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3. EBEH

2-= hu-p-Z LY —d 0 (RRREE: AU 7)) L 60, 250 X TN 1000 mg/kg/day % .
Sprague-Dawley 52 SPF 7 » b (1 #RMERES 12 08) O, BEIZIIZRECRT 14 BRI AR
EHMAE@ LU CHRKRATAE T (42 BFE) . MECIEZZELAT 14 B EICH 2 QBB M R O
FREAZ@E L TR 4 BET (42~47 BHE) BWHBOREL, REREFEHER A
FEFAEZMEOMIRIC OV CTRET LT,

31 REXRSSEH

1000 mg/kg | 58 Tid, BRBRBMELH TH LN, BREFOED L CRET
T MEREDFTLEB CTH ST MERE TR B G EENSBEL TE > CTHB L,
HETIIRRESHREZE U, M TR A ERMIHEEm AR bz, HT
TR E 4 BICEBABORMEIRD b, FAMEFOREHMMNER CEEEIIS
REEE LE o7z, M THIRMICIFRO KRB L, RO BRal, BRI FRD /N
o ORISR . g O BEAEM DO TTENR A b LT,

250 mg/kg B E BT, BEARIMESFH CTL LN, ETRE 4 BICEHEDK
EFRD b,

60 mg/kg T 5 CIIEBRYWEREOEEIH N7,

32 HERLEEM

HEW T, A, TRECKELZIK. KER, BEREOZHRE, Bz,
HER, ERHM. BEE. FREHR, FRE, HERE, HAERBKOHAERICHE
BHERGOEEBIIRS LT, BAMMPORETRECLEF XA 2o T,
HERTH, £% 4 BOEFER, A% 0LV 4 BOMI, £% 0 BOARBERD
A% 4 BOBIRETA, £% 0XR U4 BOMEREICHBRMEREICIZEEBIIFEDDL
ot

INLORERNL, ARBEGTIZBOT, AERVEORERGIZLIBREEE
I XHET 250 mg/kg R O T 60 mg/kg, EHMEEIIMERE S &2 250 mg/kg, EERERE
PRICxT 2 B BER CESHEBIMERSY & RS3H TR 1000 mg/kg Sk
&l L7,
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5. HBMHRUAEZ
51 HRYEARUVERK
5.1.1 HERME

2-= h2ep-7 UV — VI =S S —HASENOGUTOERE EDICEALL,
7=, REBBAAINC RO A =T MV OBPEIZ L 0 FHERERENTVWDS (RBRES
A-2348, WFTESE D

fEE HRALR TEH AT

ZAE 7 2-= ha-p-7 LY —)b

FERA TR 2-Nitro-p-cresol

CAS &5 119-33-5

BERATREHREE 3-790

R RS
H,C OH

NO,

55+ C,H,NO;

nTE 153.14

BIRIZBIT HHR EOOFE M

thE 1.24 (28.6°C)

HEE 29.3hPa/125°C

oy NEE FHDO!1

fiE (GC) 99.6%

TR H

Bl 31.3°C

AFE 1000 g (500 g; 24)

HRIEHE Bt WRERT AREFAT & L CIHTBERN GFAE : 1~10°C,
EHIE : 3~6°C) IZHRFELT)

RS TG RRT R E R FEROE | AR YE
AR

B EDEE EEBZOBR E+ 72TV, v 27, REIRSE, (R#E
FREOWEYREELERA L, EEOBEMELY,
BY#HEix, FBESFTREN. 9DB0VET S,

LEME BEMBK T BIERSH RV —F % v ¥ —HE

BIFRATIC T, BRREBRWEORNIBIRANRT MLk
MR L7-iER, EREMANCHRE LR AY v
EIFERRTH V BEMICHBEIL R o7, (BFE
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7B NE : WERME 5 g 2 RERE L U CHBSS AT Ry E
FEECHREFELL, 9RBREOOTR THOZEIT
TRTEERILG LT,

51.2 L4V

4 B : AU 7

HEE : AR

1y MEE : 0929

RFEFE : =R

RFSET : IR SR 7 TS | FFe R E Rl =

B, #BEizonTik, NR-=tap-s2 Ly =107y hEHAVWS 28 HERKER
NREEERR (MEBASEELDRERZEMRT., RBRES 1 06-085) | iZBWT
BEROEEE LTHOWONTWAZ b4 Y THlE8IR L,

52 BEBROPAHRVBRERE

5.2.1 BRI EROBERRURE

RSN B OWRYWE ARV LI ANC, SBERSRE LT, LEEBORKES
a7 AR L TNV ER L 2N T L, BEERT L £ Tk &
FARIZIRFE LT,

522 BERBEOHAHRTRETF
BEZLILBEEBEOHBRYE Z ERICFER L, 0 —ICRERDKN S HlOEE
HEBRBRLUEE, A= —TCHEABALLNOER L ERYE L MABMR T, B2
WL L 2%, BRE ARV A — LT L Ebil, U——%4 &
OEECEBEREN, FOWH A ALY ¥ —IMxT-, BIZHEEEZ AR Y V¥ —IT
MARERBICAART v 7L, FTECREREARN Lz, AMIIERTERE—HELT
TV, AR UERIETBET 7 ARICANTHET (BBERN. FAHE : 1~10°C, £
HE : 3~6°C) ICREL. TEHEOERIN-#HEHENCREICER Lz, BRIERY
R EUL ST — & V5 T B TR RIS LT,

523 BEREDOREN

F U T MERER S T D AREBRYE O 2 BTN 200 mg/mL JRE OWRMIRIL, 7 A BB
FTRTFL. B2, EE - BEATTIHARTFELELDIZOVWT, BETHDZ &M 12-
=hap- s LY =ADTy hEAVS 28 ARRERNREEERR (MHABEASE
B ZR 2R, REBRES : 06-085) | ICBWTHERINWLTWS,
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5.2.4 BERRDBEEED

RS 1 HEES 6O 26, #EICAVLFREOHERIKIZOWNT, BEIZHE
H3 281 EER Y Vb —F o & —HEBEHIFCRT ¢ HPLC RIS X 0 B EHER
EH LT, ZORER. ERERIIBITA2RAMEICHT H2HBRYWEDEIEE 91.5~101.7%.
ThY, WTNLHFRGEHEN (RE . BREICT5%E ; 100.0£10.0%) ThHo7z
(IAER3, 4) 2 s, HRIEORBICRBEIZ o2 EBE X BN, HFED
B & LLTITRT,

[fEEmE)
wRMEO— %%WE%E&LT&%LLQ
4% . 2= hEps LY —
oy S : FHDO1
REFEHIE : R ISR (IREEAT & L CREBEN (-FAE  1~10°C,
ERE : 2~8°C) ITHRAF)
REFBET : BB E I ERTH R E R R L IE Y E R
AT
(BUK)
RIEA Eik A—H—
T hr=RMUW HPLC Thermo Fisher Scientific, Inc.
AR = HPLC H Thermo Fisher Scientific, Inc,
s 7 A aEEE (TFA) IR FYepiIR T A
LS Milli-Q KB A T A
[f58 FH A 2R]
1) HPLC VAT A
Wi B ORI A g
HPLC 2695 L —L g VBV oL
ek 2487 F = 7L A UV/VIS 58 Waters Corporation
T — H PR Empower
2y XKW
BgEs4 R OB A=
SR LB KR AE240 Mettler-Toledo AG
3) FOOBER
HEsa B O A—=F—
Milli-Q /K #E S A5 A Milli-Q Advantage A10 Millipore Corporation

12
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[HPLC B&E (7 b= U BRKTFA RIR (700/300/1, viviv) ) DR
TE h=hFU 350 mL, ¥H8K 150 mL XU TFA 0.5 mL #18A& L7, ARIEILHAE
BEAORERLE (ERAMR,; B%E 14 BLAH)

|

1|

[EHEF R OFRE

PUTIART L9, BEEREEL n=1 CHREFERL -,
s ] S T S BE | T8 | pHupEs
ke BEEE (@ (mL) (/L)
FEYERK Y 0.0100 100 100

W AX -

[ERHEE IR DR
UTFIZRT L9, BEEREZ n=1 TRABRR L,

- —_—— REE | EAE | ARRE
FEE e BEGRURE (mL) (mL) (ug/mL)
TR BRI 1 10 10.0

BRI . AR ) —

[ 7E F2HEE O T3
WERIEZERENRT L 7cDb, IFTORICHE, FHBREN D n=1 TEMRIZERL,
R L CRIE ZRFE 2 AR U,

- 1 IRER 2 RAIR
(m /XL BIE ERE | REE EAE AR
g/mL)
(mL) (mL) (mL) (mL)
12 1 30 0.5 20 1200
50 1 50 0.5 50 5000
200 1 100 0.5 100 20000
B A% —
[HPLC Il & & 4]
T A : L-column ODS (4.6 mm L.D. x 150 mm | $IF% S um,

— R EE N (L E BT FeHE)

: 30°C
HPLC ¥ &h#H : 7 b=t UAERK S TFA JRIE (700/300/1, v/viv)
R : 1 mL/min
& H : UV (HIEFEE 277 nm)
RBHEA & : 5 uL
A— 7T —NERERE
10°C

13
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EANEF

HEANEFE A BHL AN

1 3 YRR (VAT HEOMER)

2 3 ERRE (F2A)

3—5 %1 T8 IR+
BRI LA LR 2 FRT,
FE PRI B ONHIE S B 0 B E 1, I E BRAATE 24 BERILAPNIC
EE LI (RN F—va VREBRT, A— M7 T — P 24 B
PRELZEEPERINTVS) |

[HIE v AT LA
B FARRIC I 2 3 BIEREA L, 2-= b ap-2 LY — LVORFBRFE O
— 7 EROHHEMELHEE L, MiEEIRERFAEO Y —7 BROHEMEERZES
SUTE Lz, £OFER, U—7 BROHENEERZEIT 0.4% LT, KRB O
BEREZ 01%UTTHY, I THESELZWIZ TR ThboZ b, KH
EDRAMNFER SN,

[(BEBRIEF 2-= b a-p-7 L' — LBEOEH]

IEYEVRTE A HPLC ~3EEA L C2-= h2p-7 LY — )LD ' — 7 EFEOEHE (Qs)
ZRDT, BUCHIEERREZ HPLC ~ 1 BEALT2-= hap-7 LY — 1D E—7
miE (Q) 2R, UTORIZ LV BIERBFD 2-= bap-7 LY — VRBEE2RD
Teo Fo. BONTHERIKEE Z AW TERFRE (100.0%) T8 &E2EBE L,

