERE TIRESHMZEL T, KEH 2 WIMEEERNA 50, EHET
DEMENED SNz, T, BHEEBOEKER 100 mgkg BICBWTHRD SN,

REZRETIE, BB T 500 mgkg BOETHOEICBROBERVIEXR, HBIZEROERA
38 5. FEMGERE TS, W TERICY >\ T M, FRENRHERCREE
DBFENRD SNz, BT, Ml TEMRME LRMEOBBEMOTENRA LN, VY &
et DotV RSB E R LI &0 5, HEEARR EE X o Nz, £FEHFITIL, 500 mg/ke
BHOETEBOMANRY SNz, WEARARE T, MEEEREE, &>/ HERTE
RAERRD N, 5 OBBOELICHEEL T, 500 mg/kg BHEDFLTH DI 1 1 THEBLDTR
BROIFENED 5N, 77, 500 mgke BEOFETAOHR CEEFAOHET, BRICIEAREE
FEMBOMTENS SN, EEFADOHE Top,-7 07 L OEENERI N, TOE(ITARER
AEVBBINZEOOBRRNBEEZEZ SN, BLADHICa,-7 17U OFENRD SN
Mol s, Sy NEFOBERTHDo0y,-7/ 07 ) VRS LERL, TRLB#ET Y
EHEDEEZZ LN, B, BEAOHIZOWTIE, £EFAOETIIREREIIRD 5
NTHLT, 100BDOEATHD NG, HERYERS EOBEERIBENWEEX SN,

JERE T, 500 mg/kg DAL OME, RZEHIOME K N2 IRIETH O THIEE O BEALNR
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W5z, FEMRBFRE T, 500 mgkeg BOEFHIOR, RAZRBHIOH R 2 BIRTEFIOM T
MBICHREBEONED T Y D RENSH SN, £HEFIORTIE, REHEEOENINREDNZ. B
2, EFFIOBKRORZRBAOH TE, BEICHNENIRBD 5Nz, AL, RICEBEIN
7= 28 BREIREROEEHR BT, FEBRYERSICIZBLOFEEINREINTNSZ
EN5, EROEEEZ SN

BEROBEE LATII, 500 mgkg BOFTHIORE 1| FlICREESFRE TEROESAREOE
/B R U 2)V M U MR OZERESRO 5Nz, EFFITIE, 500 mgkg BOH 1 I THERED /N
BERA 5N, BREERICBV TS, HOD 500 mgkg # THERURE R LEOETEE K X
EBICEENED SNz, FEMASFRE TIL, 500 me/kg B O THEORE ML O FHK
OED, BREMEOENAER KT FVMIROZERANA SN, R A TERNOETERR
RERBETORELRRD . INSOECIIEREHOATALN, REFEEOREING R
LNTNBIENS, BBRPERGITHEEL R LEEX SN

ZDIFD, 500 mg/kg BOFLTHIOME 1 HITRERD/NMERA SN, WEMEMERE TIL, WiF
DEHNRD SN, FHNL, FLLBRIREOBLROEERONRD 5NTNEI EN5,
HBRMERE L DREBEITHEI BT EEZ R 5. F/2, 500 mgkg H DT OHES 1 HIT
BA R OEKOEZLNCWAOEFENED SN/, ZN5DOF T, BROBA, EBELK
VDHERBA 50, BEEK TICXBREENE U TWAHRIEENRE I /=AY, KEHZE(LIT,
ABFFNIIRD5NT, BAECHEEEIL>THELLZENS, BROZLITHMML TEL
bOERFEZEN T

LA ED IS, HiHE & % 500 mg/kg B TR DFEAEDNB SN, EEFITHBNTSH 100 B U500 mg/kg
BT—RRE, AERCESEER, 500 mgke B CREFREICKBRYER S CL2EENTD LN
TWBHZEDS, FRBEGTICBI 2472/ 7z /) —VORERSEHICHET 2 BEERID,
M & B 20 mg/kg/day S HER TN

72. HAREREEHE

BB ORI L T, FERBREXR N EEFEBRAMICEITIA S N > 7248, 500
mg/kg HO 4 FITHERABORBAEIE L. £/, 500 mgkg B TIE, HRMBVERL, Sk
UHBETBORRMIZZATRD SN, KBERR, XRBE, XWBE, B, FKREX,
BERERVCHERTIE, #BRYVERSOREBIRDONABD .

DGR OEERE T, 500mgkg B TRERDOSE, HAEROEEROHFEROLER 4

37



Study No.P041490

B OABERICIEEAED 5N, ZN5EDAEFEGE FIZOWTIE, B80S ML ST
DRBICHES B EE A S, BT, 500 m/kg BETIHATE 0 UK 4 B OREHES & ik & T 5 fE
MED 5. B ONERETIE, 500 mgkg BT 2 FIOIERE EIRA 1 fIELCEAH
7, ERE, HECAHN 1 PIBBE SN, KRWEER S CHRREER VNN ERER
HBIRCZEB 5NT, HEFIMSDRNT &0 5 BRRENRTILEEL SNk, 2B, H
FERM, B R UH AR O I ISR B 5 ORBIIED 5NN o 7.