WEBRIER 2-= b prp-y LY/ LIRS (mgfml) = —3— % Ax P —jgos
QU : MIEERRSO 2= up-s LY — O — 7 EE

Qs : BEBEEO2-=bap-7 L) —VOEHE— 7 T

A BERERO 2= bap-s LY —ABE (pg/ml)

F D AR

53 FHRIVERURHKOZIREH

BHERBRETA FIA XV T oEEHEARAWERBRALBEL SR THD 2 EMD
Fy FEBRIRL, 72, ZORBICERINIERROT v MI—REERR, £H%E
ABERBICECRAVWDLh, TOMERLI<HMLNTED, FREMPBETHLZ
EMBERLT,

54 HER#HY

Sprague-Dawley & SPF 7 v b [Crl:CD(SD), BARF v —/L & « U N—f&tt, &
KEFEE L Z—]) OMES 62 L2 ZN T §EEBTAFEY L, AMB%LENL 1 B &
E LT, 3 HfloRESMLE 19 AMOHLET 21T 7-, TOM., —KIKRED
#le (1E/A) . RERE @1, 3, 9. 16 KV 19 B 5E) RUEERE Bk

14
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AMB17THD 4B/ 2FEL, ThoOBRLEIC. MEAMBREOM 2 6] (BiZ
FE 0507 KON 521) EBRE, —HCREEROCHBEICENENRAE N2 BEHM
DB MR 48 IB%2 ZIEFUEIR L, 10 BE THRECER Lz, k. MEIC
DN, BRGE AR RIEIH, BIEY, BEREROBERESICSEL, Thbo
BN 4~5 B Z LIRS N WA A HEBRE & Uiz, $iIsm%E - B
FORERENE (RENEIOEE~FESTREOKE) ICLVENE, B0 ER (&
EBMAORTA) OBREICLY . FHOEHEERTEXHETHE L 25 L 5 FHIZE
it 7z, BEOET IRy EPa— 2 EAWeT oy JEEBEREBESMEEDOR
AELE (T y 7EERTYLERELHER L, ARBEXOENOERES L EES
WWEIHTh) TITo 7, B 5B O EEIIIHE T 392~474 g (EHKRE 1427 g)
i 238~297 g CEWIKE : 270g) Thotr, BESITLLBRAINT-E8HO S L,
14 T L ERBARE OME 2 PTIXRE-BMEE 5 BICRBRO LB L, E9FHEZBRHE L
TEMEHEBELEICBE L2, 20 ol 12 IBITELEEHY & L CRERT LT, 7ok,
MBS LI BEAESHMOM S, RBECHCR SICL ) RETREBEIVRVE)
WITRH LT, REWCAW RN o770, REHBKTRICEBRILERA L, 58
FAZENE LTHMEERBELEICBE L,

E) - RBRHEBRCED., BREEIMES 0L Tho72R, FEEICIIMES 62 LAMAIH
776

55 fBEEH

Ehi i, IEEE 23+3°C (SEHIMAE : 20~24°C) | FARHEEE 50£20% (FERIE : 33~69%) .
PR EI L 10~15 [E/h, BBBH 12 B6R1/ B (07:00~19:00) BB E (AEEES : i ;
105 RN ; 106 B2E) T 77y FREBRME S — (W250xD350xH200 mm : HA
r— U EH) BN, REFIIMES 1RO 2IREZINE Lz, B, HIE 17
ADLEALAIBETIE. K8 (RUA 7 L—27  BEF v —L X - Y _—REH)
EANTZT T AF y 78 g r—2 (W340xD400xHI85 mm : BARZ V7 kA4
I 1 BN CINAE Uiz, ST NMF BEF (BURBEE. 4 U = F VB TEKRK
&, vy MBS 101018) B AT v L ABUGEERHC XD BBRICERESE7, HoBbk
WEAKEAK (HBSETEAGEK AR ER) 2B RCBIR S, SR OKREFO
BAYEEICEAL X, #REAR o2 » MI-2W T, Eurofins Scientific Analytice T
Fh U7 o WrRE R A AFE L, FREUIZ >V T, Eurofins Scientific Analytice CERY (&4
6 [E) (ZEM L2 odriERe AF Ui, BBIKIZOW T, AKEEICHER L7ZKED
S EERE LT v 7 BRAKHICESN (F4E) ICEKEL, BRE2AF L, Zh
5OF—# Iz X vk, REKR KRB ORAMENRPRBICHEL 5 2 568
HEORNWZ LR L, SITREEOCE L #RF LI

56 Yo7
i OBRERBII AR NEV ) HHE (B : 401~462, M : 463~524) %D TAT
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of, BATHIE, EEOREETE GHER. K, PRUOBAEDOIE 2 4Hi0
FBh T, 0B, 1000 OALTEE, 100 OALEME (0 B4, 1 BL2H) . 10 & 1
OPLITEFEEE L Lz, 8Er—JiEs5E ) JECan T Linr—Y 0%
i, KBRS, R5ERE, BE5&, . 9HES. BFEES. fIRkTER () .
TR B (M) RO%mikBE () ZHAEL-.

57 HBE5REKE. BEHRRUVESE#ME Eh o 0EIRER

R EREIE L. OECD Guideline for Testing of Chemicals 421 IZ¥#E L, A& 5 %8R
L7o, ®EHIEIEL, HETIZ 42 AR (ZRELRT 14 HR. RECHIR) 14 B, £0% 14 H
) | METIL 42~47 B (GRECHT 14 B, REHM M CERAIFZ®BL CEL4 B %
T) . RIETH -8 (Nos. 2110, 3106, 3111, 4104, 4110) (Z2W\Tik 40~53
A& L, REEBIIRKERERR T—RIIAToILTWS 1E/E (7TEE) &L
7o

58 ®k5XH%&

BEFEZ, TolmEORORECERL T RO2EHEARE L L, R5ERE
X SmL/kgEEEL, Z7VFTITAEY T ERAWTESEEY 1 B 1E, 08:48~11:44
ORNZBEHRE O &G L, 7272 LR ERICOTRP ChH - o8I T 217> T,
14:19~14:49 OFICE S Uz, HRBRICIIEESE (KU 7)) oA FERCHRE L=, B
BRI DERGIERE (BAREA 0.1 mL, /MEEMEUBEAN) IXEAOKEL L
WCEH LA,

59 BEERUHEER

WE5 BT 60, 250 TN 1000 mg/kg/day D3 HEE L, BE2RET HREEL ML
4BEMERCE Ui, 1 BES-0 OB EIIMRES 128 L, BEHEAKFE %L Text table 1.
W Lz,

Text table 1. B %=

3 ooy W &
SR |0 0 I 4 B R
RN | 60 12 IR kit
BRER | 250 | 50 s |w| b Do
WAER | 1000 200 O B I
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510 IR 52 DHREEL

FREBOWSEL, BlEESN/ZR-=2bap- 2 LY —DF vy FEHWD 28 8
MIKER D EEERER, MEEAN SEADB 2R MR, 58 15, 60, 250,
BN 1000 mg/kgl "OREREBEBICERE Lz, 250 mg/kg A EDOBET, WHEOCRET
TAMEIRE | H DA, BEGERES 2 BETRD LN, BBRE TR, 1000 mg/kg BT
MEREIZ . R pH DIEMEAFRD bz, MRFHRE CTiX, 1000 mg/kg B CHEREIC, M
FE, ~< h7 Uy MEROES R EK M A5 E ORI N FERDERE O & 1E,
BICHEICIEM LS b v R T T AF URRROER AR bk, MKRAEFERET
iE. 1000 mg/kg BETHENZ, 74720, AIGE, Ba L X7 a—)L R U 7 A I
IZ y-GTP RSB E I L E OV BEARS bz, BFREEETIX. 250 mg/kg
BECHEICATIRERE. 1000 mg/kg B CIXMEREICRTIRR OB E R, HICHREEOWT
NHLBEENBED b, REMABERE TIE. 250 mg/kg BECHEICHFMBRAER, 1000
mg/kg B THEHE L AFHBRRE R I DN IR O REAN EM R B B EFRILEOEM, I
JEOENLIRME EEA~D a2u-7' 07 U U OWEIZ LB FEOBEMBERD 51,1000
mg/kg BEDO R, RIRMICEE(LT HMICH > 72, BEEEEIIMREL HIT 60
mg/kg/day EHEE S, LIedi-> T, fSAEMBHARICKT & 5213, OECD
Guideline for Testing of Chemicals 421 T 5REE L SN T 5 1000 mg/kg 2 = H &
E L. UTAKK 4 THRLT250 K60 mg/kg 2N h L OMERHBICERE LT,

511 BIRRUBREOAE

HBEHOER X, B5HBEEZRE 18, B5 1ML 7TRZES 1, RRMKL
AR 0B, MAKTHELZEI 0B, HER (WAR) 2T 0H (B#%0R) &
L. UTFIRTHEHBEIZSOWT, ZREFNEEHOBHICBERORES Eit L=,

5.11.1 —IREOBER

EEEIZHOWT, BRE-HIEHMSEER 1|, BSHMTEER 3| (&5, &
EBEZROEE 1-3EE%) . TR EnEAER, wBIRE, B8 TEIR Y2
EO—fRIREBIZCBT A REORELABER L, 7L, #HthoaFHORRIL, 88
DA EROBEFOBYOA ML A EEE L, REATREHM., KRHEREZ ORI,
WZHEIRE 1~17 BRONER 5§ HOMIZ DWW TORITo 7, 2B, RV S o#m s F
W COTHBRBEIT, FIR 0. 7. 14 RT20 BIZfTo T2,

5.11.2 AREBRIE

EEEIZHOWT, Bk 1, 3, 9, 16 XX 19 BITHREARE Lz, HEERS 1, 4, 8,
11, 15, 18, 22, 25, 29, 32, 36, 39, 42 HERUSHREIZ, MEXIRE 1. 4, 8, 11,
15 B (CREEESYIIREREIFO®RS 18, 22 RN 25 8) | 8k 0. 4, 7, 11, 14,
17 X200, A OKEVP4 BIEOCWHBRE (F—FEEBEE LRZEERE LR
Drols) WHEEEZRE L, BB, FROSREERII SO T AR S B

17
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DRI 0 HOEERE (13:52~16:43) ZFRE, 08:32~10:55 ORICEERE 21T -7,
B BT B E EEE IO H A T 2EEOEE & 08:28~09:18 DRIZHRIE L7,
PR 25 HARDREIC O\ Cik, IRIEATICENE L7z (2720, 7 —F 38 EE L LIk
BIZEFE#H L o)

511.3 {2 8H = R E

AEEIZOVWT, BEEERE 1. 4. 8. 11, 15, 32, 36, 39 RN 42 Bio, M35 1.
4, 8, 11 RONI5 A, IR 1, 4. 7. 11, 14, 17RO B CNCEHAL2 X4 BIZRE
FEEZMEL., BTEDRHEELOENDS 1LY | HEBHEZEH LT, HEE
RO BOHEIEIL 08:31~11:19 DRIZIT > 7z,

5.11.4 RIRHRE

MEDOREEIZHOWT BRI T D 14 BREORERBEZ RN L RENRBD LD
FT, EHEHREER U, JUEER R OZERICOWTIIHERASEEOFEIZOWT
AL, RERETERGEHE T OERICOWTI, ZHEOA L EEMIE» LK D EE G
FIEFEORE L U, BIEYBREHEAREROCRER L OEROBEHR Lo R (AR
A, REHBPIEEENOETFOREBERA,

5.11.5 REAE

RECRIE S HARME T H#, R CHRSHOMESL 111 TRERE . B8, EBREK
HDEWEBHETICET 2R L LOERRKIM AR U, RERGEEZ 0 H &E
BELTCREF CIRELZAFEER A Bt L 2RENMIIER 14 B TdH -
oo REDHERINAED T2 250 mg/kg B E-BED 1] (No. 3111) 1 IABEHIMMET B
FESR OB ERE L T—CREEOEE, AEROCEBHEENEY ICRGL/H#EL, T
I% 25 B —T )VERER T CHEKEINRGIETIC & 0 I BEE X8, WEFREICH L,
HROFEL R LI-ER, EREERED LR o220, HIRPBFPOF — & 2#
AT X 0 RS LTz,

5.11.6 SRR UIHE B

1) HEMWOBE

REDHR SN MBI EFA RN RS, SRREBORFEOFELBE L,
SIRAET OERE (RFL 0 B ORER CEIZR) &, 4R 21 B LR 25 B & TOH A
th. 1B 2B (BEEE 25 BILFRT 10 ReE CIlT 1) 17V, EERHIM A 0.5 HEML TR
AU, 1 BEACHEH L, 28 1TRETIRTLTWERE, £0REZRIA0H
& LT, BBERROEBOWBEOFELBER, DWROSRT LIZBBMIEIRALIBET
HAERZHE I, BED, BEAOCEALLHEEREL L UHFTREZEE L

Grife U7- BB 5 Bic—— 7 LERER T CREREIIREIMTIC K B BOSE & 99
FHEREICHE LU, 28, IR 25 A0 10K E T OB KT LD 72 60 mg/kg %

18
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E#ED 16 (No. 2110) . 250 mg/kg & 5-BED 14 (No. 3106) KT 1000 mg/kg & 5-
D 2 5] (Nos. 4104, 4110) §&, =— 7 /L BRERT CIEREARGINNIC X 0 Buh B3E S+,
REBEREICH L, EROAFBRLZER LIER, BERERVD LN oz iT
ERTe L, RIS 0T — F BEHEEIT L D A LT,

2) HEROBE

HAB (% 0H) CHAERBROSCERKEH A1, BERIAREFORFEL
BEY L, MMNEAEMELCEELRE L%, BEBMICHE I, HEROEFED
BEVEBABETER 1 BfTo7, 2B, BERKRUIECRITEEL,

At 4 BICEREZBIE L%, 264 —7 VRET TR L, JEXERREIENIC X
D Bl B X W HIRR AT, AR, WES - EHA SR E - HROREOFELH
AP MR O E A REE, 60 KX 1000 mg/kg HEREOE 1 BHERIZE 14T
Kbl b, NIRMEFWMME L CUZEERORARE U BEEE 10 vol%k
V< UETEEL, REFELLD, BERREOE ORBFZAMERD &AM & il
Liclzth, ~~v bF Y v -xoF vy (H-E) REAEROERRCERIIIT RO
o7z, R, HAEROEEIXBEEINCAIE U, BB CHEBERNIC EHELER Lz,

E) . EHOMRSRHE, BEOSYLLETH, QEDOPRLAPR, REBLESOREE, PR, £
BEDONT A MRAFHOSRHPRE &, NEBSEORE, BBOR S, Bk, £ XA,
NEEOR S, iR, B0, RERVEADASCAREELTEREL. EFLELRDLE
BERE L L,

511.7 REFRE
) FMEOHREEENE
ETOEMZOWTEREBRER BIZ, =—T VRERT CHRXEINREIBIC L 9 A
FEXEth, KHE - GHE - WES - IEH A S LEFORE - MEBORRIC L 257
FREMRH 21T\, BRARE L, 2B, BEHIC oV CIEHREFC BT R EIR
B EKZ, ROT, 200OBREUER EROEEXBIEL, T OHRBEEE (18
WER) EFREBOEENSEE 100 gY-hOMMEELEB L, B, BEK
DR RO ERICOWTIRELGN A ZHE L., ZO&EHE TG LT,
2) FHEEMRERE
ETOEBIZONT, LLTFIRTIERE - Mfk% U EBEE 10 vol%dh < U VKT
BE. EFELE (ZEL, BERUOBRLELARX T 7 VR CEE LR D VEBRE
10 vol% i/~ ) URICE# LIRFE L) o T2, #RWE R 53 O iR & O 8%
BRMERSICERTHEEIONIARMRENA NI, HEBXIRE L TR
BEOMERES 35 (@& S - 1103, 1105, 1108, 1001, 1002, 1003) O Fig U
U ERIEE 10 vol%dk <Y VIETCHEEL, RELE, RWT, NS 7 08 L
7%, MR EL (FHREBELEZSRE - ABIEEE - RFOHLL L) | ~v xR
vexAF Ty (H-E) RBEIToT, BRI, T TRBERCERAEFO2EE, &
iR 25 HARDGEH OSERREE /MG, Mx C2EEROARBEEMAIZONTIT
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Tro WHAEDIRE W OW BB LB L, SRR, R EAROEEIIMEA %,
TERAFASEER L, TORER. SHEHOAMBREBIC BV TERMER S
DEBPTNRTIREHMBIIRD N hofn72d, R MERERHOEZFIZHONT
DBMBRRIIER Lo, BB, BEIZOWTII H EREERATEBRMERS O
BEENRDO LN oo, PAS RBIERDIEME VOB ERIITLAE N o7,

R, BRLEE IR, 75, sk, BE. B, AIROREIL,
{E AR (HEL IS L HIr)

5.12 #fhEHET
5.12.1 RS A—BDEH

UTORICL Y RBR, R ZHEROHESRE D L0, ERE., BERE,
FWRERR, NERFTR, HAER, £#%4 4R £B0RV4 BN E2RHHT
CIZEH LU, B, HAEROEEICOWTIREEIY 2 & BRI ERE L KD,

RRF%) = (REEME/FREEHE) <100

R R%) = MEAITRSET-HEOR/ZRE LIZBEOE) %100
ZHER%) = (R LUI-MOB/RZR LizDE) %100
FIRFB(E) =R OB LOSEL-BEXTOEE
HER%) = (KA R HEHERIATIRER) <100

EIRBE%) = GEREF/EEH) =100

FEERE () = GEERBUHAERME ORERE) <100
HNERER%) = ABRERBUHERE) x100
HAR ) = (HERE/EREE) =100

A% 4 BEGTR%) = (k4 BAEFERBUHEARE) *x100
A% 0 B DM = BEH A RByH A IR

Atk 4 BOME = &% 4 BOBAERRE/E®R 4 BOEFREK
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512.2 B3

F— SR REEE R B E OB OV THEHENEESORERT- -,

RE, KRERME (. %5 1~42 8. %5 1~15 B, &k 0~20 B R U2 9, 0~4
B, HAER  £% 04 B) | BHEE, BEHERAEK. HEH (BEEE | KR
ETIWCE L B, AR, Sk, FRER, £HFRK Mt (% ok0418)
RUOHBEEERE (BMOBRKEELET) L. BILICEYERCEERZEZRD, KIZ
RITHEKKOFECKESTHRELEZ D DY, 2B, RERMBIZRRIZOZED, &
BOARI R 0 7 — & X EHRAT L 0 BRA L T2,

& BE O AR R 2=

FRE*
AR E
p>0.01, E438L p<0.01, FEHE D p=0.05, E45# p<0.05, IEE 43 Hk
e sy e Sy
Dunnett Steel 1 & Student Aspin-Welch
1E D LIRTE D RTE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
AR 2 A b E AR E Rl 7E
*. Pec, 2/e.2
&&EE%T :F Si /52

(8. si%>s7)

ERE, ERRE, AREER, HERKOER 4 BEGFRICOWTIR, LI
THE R OIEHER 72 4R D, Steel RE CHE/KHE 0.05 LT00.01, ) %24T7-71 Y,
R, BB, ZHRE, HERE, SHOXEEBWME., A2 iTiR XSSk,
RSN, HARHEMSY R I OEH L, HIHEEN SUTOEALRR LI
72 % Fisher D EEMEHEEICL O BRE (HEKH 0.05 R0 0.01, BHED 217-7- 9,
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6. MERFER
6.1 —fRIKEE (Table 1-1~1-6, Appendix 1-1~1-24)

1000 mg/kg ¥ 58 CTRBEARP R EHE A OREZICEFESE TAHLR, 52 H
MO BB AR U2 OOBETITERE M, TR S MR Z &8 T TOEAlIC
BRI, BREBOBD K ORE FTES LGB OREHRICHEDS 512 6, M
DENZLI 6/12 R 8/12 FITH LI, REARIE, ERABHICE | FHOBR X
hieh, BRHRAFO—FRECRFT IO N1,

250 mg/kg BEHCREARIBREMGA OREZICHBESF THONZS, BT
®E 4 H, MIIHRE S BICEHER Uiz, DIWBENEE | 6T E 15~21 BIcA bR
23, RIS & Hr U,

60 mg/kg #& 5B OMERETiX, TERT, MIRR ORI EA EOREHMEE C—MR%
REICREIHA LN T,

6.2 {AE (Fig. 1. 2. Table 2-1~2-4. Appendix 2-1~2-16) _

1000 mg/kg #HEREDOMERECIx, MBE L ORICKHZNICEBRLREZRZR RV LOOD,
B 5 4 AU, SREEZ ThE>THR L, BTiiaRksS M, McdRyEPh o
HIE R A ORE K ORI F ORERMEEMEEMARD bhion, BALAHMF oK
HEMEIIREEL LB -7,