UEDE S, EEWOERERICHT 2HEE LT, 500 mgke BCHEMOEIE, FIRIER
DEE, HHRUBWEFBORBNED 5N, KRB RETRRYERSOBEE LT,
500 mg/kg B CHEROBIE, HABOEE, FERKEDEMEEOVES 4 BOEFEDKENSE
BHENTE. LEEdio>T, KRB TICHIT 2 B8 OEREN R ORI ICHT 2 EyE
213, B8 EOREW & HIT 100 mg/kg/day EHER I Nz,

ZE SRR
1) 4732 )72 /)OIy hEHRANS 28 BEIREZORSHHAER

{bEPEEEABRIRE, Vol5, 447462
2) K.N. M. Khan, C.L. Alden, (1991): 33 Kidney.]V Mechanisms of injury C. Proximal Tubular Injury In,

Handbook of Toxicologic Pathology,” eds. by W. M. Haschek, C.G. Rousseaux, Academic Press, San

Diego, pp.285-301.
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Fig.1 Mean body weight changes of male rats treated orally with 4-aminophenol
in the preliminary reproduction toxicity screening test
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Fig.4 Mean food consumption of female rats treated orally with 4-aminophenol
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Table 1 Clinical signs of male rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test

Group Days of treatment

and Clinical sign

dose 1 2 3 4 5 6 7 8 9 10 11 12 13

Control Number of examined 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

20 mg/kg Number of examined 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

100 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 7 3 3 0 1 2 5 7 4 6 3
Brown urine 0 0 5 9 9 12 11 10 1 5 8 6 9

500 mg/kg Number of examined 12 12 12 10 9 8 8 8 8 3 8 8 8
No abnormality 12 12 6 4 0 0 0 0 0 0 0 | ]
Brown urine 0 0 ) ) 8 8 8 8 8 8 8 7 7
Prone position 0 0 3 1 0 0 0 0 0 0 0 0 0
Decrease in locomotor activity 0 0 4 | 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 3 1 0 0 0 0 0 0 0 0 0
Salivation 0 0 2 0 0 0 0 0 0 0 0 2 2
Dead 0 0 2 1 i 0 0 0 0 0 0 0 0
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Table 1 - continued Clinical signs of male rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening iest
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Table 1 - continued Clinical signs of male rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test

Group Days of treatment

and Clinical sign

dose 28 29 30 31 32 33 34 35 36 37 38 39 40 41

Control Number of examined 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

20 mg/ke Number of examined 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

100 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 2 2 1 1 1 | 2 5 4 5 0 0 2 0
Brown urine 10 10 11 11 11 11 10 7 8 7 12 12 10 12

500 mg/ke Number of examined 8 8 8 ] 8 8 3 8 8 8 8 8 8 8
No abnormality { 0 0 0 0 1 0 0 0 0 0 0 0 0
Brown urine 6 6 7 8 8 1 8 8 8 8 8 8 8 8
Prone position 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in locomotor activity 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 5 5 4 4 0 0 2 2 4 2 2 1 3 4
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1 - continued

Clinical signs of male rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test

Study No.P041490
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Table 2

Clinical signs of female rais treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test

Study No.P041430
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Table 2 - continued Clinical signs of female rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test

Group y i Days of ireatment

and Clinical sign

dose 14 15 16 17 18 19 20 21 22 23 24 25 26 27

Control Number of examined 12 12 12 9 6 3 0 0 0 0 0 0 0 0
No abnormality 12 12 12 9 6 3 0 0 0 0 0 0 0 0

20 mg/ke Number of examined 12 12 12 9 6 4 0 0 0 0 0 0 0 0
No abnormality 12 12 12 9 6 4 0 0 0 0 0 0 0 0

100 mg/keg Number of examined 12 12 12 1 0 2 1 1 1 1 1 1 1 1
No abnormality 4 A 10 6 3 2 0 | | | 0 0 0 0
Brown urine 8 10 2 1 ? 0 1 0 0 0 1 1 1 1