60 J2 TN 250 mg/kg & G- REOMERE T X, BT, HEEEAUERAHF LS DR SHM %
WU, BB OMICARRZIRD LR 2o T,

6.3 {EfiE (Fig. 3. 4. Table 3-1~3-4, Appendix 3-1~3-16)

1000 mg/kg T EHEOMHETIT HBE 32 BICHBEE L LA E LR EENRD DM,
—BEORBARBETHY, BREL M L, MTIITRBEL RS 4RICER
REE, BRI 2 BICAERSEIEOLNE,

250 mg/kg BEHOMKETIE, REPMEBECNEHEOMICEERZLIR DO
Mole, METIEBEEL EAERE 4 BICHFEREENZBD LN,

60 mg/kg & H-REDOMERE T, ZTECHT. ﬂ%&ofL@ﬁ%ab&ﬁ@%% “““ UxtHR
HEOMIZABRREZIRDLN -T2,

6.4 BWEEE (Table 4. Appendix 4-1~4-4)
60, 250 & TX 1000 mg/kg =58 CTid, FIMR B OFEIT I RE ORE LEEREIC
STREE S R EBEREIRD LN o,

6.5 EIEAR (Table 5-1~5-3, Appendix 5-1~5-96)
WRMEREGOEELZZ LN S AIRBTR. 1000 mg/kg & 5-8F O MEHE O JRIE X O
FFRE S 7 B 47z,
g C Rk, B ) 1000 mg/kg 5O 12/12 4] & 9/10 Bz, FFIECix KAk
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HIHE 12/12 5] & M 4710 BNZ A B LT, #8458 % R @ Text table 2177~ L 77,

Text table 2. ElI#& T RDOHRIE

PR Tk i3
58 (mg/kg): | 0 60 250 1000] 0 60 250 1000
B | 12 12 12 12 {12 11" 1wt 1¢?

L
Bl 0O 0 0 12 {0 o 0 9
F A
KENL, 0o 0 0 12 0 0 0 4

#: IR 25 BRDIGEEI TH B 60, 250 BTN 1000 mg/kg G HOEK 1, 2 RO 2 Hl2RL

—7 ., MEHEOEMBREFE AT ThOBRICEBWN T LR TN EEITFED
Lo T,

IR 25 BARZREY (60 mg/kg HEEED 1. 250 mg/kg E5BED 2 H1 KO 1000
mg/kg B ERED 2 §1) TIL, WTREERITRD LN TRIRHAT IR 0T,

Z O, FEFEEEICBEEN 60, 250 XU 1000 mg/kg HEHOE /12 HliIzH b
e, EOHBRE O EENEE B R b,

6.6 JRIEMHFIRE (Table 6-1~6-3. Appendix 5-1~5-96)

M e D AR FE 2R R AR R T R E MR FENEB LIRS S o, —F, ko
- WIREYZE{ED A B 3072 1000 mg/kg 5B O JRE Crifish & m o TERN R R IR
WOUTRE I, A TN E R LEFBIEIERAE U< REBELSFAICEMIZA BN
7o BUBOBEIEM OTCHER, FRMERIZBIT D LD Th oo, RRAEIIRR
BHOM 13 I b A bilz, #BEE KO Text table 3127/ L7z,

Text table 3. fREEHMIEREDRE

PR gk I
BEBmyke: | 0 60 250 1000 0 60 250 1000
S [ 12 12 12 12 12 11 10f  10*
e ft
a3 0 0 12 |3 0 0 9
Bt ik i oo TUE 0o - - | 2 T - 9
a0 - 1 1 9
WmEE |0 - 11 0 0
JF fi
BmERK 3 0 0 12 30 0 4
ANEPOEFmEEX | 0 - - 12 |0 - - 4
e | 0 - - 12 | o - 4

#: 010 25 BRSIEEY CH D 60, 250 B TX 1000 mg/kg &5#@% 1. 2 B2 8% KkR<

PSR 25 AoRDIREMY Tl HIRE RIRT 2T RO, 2. BoORmBERICHER
WHIRE DR B TRY DRETRIEITBO b hoie,
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PAEDMIZ, W ONDE - BEiCf 2 OBERH NN, ZORKEOE I
EHEACA OGN E B R OMEEN R 21372 < . £ OFREMAEFIOMR R OFH
WIS, B3R & HET L 7,

6.7 tERH (Table 7. Appendix 6-1~6-4)
REMGREBBE L CEHERY BB RE E SRE RS L OBICEE
RERFBRD NN ST,

6.8 ZXEIHIE (Table 8. Appendix 7-1~7-4)

250 mg/kg FEBED 1 4 (Nos. 3011 O 3111) & 20 CREMNRSL L, FER,
BERERROZIEFIIIN RS SR E RS ORICEFRERERRO LN -
77 1000 mg/kg BB CEAFRZOZ IR RIZH R & LR EFEE 23580 =53,
A EOBE N T A —F R ROMBICRE IR D, B L Mk
L7e 250 mg/kg BEHTREE CRELLBENAREBLLENEEREELRLE
B, AEICEELL2VWELTH T,

6.9 HMEHE (Table 9. Appendix 8-1~8-4)

FEIREN DS IRIREE TIX . RIETH o 72 60 BT 250 mg/kg R EFEDE 1 H1 K TR 1000
mg/kg B 5B D 2 B, KRR TH - 72 250 mg/kg WERED 1 il &R & | IR 21~23
BIZRBRERFI o Uiz, HESR, SR, &, ERESH, FHER, HER
B, HERBEOHARIIIHRE L S ERYER SR L OBICHERREZIRD LN
ho i,

6.10 HAERDOHLRUNREE (Table 10. Appendix 9-1~9-4)
A% 0 KN4 BOMIICII REE L BEBRDERSHE OMICERRZET RS, W
THOREHICBWTOGAREFTLF T IHERIIA OGN T,

6.11 HERDEFESE (Table 11, Appendix 10-1~10-4)
AP O IR EREE T S B, 60,250 KO 1000 mg/kg R EBETENE N 4,
SR TFIBRBNT, £1% 4 BARRICIITRE L SERYEREH L OBICEER

ZIIFRO N T,

6.12 HAERDIKE (Table 12, Appendix 11-1~11-4)

HAEREE AR 4 B OMBEERELT A% 0~4 B ORI OEREEMNEICIITBEE L&
B E RS L ORICER Z2Z IR D N ho T,
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6.13 HARMDER 4 BEBATR (Table 13, Appendix 12-1~12-4)

FAR OSHERFLRE DS S HBRE . 60 J2TX 1000 mg/kg B EHEDOE 1 BIRICEHE 1 o2
DI, FORBARID I & i L/,
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7. EE

2-=bhap-Z LY —d 0 (RBEE: AU 7)) | 60, 250 XU 1000 mg/kg/day % |
Sprague-Dawley % SPF 7 v b, BEICIXARHELAT 14 B MICI A REHIF %8 L THIg
RTAET (42 Bf) | MECIIZZECAT 14 B RSN 2 2ZECHA R R QMR IR IR 208 L T
4 BET 42~47 BRED BHEBRAKRE L. RIERSGSEHEROEEREBHEOBIRIC
DN THRET L7z,

7.1 RiERESEL

—REETIL, 250 BN 1000 mg/kg 1 5-8F CIR B AR TS HIA B OR 5% I M
£ TH LI, 250 mg/kg T EH TIHE S 4~5 B THEHE L7723, 1000 mg/kg B 58T
FEREMEAB U CHRR I, KB, ERODERHEAKESETHD, HBRIKLE
FHEEZRETO2I N0, AERELIIEBRRLERDEOCREI M LIELEEX
b, FAEOEIEkD 28 BRARERSEERR "RORERDEOBRMEETH D
4= bam-Z LA DTy hADBEEZBOTHED LN TS Y, 1000 mg/kg &
HEECHRBH OB L OIRE TE N 56045 B IZ 0L MO LEH TH LT,
RO 28 ARREROBEFUHRBR "CHLAH LN TV BN, Y%A CiatkeE
BERARE CHRERICHT 2 EECHBRBREICHRBEERFNE IR DN T
WRWZ NG, HRME DHRER~DEEIZL S D TIERY,

REROELE T, 1000 mg/kg R E5HOMMECHRE 4 BLE, AESHBEHELT
moTCHBL, BTIIRE 4 BICBHEEOKMELED L, BTII2R5HMY,
TR ORER OB P o FERNECERMEERIEO bh., HRHERS
WWE D EREEMCEES RIE T NI, —F., FLYMPoREMNER
OERE SR REE Y EEl 7223, BERIZAL TR o7, 250 mgkg B ERHOMET
Bh5 4 BICBEREORMENEO NN, FECEERLZ LRV D, BEFE
MEERBEVWEEZEZ LN,

FEERE T, BEECHEELFER, MECAHBRERICETVTORIZE
WTHERRTREEERO o hot, B, HRWERSORELEZLND
24k & LT 1000 mg/kg & 5- B OMERE CRIRMICIFIB O KRB L, Migo B &, Mk
B HFIB /N EE O MR IR, BRIR OB E M DO TTEN L Sz 3, FEEDZE(L
D 28 HREIREREZHRR NICBOTBEINEZ L O TH Y KRBRICEHEEDE
LTIl ro Tz,

72  EEHRLESEMN

HEmTIL, HEH, TRETICE L, KRR, BREBRUERE, BT,
HEER, MIRMIF., Eiktk, FHRRK, FRE, HERR, HERBREOHAERIIHK
BRYWEKREOZETIRO T, BAHRFOMFREICHRAFIALRRNT L
5. 1000 mg/kg KEFIZB W T O MBI DR REE, BAFRER O IREIE S8
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DIEIRMERE . IR R O EITE 2 & OLRRE~OWBRNER S ORBIRVEEX
bz, 60 mg/kg BERED 16, 250 K1 1000 mg/kg BEFHOE 2 AN FIETH -7
P, RECAAFOMEE S O, MEHEDOER R ORI R BE 4 2 MR kid
HohT, FEOERIFFATH %, 2B, € OBIRIL L BIEE L AW L7,
HAER T, £% 4 BOEFER, £% 0 R U4 AOKE, £% 0 BOARBERT
Atk 4 BOBIRATR, £% 0 RV 4 B OMBEAEICHRMERGICLOIEBEIRDH
NN EN D 1000 mg/kg BHEEICBOTH ROEFN, BERVEE ~OHERY
BEREOZEI L NEEZ LN,

INLDOERNLARBREGET C2-= bap-27 LY — L ERERAKRESTHZ L
IZE D, 250 mg/kg LA OB GREOM TEEEEDOKRMBA I, 1000 mg/kg T E5FHO
B L AT Rg D A BE DM RR AR K R OSRB OB/ E L D TTEMNER S - 1> T,
AR E O EREIZ & DB E T T 250 mg/kg R OME T 60 mg/kg, MEHMEE
ITHERE S B2 250 mg/kg, EFERAFMHICHT S ERERR CESMEIIMEREY
EIRE TV 1000 mgrkg BLE & HIE L7z,
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8.