500 mg/kg Number of examined 11 11 11 11 9 8 6 b § 4 3 3 2 2
No abnormality 5 1 5 2 1 2 | 3 1 [ 0 I 0 0
Brown urine 5 10 4 7 1 4 3 1 2 1 2 1 2 2
Decrease in locomotor activity | 1 l l 1 | 1 ! 1 1 1 l 0 0
Bradypnea | | 1 | 1 1 1 1 1 | 1 l 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 | 0 0
Pale skin 1 l 1 1 | | 1 1 l 1 1 1 0 0
Pale eyes { 1 1 1 | i 1 1 1 1 I 1 0 0
Salivation 1 2 2 3 3 3 A 1 2 2 0 0 A 2
Loss of hair 0 0 0 0 0 1 1 1 1 1 1 1 0 0
Hypothermia 0 0 0 0 0 0 0 0 0 0 0 1 0 0
Lateral position 0 0 0 0 0 0 0 0 0 0 0 1 0 0
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Table 2 - continued Clinical signs of female rats treated orally with 4-aminopheno!l in the preliminary reproduction toxicity screening test

Group o . Days of ireatment

and Clinical sign

dose 28 29 30 31 32 33 34 35 36 37 38 39 40 41

Control Number of examined 0 0 0 0 0 0 { 0 0 0 0 0 ( 0
No abnormality 0 0 0 0 0 0 0 0 0 0 0 0 0 0

20 mg/kg Number of examined 0 0 0 0 0 0 0 0 0 0 0 0 0 0
No abnormality 0 0 0 0 0 0 0 { 0 0 0 0 0 0

100 mg/ke Number of examined ! 0 0 0 0 0 0 0 0 0 0 0 0 0
No abnormality I 0 0 0 0 0 0 0 0 0 0 0 0 0
Brown urine 0 0 0 0 0 0 0 0 0 0 0 0 0 0

500 mg/kg Number of examined 2 2 2 2 2 2 1 1 1 | | 1 1 1
No abnormality 0 0 0 0 0 | 1 0 0 0 0 0 0 0
Brown urine 0 0 2 2 2 | 0 1 1 1 | 1 ] 1
Decrease in locomotor activit 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Bradypnea : 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pale skin 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pale eyes 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Salivation 2 2 | 2 2 0 0 0 1 0 0 0 0 l
Loss of hair 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Hypothermia 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Lateral position 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2 - continued

Clinical signs of female rails treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test

Study No.P041490

Group o )
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Table 2 - continued Clinical éigns of female rats treated orally

with 4-aminophenol in the preliminary reproduction toxicity screening test

Study No.P041490

Group Days of gestation

and Clinical sign -

dose 0 1 2 3 4 5 6 7 8 9 10 11 12 13

Control Number of examined 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

20 me/ke Number of examined 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

100 mg/ke Number of examined 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

500 mg/kg Number of examined g 9 9 9 9 9 9 9 9 9 9 9 9 9
No abnormality 5 8 8 5 1 7 7 8 7 1 8 8 8 9
Salivation 4 1 0 3 1 | 1 0 1 | 0 1 1 0
Loss of hair 0 0 1 1 1 1 1 1 1 1 1 0 0 0

One an1ma](500 mg/kg) did not copulated

Three animals (Control:1, 20 mg/kg:1 and 500 mg/kg:1) were non-pregnani
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Table 2 - continued

Clinical signs of female rats treated orally with 4-aminophenol in the preliminary reproduction toxiciiy screening test

Study No.P041490

Group . Days of gestation

and Clinical sign

dose 14 15 16 17 18 19 20 21 22 3 24

Conirol Number of examined 12 12 12 12 12 12 12 12 12 3 1
No abnormality 12 12 12 12 12 12 12 12 12 3 1

20 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 3 1
No abnormality 12 12 12 12 12 12 12 12 12 3 |

100 mg/kg Number of examined 12 12 12 12 12 12 12 12 12 ) 1
No abnormality 12 12 12 12 12 12 12 12 12 6 1

500 mg/kg Number of examined 9 9 9 9 9 9 9 9 9 9 3
No abnormality 9 8 8 7 8 1 3 9 8 8 3
Salivation 0 1 1 2 1 2 1 0 1 1 0
Loss of hair 0 0 0 0 0 0 0 0 0 0 0

One animal (500 mg/kg) did not copulated.

Three animals (Control:1, 20 mg/kg:1 and 500 mg/kg:1) were non-pregnant.
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Table 2 - continued

Clinical signs of female rats treated orally with 4-aminophenol in the preliminary reproductioh toxicity screening lest

Study No.P041490

Group ' _ Days of lactation

and Clinical sign

dose 0 1 2 3 4

Control Number of examined 11 11 11 1 11
No abnormality 11 I1 11 11 11

20 mg/ke Number of examined 11 11 11 11 11
No abnormality 11 11 11 11 11

100 mg/kg Number of examined 12 12 12 12 12
No abnormality 12 12 12 12 12

500 mg/kg Number of examined 8 8 7 5 3
No abnormality 4 6 5 4 3
Salivation 4 2 2 1 0

All newbons from 6 animals (500 mg/ke) died from days ! to 4 of lactation.