D

2)

3)

4)

3)

SCHR

B -0 v Y05y FERVS 28 BREIREE D& SEER
B (URIEA SELDRFLEVEF. RRFES : 06-085, 2009 F)

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

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

A RIHE (1981) : ZEEHEFAE — 518 & 404711, pp.23-27, 387-389, IR KEHR LR,
B

B : = huoa o5y MRV AR DRSS AR
B, LM E B ERRRE, vol.2 pp.157-162 (1995)
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HERE S A-2348
(2-= hB-p-2 LY — N DikE)
AT : HEER MR
HER : 20104E 11 A 30 B
WERWE . 2= hmprULY—n (2y MES; FHDOL)
HEBRER : FROMBIL R =Y P ORESE (ATR 1)
AR
100

] 3 i
] Il \
_ I REINIE
60 ' : } é
= a ] ‘i:;:.-i £
I
26 . é ]
il
!
4000: o l 3000 s ‘ ‘ 2000 l T i 1500 ' ' ‘ l 1000 l ' 1/;m
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Table 1-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Clinical signs in male rats

Administration (day)

Dose Signs
ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings ] 0 0 0 0 0 0 0 0 0 0 0 0 0
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 12 3 1 0 0 [ 0 0 0 0 0 0 0 0
Dark yellow urine 12 3 1 0 0 0 0 0 [ 0 0 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 12 9 9 8 7 5 3 6 4 4 4 2 2 3
Dark yellow urine 12 9 9 8 7 5 3 [ 4 4 4 2 2 3
Decrease in spontaneous movement 5 0 0 0 0 o 0 0 0 0 0 0 0 0
Ptosis 5 0 0 0 0 0 0 0 0 0 0 0 0 4}
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Table 1-2 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol
Clinical signs in male rats
Administration (day)
Dose Signs
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 1 1 1 1 1 1 1 0 0 0 0 0 0 0
Fracture of incisors 1 1 1 1 1 1 1 0 0 0 0 0 1] 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 3 1 2 1 3 4 3 4 2 2 2 1 3 2
Dark yellow urine 3 1 2 1 3 4 3 4 2 2 2 1 3 2
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Table 1-3 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Clinical signs in male rats

Administration (day)

Dose Signs

mg/kg 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43a)

0 No. of animals 12 12 12 12 12 12 T 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 4} 0 0 0 0 0 0

60 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 [1] 0 0 0

1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 2 2 2 2 ] 2 3 3 4 3 3 4 3 2 0

Dark yellow urine 2 2 2 2 1 2 3 3 4 3 3 4 3 2 0

a):Day of necropsy
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Table 1-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Clinical signs in female rats during the pre-mating period

Administration (day)

Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings v} 0 0 0 0 0 0 0 0 1] 0 0 [4] 0 0
60 No. of animals 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 Q 0 0 0 0 0 0 0 0 0
250 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 12 10 1 1 o} 0 0 0 0 1] 0 0 0 0 0
Dark yellow urine 12 10 1 1 0 0 0 0 0 0 0 0 0 ] 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 12 11 4 5 4 4 4 2 3 1 2 2 3 2 2
bark yellow urine 12 11 4 5 4 4 4 2 3 1 2 2 3 2 2
Decrease in spontaneous movement 6 0 0 0 0 0 0 0 0 0 ] 0 0 0 0
Ptosis 8 0 0 ¢} 0 0 0 0 0 0 1} 0 0 0 0
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Table 1-5 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol
Clinical signs in dams during the gestation period
Administration
Dose Signs
ng/kg o 1 2 3 4 5 6 7T 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 ¢
No. of dams with abnormal findings o o 0o o o0 o 6 0 ¢ ¢ ¢ 0 0o 0 © 0o 0 O 0 O O ¢
60 No. of dams 11 11 11 11 11 11 11 131 11 11 11 11 11 11 11 11 11 11 11 11 11 11 0
No. of dams with abnormal findings o o 6 0 0 0 0 0 O 0 O O O O O O O O o0 0 o0 O
250 No. of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 3 O
No. of dams with abnormal findings o ¢ ¢ 0 o0 0 0 0 o0 0 0 0 0o o0 o ¢c o0 0 o0 0 0 0 O
1000 No. of dams 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1 ¢
No. of dams with abnormal findings o 0 1 0 1 0 66 0 0 O O 0 0 0 1t 0 1 0 O O O O O
Dark yellow urine 0 0 1 [ 1 0 0 0 0 0 0 o 0 ¢ 1 0 1 0 0 0 0 0 0

a): Gestation day
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Table 1-8 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p~cresol

Clinical signs in dams during the lactation period

Administration
Dose Signs

mg/ke 0 1 2 3 4a) sb)

0 No. of dams 12 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 0 0

60 No. of dams 11 11 11 11 11 11

No. of dams with abnormal findings 0 ¢} 4} 0 0 0

250 No. of dams 10 10 10 10 10 10

No. of dams with abnormal findings 0 0 0 0 0 0

1000 No. of dams 10 10 10 10 10 10

No. of dams with abnormal findings 0 0 0 0 0 ¢

a): Lactation day
b): Day of necropsy
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Table 2-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p~cresol

Body weight of male rats

Pre-mating period Mating period Post-mating period
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 426 440 456 470 485 490 508 521 534 546 558 568 575 149
S.D. 19 24 27 29 30 31 36 37 39 42 44 46 47 30
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
60 Mean 427 437 453 464 481 484 503 517 530 541 554 562 571 144
S.D. 21 25 29 30 33 37 36 37 39 40 42 43 45 28
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
250 Mean 427 438 453 466 475 480 502 515 532 543 558 570 578 151
S.D. 21 23 27 31 39 39 38 41 43 46 50 51 52 36
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 428 428 447 460 474 476 489 500 514 524 532 543 549 121
S.D. 22 23 28 31 31 27 31 35 39 43 44 47 47 33

Unit: g

No.: No. of animals

a): Day of administration

No significant difference in any treated groups from control group
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Table 2-2 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Body weight of female rats during the pre-mating period

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 12 12 12 12
0 Mean 268 275 279 281 287 19
S.D. 12 11 12 14 14 6
No. 12 12 12 12 12 12
80 Mean 271 276 280 285 290 19
S.D. 15 13 15 14 16 8
No. 12 12 12 12 12 12
250 Mean 271 273 277 279 283 12
S.D. 16 14 16 186 16 8
No. 12 12 12 12 12 12
1000 Mean 270 268 274 278 282 12
S.D. 13 12 13 13 15 8

Unit: g

No.: No. of animals
No significant difference in any treated groups from control group
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Table 2-3 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Body weight of dams during the gestation period

Administration
Dose Gain
mg/kg 0 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 12 12 12
0 Mean 296 317 329 352 367 399 448 153
S.D. 13 14 15 15 14 16 17 11
No. 11 11 11 11 11 11 11 11
60 Mean 294 315 330 352 370 400 448 155
S.D. 14 15 17 17 20 20 20 16
No. 10 10 10 10 10 10 10 10
250 Mean 298 320 331 352 367 399 443 145
S.D. 15 17 17 17 19 21 23 13
No. 10 10 10 10 10 10 10 10
1000 Mean 289 308 321 343 356 386 429 140
S.D. 18 19 19 21 20 22 27 18

Unit: g

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group



R-1075

Table 2-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol
Body weight of dams during the lactation period
Administration
Dose e Gain
mg/kg 0 4a) 0-4
No. 12 12 i2
(4} Mean 346 354 8
S.D. 21 41 30
No. 11 11 11
60 Mean 357 362 5
S.D. 26 28 15
No. 10 10 10
250 Mean 353 359 6
S.D. 23 17 17
No. 10 10 10
1000 Mean 333 353 20
S.D. 22 21 11
Unit: g

No.: No. of dams
a): Lactation day

No significant difference in any treated groups from control group
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Table 3-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Food consumption of male rats

Pre-mating period Post~mating period
Dose
mg/kg 1 4 8 11 15 32 36 39 42a)
No. 12 12 12 12 12 12 12 12 12
0 Mean 29 28 27 25 25 24 25 25 26
S.D. 2 3 2 2 2 3 2 3 2
No. 12 12 12 12 12 12 12 12 12
60 Mean 31 28 28 25 25 24 25 25 25
S.D. 3 3 3 3 3 2 3 2 2
No. 12 12 12 12 12 12 12 12 12
250 Mean 30 26 26 28 23 25 26 27 27
S.D. 3 3 3 4 6 2 3 3 3
No. 12 12 12 12 12 12 12 12 12
1000 Mean 30 26 27 26 27 27+ 26 27 28
S.D. 2 2 3 3 3 4D 4 3 } 3

Unit: g/rat/day

No.: No. of animals

a): Day of administration

#: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 3-2 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Food consumption of female rats during the pre-mating period

Day of administration

Dose
mg/keg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 19 19 20 18 18
S.D. 3 1 3 3 3
No. 12 12 12 12 12
60 Mean 19 19 19 19 19
S.D. 3 2 3 3 3
No. 12 12 12 12 12
250 Mean 20 17 19 17 17
S.D. 3 2D 3 3 2
No. 12 12 12 12 12
1000 Mean 20 15e» 18 18 19
S.D. 3 2D 1 2 2

Unit: g/rat/day

No.: No. of animals

#: p<0.05; s#: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 3-3 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol
Food consumption of dams during the gestation period
Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 13 22 23 23 23 24 21
S.D. 4 3 3 3 2 3 3
No. 11 11 11 11 11 11 11
80 Mean 17 22 22 24 23 25 22
S.D. 2 2 2 2 1 3 2
No. 10 10 10 10 10 10 10
250 Mean 18 21 23 23 23 26 21
S.D. 4 2 3 2 3 3 5
No. 10 10 10 10 10 10 10
1000 Mean 18 22 22 24 24 24 19
S.D. 2 2 2 2 4 3 5

Unit: g/rat/day
No.: No. of dams
a): Gestation day

No significant difference in any treated groups from control group
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Table 3-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol
Food consumption of dams during the lactation period
Administration
Dose —_—
mg/kg 2 4a)
No. 12 12
0 Mean 21 36
S.D. 8 12
No. 11 11
60 Mean 20 35
S.D. 8 7
No. 10 10
250 Mean 23 35
S.D. 5 6
No. 10 10
1000 Mean 29+ 40
S.D. 28T 4

Unit: g/rat/day
of dams
a): Lactation day

No.: No.