Study No.P041490

Table 3 Body weights of male rats treated orally with 4-aminopheno! in the preliminary reproduction toxicily screening test
Group and dose Control 20 mg/kg 100 mg/kg 500 mg/kg
Body weight (g)

Days of ireatment I 372.8= 11.6 (1 372.2+  20.1 1Y 370.9+  18.5 (1D 368.3t 18.4 (1)
4 391.3+  15.9 (1) 390.3+  23.0 (12) 383.0+ 26.1 (12 347.0+  3l.1%x ( 9)
8 402.1+  16.0 (1) 405.2+  25.7 (12) 392.9+  29.6 (12) 357.2+  24.6%x ( §)
i1 417.0+  19.6 (12 417.2+ 211 (12) 406. 1+ 31.4 (12) 366.5+ 26.1%x ( §)
15 431.0  20.9 (1) 433.3%+  30.6 (12) 418.8+ 36.4 (1D 376.5+  27.8%x ( §)
18 445.5+  23.9 (12) 447,84+  31.8 (12) 436.8%  38.6 (12) 388.9+  29.3%+ ( 9
22 463.1+  23.0 (1) 463.6&  34.0 (12) 452.7+  41.4 (12) 402.5+  31.9%x ( §)
25 476.7  23.1 (12) 475.3+  35.3 (12) 465. 1+  43.0 ( 12) 413.9+  35.3%x% ( 8)
29 486.0% 23.4 (12) 488.0+  36.6 (12) 476. 9+ 47.2 ( 12) 423.3+  30.5%xx ( §)
32 500.7+  25.2 (12) 499.6+  37.6 (12) 491.6% 48.4 (12) 435.8+  30.7x¢ ( B)
36 514.0+ 28.8 ( 12) 510.3+  37.2 (12) 499.9+  48.6 ( 12) 444.5+  39.5%% ( §)
39 523.2+%  25.0 (12) 518.9+  37.7 (12) 509.3+ 49.7 (12) 453.5+  40.5%% ( 8)
43 535.3+  26.7 (12) 532.3+  38.8 (12) 524.4+  50.2 (12) 470.6+  45.2%% ( )
46 543.0+ 29.9 (12) 542.2+  36.9 (12) 533.4+  50.8 (12) 478.2+  46.6%% ( 8)
50 555.0+  31.7 (12) 554.8+  39.4 (12) 545.0+ 51,7 (12) 487.2+  49.1%% ( 8)

#%: P<0.01 (significantly different from control).
Values are mean®S.D. and the values in parentheses represent the number of animals.
Four animals (500 mg/ke) died from days 3 to 5 of treatment
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Table 4 Body weights of female rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test

Group and dose Control 20 mg/ke 100 mg/ke 500 mg/kg
Body weight (g)
Days of treatment 1 224.5+  13.4 (12 2240+ 12.1 (1) 223. 4+ 7.6 (12) 224. 2+ 9.3 (12)
4 233.7+  15.0 (12) 230.2+ 11.9 (12) 223.2+& 7.9 (12) 207.44+  13.0%x+ ( 12)
8 240.4+ 17.5 (1) 238.3  13.9° (12) 232.3% W) { 12§ 1.1 13. 3%+ 1)
11 243.2+  17.3 (1) 241.0+  14.0 (12) 236. 1+ 6.7 {12 216. 11 13, 3## 8))
15 248.9+ 18.8 (12 245.6  13.6 (12) 241. 1% 9.3 (12) 222.3+  16.6%%x (11)

xx; P<0.01 (significantly different from control). _
Values are mean+S.D. and the values in parentheses represent the number of animals.
One animal (500 mg/kg) died on day 4 of treatment.
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Table 4 - continuned Body weights of female rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test
Group and dose Control 20 mg/ke 100 mg/kg 500 mg/kg
Body weight (g)
Days of gestation 0 250.44+  19.0 (1D 252. 1+  14.0 (1 249.6x  13.7 (1D 239.4+  14.1 )
1 287.1+  22.7 (11) 287.8+  20.3 (1) 281.3+  10.6 (12 265.2+ 16.4% ( §)
14 7.1+ 23.4 (1) 3191 24.8 (11) 314.5+  12.8 (12 295.0+ 17.5 ( 8
20 391.5+  29.4 (1) 393.0+  36.2 (11 383.1&  20.9 (12) 345.4+  17.5%% ( §)
Days of lactation 0 299.7+  27.3 (1 301.8+% 22.1 (11 289.2+  17.2 (12) 278.3+  13.9 ( 8)
4 322.2+ 272 (1D 320.8+ 22.3 (1 315.3+  14.5 (12 281.5% - ()

%: P<0.05, #%: P<0.01 (significantly different from control). ‘
Values are mean®S.D. and the values in parentheses represent the number of animals.
One animal (500 mg/kg) did not copulated.

Three animals(Control:1,20 mg/kg:1 and 500 mg/kg:1) were non-pregnant.

ALl newborns from 6 animals (500 mg/kg) died from day 1 to 4 of lactation.
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Table 5 Food consumption of male rafs treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test
Group and dose Control 20 mg/ke 100 mg/kg 500 mg/kg
Food consumption (g/day/rat)

Days of treatment A 8.9+ 2.8 (1Y 29.9+ 2.5 (12 8.4+ 4.1 (12 13.1% 7.28% (1D
4 29. 4+ 2.5 (12) 29. 1+ 2.7 (12) 27.6+ 4.0 (12) 16.0% .05 ( 9)
8 28.5% 3.5 (12) 29.9+ 3.1 (12 27.3+ 5.0 (12) 22.4+ 2.9%x  ( §)
11 28. 6+ 2.0 (12 27.3+ 2.9 (12) 26.9+ 2.9 (12) 23. 7% 2.2¢% ( 8)
15 28.2+ 2.4 (12 28. 5+ 2.8 (12) 22.9+ 8.8 (12) 25.6% 3.0 ( 8
30 30. 1% 2.6 (12) 29. 2+ 2.8 (12) 30. 4+ 3.7 (12) 30,3+ 2.9 {( Da)
32 29.2+& 2.6 (1) 29.6+ 3.4 (1) 30. 4+ 3.1 (12) 3.7 3.6 ( Ta)
36 3.9« 3.6 (1) 29. 8+ 2.4 (12) 30.6% 4.0 {12) 27.9+ 5.4 ( 8
39 30.5+ 3.0 (12) 29.0+ 3.4 (12) 28.8+ 4.5 (12) 28. 8+ 4.2 ( 8
43 29. 4+ 1.5 (12) 29.3+ 3.1 (12) 29.3+ 3.8 (12) 30.1+ 4.0 ( 8
46 32.2+ 4.3 (12) 30.9+ 2.1 (12) 30. 0+ 3.1 {12) 3.1 3.4 ( 8
50 29. 7+ 3.0 (12) 30. 4+ 3.9 (12 29.4+ 3.4 (12) 30.2+ 4.6 ( 8

#x: P<0.01 (significantly different from control).

Values are mean=S.D, and the values in parentheses represent the number of animals.
Four animals (500 mg/kg) died from days 3 to 5 of treatment.

a) No measurement of one animal (500 mg/kg) during the mating period



85

Study No.P041490

Table 6 Food consumption of female rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test
Group and dose Conirol 20 mg/kg 100 mg/kg 500 mg/kg
Food consumption (g/day/rat)

Days of ireatment A 17.5% 2.4 (1 16.3+ 2.0 (12) 3.2+ 2.7%% (1D 6.1+ 5.1%% ( 12)
4 19.7+ 2.8 (12) 18.2+ 2.2 (12) 7.1+ 1.9 (12) 9.0+ 5.5%¢  (12)
8 19.6 % 5.1 (12) 19.9% 3.3 (12) 18.4x 1.8+ (12) 14.5% 3.1k (11)
11 19. 1% 3.0 (12 18. 1+ 2.2 (12) 17.9+ 2.1 (12) 15. 7+ 3.9 (1)
15 19.8+ 2.9 (12) 18.0+ 2.9 (12) 18.4+ 2.3 (12) 18. 4% 4.5 )

£ P<0.05, #%: P<0.01 (significantly different from contrel).
Values are mean*S.D. and the values in pareniheses represent the number of animals.
One animal (500 mg/ke) died on day 4 of treatment.
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Table 6 - continued Food consumption of female rats treated orally with 4~aminophenol in the preliminary reproduction toxicity screening test
Group and dose Control 20 mg/ke 100 mg/kg 500 mg/kg
‘ Food consumption (g/day/rat)
Days of gestation 1 15.0+ 2.8 (1D 16. 14 2.0 (11 [5.0+ 2.2 12) 13.7+% 3.8 (8
7 22.3+ 3.0 (1D 22.5% 2.9 ( 11) 20.6+ 2.1 12) 20. 6% 3.5 { 8)
14 21.5% 2.5 (11) 22.7+ 2.6 (11) 22. 1% 1.7 (12 22.9+ 2.5 (8
_ 20 24.9+ 2.7 (11 24.5% 3.1 (1) 24.3+ 2.4 (12) 22.6+ 2.8 ( 8
Days of lactation 1 15.5¢ 8.6 (11) 15.2+ 8.4 (11) 21.9+ 5.5 (12) 16.7+ 3.3 (D
4 41.7x 7.5 (10 39. 2% 6.3 (10 39.8% 6.3 (12) 22.9% - ()

Not significantly different from control.

Values are meanxS.D. and the values in parentheses represent the number of animals
One animal (500 mg/ke) did not copulated.