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

ST: Steel's test
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Table 4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Organ weight of male rats

Body Testes Epididymides

Dose weight (R+L) - (R+L)
mg/kg g g(g/100g BW) mg{mg/100g BW)
No. 12 12 12

0 Mean 577 3.51 1303
S.D. 48 0.30 98

No. 12 12 12

Absolute 60 Mean 571 3.40 1295
S.D. 43 0.28 114

No. 12 12 12

250 Mean 580 3.37 1241
S.D. 52 0.31 84

No. 12 12 12

1000 Mean 550 3.34 1295
S.D. 46 0.24 93

No. 12 12

0 Mean 0.61 227
S.D. 0.04 17

No. 12 12

Relative 60 Mean 0.60 227
S.D. 0.05 21

No. 12 12

250 Mean 0.59 215
S.D. 0.08 24

No. 12 12

1000 Mean 0.61 237
S.D. 0.07 23

No significant difference in any treated groups from control group
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Table 5-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Gross pathological findings

Organs Sex: M M M M
Dose (mg/kg) : [} 60 250 1000

Findings Number : 12 12 12 12
Epididymis

Focus,white 0 1 1 1
Spleen

Discoloration,blackish 0 0 0 12
Liver

Large 0 0 0 12

M : Male



Table 5-2 A reproduction/developmental toxicity screening test in rats treated orally

with 2-nitro-p-cresol

Gross pathological findings

R-1075

Organs Sex: F F F F
Dose(mg/kg): 0 60 250 1000
Findings Number: 12 11 10 16
Spleen
Discoloration,blackish
Liver
Large 0

F : Female
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Table 5-3 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Gross pathological findings (Undelivered)

Organs Sex: F F F

Dose(mg/kg): 60 250 1000

Findings Number: 1 2 2
All tissues

1 2 2

Not remarkable

F : Female
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Table 6-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Histopathological findings

Organs Sex: M M M M
Dose{(mg/kg): 0 60 250 1000
Findings Number: 12 12 12 12
Epididymis
Number examined 12 1 1 12
Not remarkable 11 0 0 9
Cell infiltration 1 0 0 1
minimal 1 0 0 1
Granuloma,spermatic 0 1 1 1
mil 0 1 1 1
Cell debris,lumenal 0 0 0 1
minimal 0 0 0 1
Prostate
Number examined 12 0 0 12
Not remarkable 3] 0 0 9
Cell infiltration 6 0 0 3
minimal 3 0 Q0 2
mild 3 0 0 1
Seminal vesicle
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Testis
Number examined 12 o} 0 12
Not remarkable 11 0 0 11
Atrophy,seminiferous tubular 1 0 0 1
minimal 1 o] 0 0
mild 0 0 0 1
Spleen
Number examined 3 Q Q 12
Not remarkable 3 0 0 0
Hematopoiesis,extramedullary, increased 0 0 ] i2
minimal 0 0 0 1
mild 0 0 0 11
Liver
Number examined 3 0 0 12
Not remarkable 3 0 0 0
Hypertrophy,hepatocyte,centrilobular 0 0 0 12
minimal 0 0 0 12

M : Male
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Table 6-2 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Histopathological findings

Organs Sex: F F F
Dose(mg/kg) : 0 60 250 1000
Findings Number : 12 11 10 10
Ovary
Number examined 12 0 0 10
Not remarkable 11 0 0 9
Cyst,luteal 1 0 0 1
minimal 1 0 0 1
Uterus
Number examined 12 0 0 10
Not remarkable 12 0 0 10
Vagina
Number examined 12 0 0 10
Not remarkable 12 0 0 10
Spleen
Number examined 3 0 0 9
Not remarkable 2 0 0 0
Hematopoiesis,extramedullary, increased 1 0 0 g
minimal 1 0 0 9
Liver
Number examined 3 0 0 4
Not remarkable 3 0 0 ]
Hypertrophy,hepatocyte,centrilobular 0 0 0 4
minimal 0 0 0 4

F : Female
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Table 6-3 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol
Histopathological findings (Undelivered)
Organs Sex: F F F
Dose(mg/kg): 60 250 1000
Findings Number: 1 2
Ovary
Number examined 1 2 2
Not remarkable 1 i 2
Cyst,luteal 0 1 0
minimal 0 1 0
Uterus
Number examined 1 2 2
Not remarkable 1 2 2
Vagina
Number examined 1 2 2
Not remarkable 1 2 2

F : Female



Table 7 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Estrous cycle in female rats during the pre-mating period

R-1075

Count of estrus Mean duration
Dose No. of of cycles
mg/keg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 0 7 5 3.4+0.5 4.2+0.3
60 12 0 0 0 9 3 3.3+0.5 4.4+0.4
250 12 0 0 0 5 7 3.6+0.5 4.2+0.4
1000 12 0 0 0 7 S 3.4+0.5 4.2+0.3

No significant difference in any treated groups from control group
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Table 8 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) c)
[} 12 2.2+1.1 12/12(100.0) 12/12(100.0) 12 2.2+1.1 12/12(100.0) 12/12(100.0)
60 12 1.9+1.0 12/12(100.0) 11/12( 91.7) 12 1.9+1.0 12/12(100.0) 11/12( 91.7)
250 12 3.6+1.4+D 11/12( 91.7) 10/11( 90.9) 12 3.6+1.4+D 11/12( 91.7) 10/11( 90.9)
1000 12 2.5+1.5 12/12(100.0) 10/12( 83.3) 12 2.5+1.5 12/12(100.0) 10/12( 83.3)
a): (No. of copulated animals / No. of mated animals) X 100
b): (No. of males which impregnated females / No. of copulated males) X 100
¢): (No. of pregnant females / No. of copulated females) X 100

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

D: Dunnett's test
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Table 9 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Delivery data on dams

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

Dose pregnant with index length corpora tation tation . stillborns 1liveborns index
mg/kg females liveborns % a) in days lutea sites index % b) (%)c) % d)

Total 12 12 100.0 199 191 1 175
0 Mean 21.8 16.6 15.9 96.2 ( 0.7) 14.6 91.8
S.D. 0.4 1.6 1.3 3.6 ( 2.4) 1.7 9.3

Total 11 11 100.0 168 161 2 147
60 Mean 22.0 15.3 14.6 95.8 ( 1.5) 13.4 91.2
S.D. 0.0 1.3 1.4 4.6 ( 5.0} 1.9 8.3

Total 10 10 100.0 163 160 0 148
250 Mean 21.7 16.3 16.0 98.1 ( 0.0) 14.8 92.5
S.D. 0.5 1.3 1.6 3.1 ( 0.0) 1.8 7.3

Total 10 10 100.0 168 166 1 158
1000 Mean 22.1 16.8 16.6 98.7 ( 0.6) 15.8 95.5
S.D. 0.3 1.5 1.6 2.7 ( 1.8) 1.4 7.3

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

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

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

No significant difference in any treated groups from control group
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Table 10 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Sex ratio and external examination of pups

Liveborns Sex ratio of Day 4 Sex ratio of External c)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mg/kg dams males females a) males females b) (%)d)
Total 92 83 87 83 0
0 12 Mean 7.7 6.9 0.52 7.3 6.9 0.51 ( 0.0)
S.D. 2.2 1.9 0.13 2.2 1.9 0.14 ( 0.0)
Total 80 67 79 64 0
60 11 Mean 7.3 6.1 0.55 7.2 5.8 0.56 ( 0.0)
S.D. 1.5 2.3 0.14 1.6 2.1 0.13 ( 0.0)
Total 74 74 73 70 0
250 10 Mean 7.4 7.4 0.50 7.3 7.0 0.52 ( 0.0)
S.D. 1.0 1.5 0.06 0.9 2.0 0.09 ( 0.0)
Total 81 T77 77 74 0
1000 10 Mean 8.1 7.7 0.52 7.7 7.4 0.52 ( 0.0)
S.D. 2.1 2.8 0.14 1.9 2.8 0.15 ( 0.0)

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

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

c): No. of liveborns with external abnormalities

d}: (No. of liveborns with external abnormalities / No. of liveborns) X 100
No significant difference in any treated groups from control group



R-1075

Table 11 A reproduction/developmental toxicity screening test in rats treated orally
i with 2-nitro-p-cresol
Viability index of pups
Viability
No. No. of live pups index on
Dose of postnatal
mg/kg dams Day 0 Day 4 day 4 % a)
Total 12 175 170
0 Mean 14.6 14.2 97.4
S.D. 1.7 1.4 4.1
Total 11 147 143
60 Mean 13.4 13.0 97.5
S.D. 1.9 1.8 4.9
Total 10 148 143
250 Mean 14.8 14.3 96.6
S.D. 1.8 2.1 6.6
Total 10 158 161
1000 Mean 15.8 15.1 95.6
S.D. 1.4 1.7 7.2
a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100

No significant difference in any treated groups from control group
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Table 12 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Body weight of pups

Male Female
Dose
mg/kg 0 4a) Gain 0 4a) Gain
No. 12 12 12 12 12 12
0 Mean 6.4 9.5 3.1 6.1 9.2 3.1
S.D. 0.4 1.4 1.2 0.4 1.5 1.3
No. 11 11 11 11 11 11
60 Mean 6.6 10.3 3.7 6.3 g.9 3.7
S.D. 0.5 1.1 0.8 0.5 1.1 0.9
No. 10 10 10 10 10 10
250 Mean 6.4 9.8 3.4 6.0 9.4 3.4
S.D. 0.5 1.0 0.6 0.8 1.0 0.7
No. 10 10 10 10 10 10
1000 Mean 6.5 9.4 3.0 6.1 8.7 2.6
S.D. 0.6 1.2 0.7 0.5 1.0 0.7
Unit: g

No.: No. of dams
a): Postnatal day
No significant difference in any treated groups from control group



R-1075

Table 13 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Gross pathological findings in pups on postnatal day 4

Dose (mg/kg) 0 60 250 1000
Male
No. of pups examined 87 79 73 77
No. of pups with abnormal findings 1 1 0 1
Thymic remnant in neck 1 1 0 1
Female
No. of pups examined 83 64 70 74

No. of pups with abnormal findings 0 0 0 0




R-1075

Appendix 1-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in male rats

Dose (mg/kg): O

Administration (day)

Animal
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14

1001 - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-2 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in male rats