Three animals(Control:1, 20 mg/kg:1 and 500 mg/kg:1) were non-pregnant.

All newborns from 6 animals(500 mg/kg) died from days 1 to 4 of lactation.
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Table 7 Necropsy findings of male rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test

Study No.P041490

Sex Male
Group and dose Control 20 mg/kg 100 mg/kg 500 mg/ke
Organs and findings Number of animals 12 12 12 8
Digestive system
Liver )
Hernia, diaphragnmatic 1 0 0 0
Hematopoietic system
Spleen
Coloration,black-brown 0 0 0 8
Urinary system
Kidney )
Discoloration,bilateral 0 0 0 4
Genital system
Testis
~Small,bilateral 0 0 0 1
Epididymis .
Nodule,unilateral, light vellow 0 1 0 1

No appreciable changes in all other organs and tissues
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Table 8§ Nﬁcrgpsy findings of male rats treated orally with 4-aminophenol in the preliminary reproduction foxicity screening lest
-Dea
Group and dose 500 me/kg
Organs and findings Animal No. 137 144 145 147

Respiratory system
ung
Spot, dark red - - -y

Urinary system
Kidney

Discoloration, bilateral + + + 1
Enlargement, bilateral + + + +
Others
Thoracic cavity
Hydrothorax - - - +
Abdominal cavity
Ascites - - - +

Grade sign: -, none; +, mild; ++, moderate; ++f, marked
No appreciable changes in all other organs and tissues
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Table § Necropsy findings of female rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test

Study No.P041490

Sex Female

Group and dose Control 20 mg/ke 100 mg/kg 500 mg/kg
Organs and findings Number of animals 11 11 12 2
All organs and tissues NR NR NR NR

NR: no remarkable changes.
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Table 10 Necropsy findings of female rats

-Unscheduled sacrifice

treated orally with 4-aminophenol

in the preliminary reproduction foxicity screening test

Study No.P041490

Group and dose

Animal No.

Organs and findings \\\\

Control 20 mg/kg

500 mg/kg

154 164

187

188

189

199

191

192

194

196

197

198

Hematopoietic system
Thymus
Small
Spleen
Coloration, black-brown

Urinary sysiem
Kidney
Coloration, black-brown
Urinary bladder
Retention, urine, reddish

Integumentary sysiem
Integument
Loss, hair

Others i
Thoracic cavity
Hydrothorax

Grade sign: -, none; +, mild; ++, moderate; +++, marked
No appreciable changes in all other organs and tissues

No. 154, 164 and 189: non-pregnant female.
No. 187 and 191: dead females

No. 188,190,192, 194, 196 and 197 dams that all newborn died.

No. 198 Uncopulating female
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Table 11 Absolute and relative organ weights of male rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test
Group and dose Conirol 20 mg/kg 100 mg/kg 500 mg/kg
No. of animals 12 12 12 8
Absolute organ weights
Final body weight (g) 555.0+£31.7 554.8+39.4 54504517 487.2+49. 1xx
Epididymides (g 1.274£0.07 1.27+0.08 1.23+0.09 0.92+0. 05%x%
Testes (g) 3.58+0.14 3.50+0.33 3.34+0.24 2.40+0. 29%%
Relative organ weights
Bpididymides (g/100 gB.¥.) 0.23£0.02 0.23£0.01 0.23+0.02 0.194+0. 02%%
Testes (g/100 gB.W.) 0.64+0.05 0.63£0. 04 0.62+0.05 0.49+0. 05%+

¥%: P<0.01 (significantly different -from control).
Values are mean=£S.D.
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Table 12 Absolute and relative organ weights of female rats treated orally with 4-aminophenol in the preliminary reproduction toxicity

Study No.P041490
screening test

Group and dose

No. of animals

Control

—_—
[

Absolute organ weights
Final body weight (g
Ovaries (mg

21.2
9.9

B
~300
M H

S
H
—_—2
— 2

oo oo

Relative organ weights

Ovaries (mg/100 gB.W.)

28.1%1.4

Not significantly different from control.

Values are mean=£S.D.
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Table 13 Histopathological findings of male rats treated orally with 4-aminophenol in the preliminary reproduction toxicily screening test

Study No.P041490

Sex Male
Group and dose Control 20 mg/ke 100 mg/kg 500 mg/kg
o Number of animals 12 12 12 8
Organs and findings
-+ H 4+ Total -+ 4+ 4 Total -+ H H+ Total -+ H H+ Tolal
Digestive system
Liver NR(1) 0 )] ()]
Hematopoietic system ,

Spleen o (1 ) ) @®
Hematopoiesis, extramedullary 10 0 0 0 o 3 0 0 3
Deposit, hemosiderin, red pulp 1 0 0 0 0 0 8 0 0 8%