Dose (mg/kg): O

Administration (day)

Animal
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28

1001 - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - -

~: No abnormal findings
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Appendix 1-3 A reproduction/developmental toxicity screening test in rats treated orally
with 2~nitro-p-cresol

Individual clinical signs in male rats

Dose (mg/kg): O

Administration (day)

Animal

number 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43a)
1001 - - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - - -
1004 - - - - - - - - - ~ - - - - -
1005 - - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - - ~
1007 - - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - - -
1012 - - - - - - ~ - - - - - - - -

a):Day of necropsy
~: No abnormal findings
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Appendix 1-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in male rats

Dose (mg/kg): 60

Administration (day)

Animal
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14

2001 . - - - - - - - - - - -
2002 - - - - - - - - - - - - - -
2003 - - - - - - - - - - -

2004 - - - - - - - - - - -
2005 - - - - - - - - - - -
2006 - - - - - - - - - - -
2007 - - - - - - - - - - -
2008 - - - - - - - - - -

2009 - - - - - - - - - - - - -
2010 - - - - - - - - - - - - -

12011 - - - - - - - - - - - - -

2012 - - - - - - - - - - - - - -

LI T I T A 1
t
|

~: No abnormal findings
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Appendix 1-5 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-c¢resol

Individual clinical signs in male rats

. Dose (mg/kg): 60

Administration (day)

Animal
number 15 18 17 18 19 20 21 22 23 24 25 26 27 28

2001 - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - -
2011 - - - - - - - - - - - - - -
2012 - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-6 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in male rats

Dose (mg/kg): 60

Administration (day)

Animal
number 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43a)

2001 - - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - ~

2009 - - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - - -
2011 - - - - - - - - - - - - - - -
2012 - - - - - - - - - - - - - - -

a):Day of necropsy
~: No abnormal findings
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Appendix 1-7 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in male rats

Dose (mg/kg): 250

Administration (day)

Animal

number 11 12 13 14

o
[\M]
W
S
o
[+
~
[«
©
Wy
<

3001
3002
3003
3004
3005
3006
3007
3008
3009
3010
3011
3012

[ N T T I |
1
[}

]
1
i
1]
'

]
1
I
1
i

i i g g g e S S o

~-: No abnormal findings
A: Dark yellow urine
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Appendix 1-8 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in male rats

Dose (mg/kg): 250

Administration (day)

Animal
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28

3001 - - - - - - - - - - - -
3002 - - - - - - - - - - - -

3003 - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - -

3011 E E E E E E E - - - - - - -
3012 - - - - - - - - - - - - - -

-: No abnormal findings
E: Fracture of incisors
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Appendix 1-9 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in male rats

Dose (mg/kg): 250

Administration (day)

Animal
number 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43a)

3001 - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - -

3003 - - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - - -
3005
3006
3007
3008
3009
3010
3011
3012

i
1
|
1
1

t ot
| |
| |
! i

a):Day of necropsy
~: No abnormal findings



Appendix 1-10

with 2«nitro-p-cresol

Individual clinical signs in male rats

A reproduction/developmental toxicity screening test in rats treated orally

R-1075

Dose (mg/kg): 1000
Administration (day)

Animal

number 1 2 3 4 5 6 7 9 10 11 12 13 14
4001 A - A - A A A A A A A - - -
4002 A - A A A A - - - A - - - A
4003 A A A A A - - A - - - - - -
4004 ABD A - A - A - A - - A A A -
4005 ABD A A A A - - - - - - - - -
4006 ABD A A - A - - - - - - - - A
4007 A A A A - - - A - - - - - -
4008 A - - - - - - A - A - - - -
4009 ABD A - A A - A - A - A - - -
4010 A A A - - A - - A A - A - -
4011 ABD A A A - A A A - - A - A A
4012 A A A A A - - - A - - - - -

-: No abnormal findings

A: Dark yellow urine

B: Decrease in spontaneous movement
D: Ptosis
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Appendix 1-11 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in male rats

Dose (mg/kg): 1000

Administration (day)

Animal
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28

g
I
1
|
|

4001 - - - - - - - A -
4002 - - - - - A - - - - - -
4003
4004
4005
4006
4007
4008
4009
4010
4011
4012

[
o

[
[
[
[

[

1

)

!
t
1
1
t
[
(g
[}
[ I ]
[ [
! >
et

[ |
1
1
»
i
b
1

>
[ -
[

[

ol

[

ot

'

|

[ - |
I
(= |

~: No abnormal findings
A: Dark yellow urine



R-1075

Appendix 1-12 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in male rats

Dose (mg/kg): 1000

Administration (day)

Animal
number 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43a)

- A A A - - A
- - - - - A -

4001
4002
4003
4004
4005
4006
4007
4008
4009 ,
4010
4011
4012 - A A

]
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1
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1
1
1
1
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I
1
]
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o

-

ks
t
'

a):Day of necropsy
~-: No abnormal findings
A: Dark yellow urine
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Appendix 1-13 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in female rats during the pre-mating period

Dose (mg/kg): O

Administration (day)

Animal
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

1101 - - - - - - - -
1102 - - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - - -
1111 - - - - - - - - - - - - - - -
1112 - - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-14 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in female rats during the pre-mating period

Dose (mg/kg): 60

Administration (day)

Animal
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

2101 - - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - -

2110 - - - - - - - - - - - - -
2111 - - - - - - - - -

2112 - - - - - - - - - - - - -

i
|
]
1
LI I I
]

-: No abnormal findings
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Appendix 1-15 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in female rats during the pre-mating period

Dose (mg/kg): 250

Administration (day)

Animal
number

S
o
'S
)]
o
~3
®
©
s
=
s
[
s
Y
=
w
=
N
-
o

3101
3102
3103
3104
3105
3106
3107
3108
3109
3110
3111
3112

i g g e b S R
(g e
I
|
'

1
1
i
1
)

'

1
1
'

)

[}
]
¥
1
1

-: No abnormal findings
A: Dark yellow urine
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Appendix 1-16 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in female rats during the pre-mating period

Dose (mg/kg): 1000

Administration (day)

Animal

numbeyr 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
4101 A A - A - - - - A - - - A - -
4102 ABD A - A A - - - - A - A
4103 ABD A - - - - A - - - - - - - -
4104 ABD A - - - - - - - - - - - -
4105 ABD A - A - - - - - - - -
4106 A A - A A - A - - - - - A A ~
4107 A A - A - A - - - - - - - A
4108 ABD A A - - - - - - - A ~ - - -
4109 ABD A A - - A - A - - - - - - -
4110 A A - - A A A - - - - - - A -
4111 AD - A - A - - - A A A - - -
4112 AD A A - - - A - - - - - - - -

-: No abnormal findings

A: Dark yellow urine

B: Decrease in spontaneous movement
D: Ptosis
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Appendix 1-17 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in dams during the gestation period

Dose (mg/kg): O

Administration

Dam
number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)

1101 - - - - - - - - - - - - - - - - - - - - - -
1102 - - - - - - - . - . - - .- s - - - - -
1103 - - - - - - - - - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - - - - - - - - - -/d
1105 - - - - - - - - - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - - - - - - e - -
1107 - - - - - - - - - - - - - - - - e - o -

1108 - - - - - - - - - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - - - - - - - - - -/4
1111 - - - - - - - - - - - - - - - - - - - - - -
1112 - - - - - - - - - - -

I
e SO0 Ao

a): Gestation day

-: No abnormal findings

d: Delivery _

/d: Found delivery after the observation of general conditions.
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Appendix 1-18 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in dams during the gestation period

Dose (mg/kg): 60

Administration

Dam
number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 i6 17 18 19 20 21 22 23a)

2101 - - - - - - - - - - - - - - - - - ~ - - - -
2102 - - - - - - - - - - - - - - - - - - ~ ~ - -
2103 - - - - - - - - - - - - - - - ~ - - - - - -
2104 - - - - - - - - - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - - - - - - - - - -
2108 - ~ - - - - - - - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - - - - - - - - - -
2110 Non-pregnant
2111 - - - - - - - - - - - - - - - - - - - - - -
2112 - - - - - - - - - - - - - - - - - - - - - -

[}
1
1
i
AL 200000000

a): Gestation day
-: No abnormal findings
d: Delivery



Appendix 1-19

A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in dams during the gestation period

Dose (mg/kg):

250

R-1075

Administration

Danm
number

10

11

12

13

19

22

23a)

3101 - - -
3102 - - -
3103 - - -
3104 - - -
3105 - - -
3106 Non-pregnant
3107 - - -
3108 - - -
3109 - - -
3110 - - -

3111 Not copulated

3112 - ~ -

H

-/d

-/4d
-/4d

a): Gestation day

~: No abnormal findings

d: Delivery

/d: Found delivery after t

he observation

of

general conditions.



R-1075

Appendix 1-20 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in dams during the gestation period

Dose (mg/kg): 1000

Administration

Dam
number 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23a)

4101 - - - - - - - - - - - - - - - - - - - - -
4102 - - A - - - - - - - - - - - - - A - - - -

4103 - - - - - - - - ~ - - - - - - - - - - - - -
4104 Non-pregnant

4105 - - - - - - - - - - - - - - - - - - - - - -
4106 - - - - - - - - - - - ~ - - - - - - - - - -
4107 - - - - - - - - - - - - - - - - - - - - - -
4108 - - - - - - - - - - - - - - - - - - - - - -
4109 - - - - A - - - - - - - - - - - - - - - - -
4110 Non-pregnant

4111 - - -
4112 - - - - - - - - - - - - - - - - - - - - - -

[~ ==

Qaf Aot

a): Gestation day

-: No abnormal findings
A: Dark yellow urine

d: Delivery
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Appendix 1-21 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual clinical signs in dams during the lactation period

Dose (mg/kg): O

Administration

Dam
number 0 1 2 3 4a) 5b)

1101 - - - - - -
1102 - - - - - -
1103 - - - - - -
1104 - - - - - -
1105 - - - - - -
1106 - - - - - -
1107 - - - - - -
1108 - - - - - -
1109 - - - - - -
1110 - - - - - -
1111 - - - - - -
1112 - - - - - -

a): Lactation day
b): Day of necropsy
-: No abnormal findings
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Appendix 1-22 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-c¢resol

Individual clinical signs in dams during the lactation period

Dose (mg/kg): 60

Administration

Dam
number 0 1 2 3 4a) 5b)

2101 - - - - - -
2102 - - - - - -
2103 - - - - - -
2104 - - - - - -
2105 - - - - - -
2106 - - - - - -
2107 - - - - - -
2108 - - - - - -
2109 - - - - - -
2110 Non-pregnant