Urinary system

Kidney )] 0 0) 4)

Tubule, basophilic | 0 0 0 0 0 1 3 0 4

Droplet,epithelial cell,proximal tubule,hyaline 1 0 0 0 0 1 3 0 0 3

Cast,granular 1 0 0 0 0 0 4 0 0 4

Cast,proteinaceous 1 0 0 0 0 0 4 0 0 4
Genital system

Tesiis an ) : (12) )

Decrease, spermatocyte 12 0 0 0 0 1 0 0 0 0 12 0 0 0 0 0 8 0 0 REE
Decrease, spermatid (round) 12 o 0 0 0 1 0 0 0 0 12 0 0 0 0 0 8§ 0 0 8¥x
Decrease, spermatid (elongate) 12 0 0 0 0 1 0 0 90 0 12 0 0 0 0 07 i 0 8%
Vacuolation, Sertoli cell 12 0 0 0 0 1 0 0 0 0 12 0 0 0 0 4 4 0 0 4%4
~ Degeneration/necrosis, spermatocyte 2 0 0 0 0 0o 0 0 0 12 0 0 0 0 5 3 0 0 3%

Epididymis (12) (0 (12) (®)

Decrease, sperm, lumen 12 0 ] 0 0 1 0 0 0 0 12 0 0 0 0 4 4 0 0 4%
Debris, germ cell, fumen 12 6 0 0 0 1 0 0 0 0 12 0 0 0 0 0 8 0 0 REE
Granuloma, spermatic 12 0 0 0 0 1 0 0 0 0 1{ 1 0 ] l 1 1 0 0 1

£ P<0.05, ##: PC0.01 (significanily different from control).

Grade sign: =, none; 4, mild; +t, moderate; +t+, marked

NR: no remarkable changes. ) ) _ . ‘ A
Figures in parentheses are number of animals with tissues examined histopathologically.
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Study No.P041490

Table 14 Histopathological findings of male rats treated orally with 4-aminophenol in the preliminary reproduction toxicily screening test - Dead

Group and dose 500 mg/kg
Organs and findings Animal No. 137 144 145 147
Respiratory system
Lung % % %
Hemorrhage, alveolus +
Urinary system
Kidney
Necrosis, tubule Ht O
Tubule, basophilic ] LA S
Deposit,epithelial cell,proximal tubule, granular, brown -+ o+ 4
Cast,proteinaceous Ht M
Genital system
Testls _
Vacuolation, Sertoli cell - -+ -
~ Degeneration/necrosis, spermatocyte - -t -
Epididymis NR Nk MR MR

Grade sign: -, none; +, mild; ++, moderate; +++, marked.
NR: no remarkable changes.
%: nol examined
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Table 15 Histopathological findings of male rats freated orally with 4-aminophenol in the preliminary reproduction toxicity screening test
— Immunohistochemistry for a2u-globulin

Study No.P041490

Group and dose 500 mg/ke

Organs and findings Animal No. 141 142 148

Urinary system
Kidney
Droplet, epithelial cell, proximal tubule, hyaline + t +

Grade sign : ~, negative; t, positive.
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Table 16 Histopathological findings of female rats ireated orally with 4-aminophenol in the preliminary reproduction toxicity screening test
Sex Female
Group and dose Control 20 mg/kg 100 mg/kg 500 mg/kg
Number of animals 11 11 12 2
Organs and findings
- + ++ ++ Total - + t+ +++ Total - + ++ +4+ Total - + ++ +++ Total
Hematopoietic system
Spleen NR (1) () )] 0)
Genital system
Ovary NRC1D) () )] NR(2)
Not significantly different from control.
Grade sign: -, none; +, mild; ++, moderate; +++, marked

NR: no remarkable changes. . _ i ' . .
Figuares in parentheses are number of animals with tissues examined histopathologically.
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Study No.P041490
Table 17 Histopathological findings of female rats treated orally with 4-aminophenol in the preliminary reproduction toxiciiy screening test
- Unscheduled sacrifice

\\\\ Group and dose Control 20 mg/kg 500 mg/keg
Organs and findings Animal No. 154 164 187 188 189 190 (191 192 194 196 197 198
Hematopoietic system ‘
Thymus % % % % % % % % % % %
Atrophy 4
Spleen ¥ % % % % % % % % %
Hematopoiesis, extramedullary - +
Deposit, hemosiderin, red pulp + +
Urinary system
Kidney % % % % % % % % % %
Necrosis, tubule - +H
Tubule, basophilic ) . t+ +
Droplet,epithelial cell,proximal tubule,hyaline + -
Deposit,epithelial cell,proximal tubule, granular, brown + 1
Cast,proteinaceous t 4
Genital system
Ovary : NR NR N NN N NR NR NR NR NR MR MR
Integumentary systenm ,
Integument % % NR & % % % % % % % %

Grade sign: -, none: +, mild; ++, moderate; +++, marked
NR: no remarkable changes.

*: not examined.

No. 154,164 and 189: non-pregnani female.

No. 187 and 191: dead females.

No. 188,190, 192, 194,196 and 197: dams that all newborn died.
No.198: Uncopulating female.
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Table 18 Histopathological findings of female rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test
- Immunohistochemistry for a2u-globulin

Study No.P041490

Group and dose 500 mg/ke

Organs and findings 187

Urinary system
Kidney

Droplet, epithelial cell, proximal tubule, hvaline -

Grade sign : -, negative; +, positive.
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Table 19 Reproductive performance of rats treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test
Group and dose Control 20 mg/kg 100 mg/kg 500 mg/kg
No. of females examined 12 12 12 11
Count of estrus ¥ 3.75+ 0.45 3.83%t 0.58 3.92+ 0.90 2.64+ 1.57
Estrous cycle 4.00+ 0.00 3.94%+ 0.19 4.00+ 0.00 4.14+ 0.38
No. of mated
Male 12 12 12 7
Female 12 12 12 10
No. of copulated ¢
Male 12( 100 ) 12( 100 ) 12( 100 ) 6(85.71)
Female 12( 100 ) 12 100 ) 12( 100 ) 9(90.00)
No. of impregnated ® 11(91.67) 11(91.67) 12¢ 100 ) 6( 100 )
No. of pregnant ¥ 11(91.67) 11(91.67) 12( 100 ) 8(88. 89)
Duration of mating » 2.50+ 1.17 2.58+ 1.24 2.92+ 3.34 4.56+ 4.03

Not significantly different from control.

a) Values are mean+S.D.
b) Values are mean=S.D. (day)

¢) Values in parentheses represent percentages to the number of mated
d) Values in parentheses represent percentages to the number of copulaied
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Table 20 Terminal delivery of Fo dams treated orally with 4-aminophenol in the preliminary reproduction toxicity screening test
Group and dose Contirol 20 mg/ke 100 mg/kg 500 mg/ke
No. of dams 11 11 12 8
No. of dams with live newborns 11 I1 12 8
Gestation index © 100 100 100 100
Gestational days ® 22.18+ 0.40 22.18+ 0.40 22.58+ 0.67 23.25% 0.46%x
No. of corpora lutea ¥ 15.36 & 1.57 14.09% 2.02 15.25% 1.82 15.63 & 1.51
No. of implantations ¥ 14.36 = 1.03 13.64+ 1.96 14.17£ 2.82 14.75% 0.89
Implantation index ® 93.49 96.77 92. 90 94. 40
No. of newborns ¥ 12.82+ 3.12 13.00% 1.95 13.33£ 2.84 11.13+ 3.52
No. of stillborns ¥
Male 1 0 3 6
Female 0 1 0 2
Total 1¢ 0.7 1C0.70) 3( 1.88) 8( 8.99) %
No. of live newborns ¥ 12.73% 3.20 12.91 + 1.97 13.08+ 2.57 10.13 + 4.39
Birth index © 88.61 94.67 92.35 68. 64%
Sex ratio of live newborns P 1.12( 74/ 66) 0.87( 66/ 76) 0.78( 69/ 88) 1.61( 50/ 31)
Body weight of live newborns (g) *
Male on day 0 6.9+ 0.6 6.9+ 0.3 6.7 0.9 4.94 0.6%%
on day 4 10.9£ 1.6 1.0+ 0.9 10.7+ 2.2 6.1+ -
Female on day 0 6.5+ 0.7 6.5+ 0.4 6.4% 0.8 4.5+ (. 6%%
on day 4 10.4+ 1.6 10.5% 0.9 10.2+ 2.0 6.9+ -
Viability index ® 99. 29 99. 30 98.73 24. 69%%
No. of external anomalies ™ 0 0 0 2(2.47)
Open auricle 0 0 0 1(1.23)
Vestigial tail 0 0 0 1Q1.23)
Short tail 0 0 0 1(1.23)
Kinky tail 0 0 0 1(1.23)

%: <0.05, %%: P0.01 (significantly different from control).

a) Values are mean®S.D.

b) Implaniation index=(Number of implantations/Number of corpora lutea) X100.

¢) Gestation index=(Number of dams with live newborns/Number of pregnant females) X100.

d) Values in parentheses represent percentages to the number of litier.

e) Birth index=(Number of live newborns/Number of implantations) X100.

f) Values in parentheses represent the number of male/female live newborns.

g) Viability index=(Number of live newborns on day 4 afier berth/Number of live newborns) X100.
h) Values in parentheses represent percentages to the number of live newborns.



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

		2024-08-29T11:46:56+0900
	National Institute of Health Sciences