2111 - - - - - -
2112 - - - - - -

a): Lactation day
b): Day of necropsy
~: No abnormal findings



Appendix 1-23

A reproduction/developmental toxicity screening test in rats treated orally

with 2-nitro-p-cresol

Individual clinical signs in dams during the lactation period

Dose (mg/kg):

250

R-1075

Dam
number

Administration

2

3101
3102
3103
3104
3105
3106
3107
3108
3109
3110
3111
3112

Non-pregnant

Not copulated

a): Lactation day
b): Day of necropsy
-: No abnormal findings
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A reproduction/developmental toxicity screening test in rats treated orally

with 2-nitro-p-cresol

Individual clinical signs in dams during the lactation period

Dose (mg/kg):

1000

R-1075

Administration

Dam
number 0

1

2 3

4a)

5b)

4101 -
4102 -
4103 -

4104 Non-~pregnant

4105 -
4106 -
4107 -
4108 -
4109 -

4110 Non-pregnant

4111 -
4112 -

a): Lactation day
b}: Day of necropsy

~: No abnormal findings



Appendix 2-1

A reproduction/developmental toxicity screening test in rats treated orally

with 2-nitro-p-cresol
Individual body weight of male rats

Dose (mg/kg): O

R-1075

Pre-mating period

Mating period

Post-mating period

Animal Gain
number 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42
1001 418 426 437 456 478 481 506 523 539 550 563 574 576 158
1002 397 410 420 435 449 452 460 463 474 478 484 494 501 104
1003 428 448 463 476 493 500 529 538 561 580 588 594 597 169
1004 452 471 492 512 529 539 560 578 586 607 623 637 639 187
1005 415 422 438 442 459 463 477 487 496 504 515 515 521 106
1006 446 468 485 499 519 511 546 559 571 594 608 626 636 190
1007 452 473 491 512 526 528 549 557 577 582 592 601 612 160
1008 414 425 448 455 459 460 464 481 484 497 509 519 521 107
1009 441 458 77 490 506 518 532 547 559 567 585 598 608 167
1010 429 443 4865 478 495 501 511 528 542 557 566 581 592 163
1011 417 434 441 458 468 474 491 506 521 534 548 552 558 141
1012 398 404 415 429 443 448 469 480 493 507 518 528 536 138
Mean 426 440 456 470 485 490 508 521 534 546 558 568 575 149
S.D. 19 24 27 29 30 31 36 37 39 42 44 46 47 30
Unit: g

a): Day of administration



Appendix 2-2

A reproduction/developmental toxicity screening test in rats treated orally

with 2-nitro-p-cresol
Individual body weight of male rats

Dose (mg/kg): 60

R-1075

Pre-mating period

Mating period

Post-mating period

Animal Gain
number 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42
2001 449 459 469 482 491 497 516 531 540 547 558 566 573 124
2002 418 419 438 444 460 475 483 499 507 518 529 540 547 129
2003 454 478 504 512 528 535 555 572 585 594 610 621 630 176
2004 397 402 410 420 431 443 453 464 469 478 487 496 500 103
2005 425 436 451 454 464 467 480 496 507 516 527 530 535 110
2006 463 474 500 518 539 556 570 587 597 612 627 640 646 183
2007 408 415 432 443 460 463 488 503 517 541 655 558 578 170
2008 409 427 443 458 470 4786 497 505 516 522 527 532 539 130
2009 433 442 455 465 489 474 503 521 538 548 565 572 582 149
2010 420 431 444 461 481 486 505 520 539 553 566 575 582 162
2011 441 455 474 486 513 509 529 541 566 575 595 601 617 176
2012 402 405 418 429 445 423 456 466 480 488 503 513 520 118
Mean 427 437 453 464 481 484 503 517 530 541 554 562 571 144
S.D. 21 25 29 30 33 37 36 37 39 40 42 43 45 28
Unit: g

a): Day of administration



Appendix 2-3

A reproduction/developmental toxicity screening test in rats treated orally

with 2-nitro-p-cresol
Individual body weight of male rats

Dose (mg/kg): 250

R-1075

Pre~mating period

Mating period

Post-mating period

Animal Gain
number 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42
3001 409 418 426 434 448 447 471 483 506 513 524 536 543 134
3002 432 444 464 482 501 496 524 538 562 577 592 609 619 187
3003 418 421 433 444 456 462 480 486 492 505 510 519 525 107
3004 437 441 457 466 485 484 500 509 538 543 555 575 577 140
3005 392 402 409 414 429 430 437 444 449 454 466 474 482 90
3006 440 448 459 473 488 491 498 512 524 533 552 554 568 128
3007 431 444 461 480 4980 505 524 543 550 565 579 589 600 169
3008 412 417 434 440 451 458 479 484 509 517 535 546 551 139
3009 441 458 476 501 514 520 541 560 586 599 623 626 645 204
3010 474 489 513 527 546 555 572 590 603 618 645 657 663 189
3011 419 436 454 461 402 421 462 487 506 518 527 546 557 138
3012 422 437 453 466 480 494 531 543 560 575 589 607 608 186
Mean 427 438 453 466 AT5 480 502 515 532 543 558 570 578 151
S.D. 21 23 27 31 39 39 38 41 43 46 50 51 52 36
Unit:

L3
a): Day of administration



Appendix 2-4

A reproduction/developmental toxicity screening test in rats treated orally

with 2-nitro-p-cresol
Individual body weight of male rats

Dose (mg/kg): 1000

R-1075

Pre-mating period

Mating period

Post-mating period

Animal Gain
nunber 1 4 8 11 15 18 22 25 29 32 36 39 42a) 1-42
4001 418 417 432 443 458 452 472 484 497 508 513 534 533 115
4002 427 424 450 460 478 483 492 495 515 525 531 537 551 124
4003 470 473 499 518 527 511 538 555 570 580 599 614 623 153
4004 399 397 406 411 423 427 429 433 437 439 444 449 458 59
4005 435 428 449 462 475 487 497 512 524 532 542 554 551 116
4006 454 463 486 500 514 516 533 543 569 587 583 603 610 156
4007 434 429 457 473 496 492 507 532 550 568 580 590 599 165
4008 446 443 461 477 484 481 493 495 506 508 518 522 523 77
4009 410 417 440 458 476 484 495 511 6523 535 551 560 563 153
4010 409 404 415 424 429 440 448 456 466 476 486 500 512 103
4011 402 404 414 432 452 451 470 478 485 495 497 500 502 100
4012 435 438 456 466 480 485 498 507 520 530 542 547 560 125
Mean 428 428 447 460 474 476 489 500 514 524 532 543 549 121
S.D. 22 23 28 31 31 27 31 35 39 43 44 47 47 33
Unit: ¢

a): Day of administration



R-1075

Appendix 2-5 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of female rats during the pre-mating period

Dose (mg/kg): O

Day of administration

Animal Gain
number 1 4 8 11 15 1-15
1101 250 257 262 257 268 18
1102 269 276 285 284 286 17
1103 280 291 294 289 300 20
1104 263 273 280 278 287 24
1105 267 272 266 279 286 19
1108 266 266 270 271 271 5
1107 257 270 273 272 277 20
1108 293 295 299 310 317 24
1109 258 271 276 272 281 23
1110 279 283 287 289 296 17
1111 273 284 290 285 299 26
1112 263 267 270 275 278 15
Mean 268 275 279 281 287 19
S.D. 12 11 12 14 14 6

Unit: g



R-1075

Appendix 2-6 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of female rats during the pre-mating period

Dose (mg/kg): 60

Day of administration

Animal Gain
number 1 4 8 11 15 1-15
2101 269 287 266 276 282 13
2102 272 275 284 295 305 33
2103 257 270 272 272 274 17
2104 269 270 278 285 290 21
2105 275 283 279 290 297 22
2106 247 253 249 2681 263 16
2107 285 287 300 293 291 6
2108 284 282 291 299 304 20
2109 297 300 306 308 317 20
2110 280 287 288 289 302 22
2111 249 266 274 283 281 32
2112 263 270 274 269 274 11
Mean 271 276 280 285 290 19
S.D. 15 13 15 14 16 8

Unit: g



R-1075

Appendix 2-7 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of female rats during the pre-mating period

Dose (mg/kKg): 250

Day of administration

Animal Gain
number 1 4 8 11 15 1-15
3101 238 255 259 258 265 27
3102 270 271 284 286 281 11
3103 283 279 287 297 304 21
3104 291 294 298 297 302 11
3105 283 288 294 293 301 18
3106 262 280 262 265 265 3
3107 262 264 268 269 277 15
3108 290 289 295 294 296 6
3109 280 274 281 285 288 8
3110 263 271 273 278 281 18
3111 253 251 244 248 252 -1
3112 275 274 281 280 285 10
Mean 271 273 277 279 283 12
S.D. 16 14 16 16 16 8

Unit: g



R-1075

Appendix 2-8 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of female rats during the pre-mating period

Dose (mg/kg): 1000

Day of administration

Animal Gain
number 1 4 8 11 15 1-15
4101 282 282 288 288 295 13
4102 260 261 261 260 261 1
4103 266 271 278 285 281 15
4104 267 272 285 286 288 21
4105 279 271 277 292 302 23
4106 251 243 248 256 257 6
4107 292 283 288 296 299 7
4108 274 277 280 281 288 14
4108 285 277 285 283 287 2
4110 268 265 273 275 284 16
4111 263 265 264 266 269 6
43112 248 251 260 263 271 23
Mean 270 268 274 278 282 12
S.D. 13 12 13 13 15 8

Unit: g



R-1075

Appendix 2-9 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresel

Individual body weight of dams during the gestation period

Dose (mg/kg): O

Administration
Dam Gain
number 0 4 7 11 i4 17 20a) 0-20
1101 273 300 311 335 349 376 419 146
1102 304 322 335 357 371 405 450 146
1103 307 321 325 350 364 391 437 130
1104 292 307 318 341 362 396 449 157
1105 293 317 329 354 365 396 449 156
1106 295 3186 331 352 370 400 456 161
1107 285 306 322 349 366 396 445 160
1108 326 351 367 390 401 440 488 162
1109 283 304 316 345 357 366 439 156
1110 297 310 327 347 354 383 431 134
1111 302 335 343 365 380 415 465 163
1112 290 310 321 338 362 395 450 160
Mean 296 317 329 352 367 399 448 153

§.D. 13 14 15 15 14 16 17 11

Unit: g
a): Gestation day



R-1075 -

Appendix 2-10 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol -

Individual body weight of dams during the gestation period

Dose (mg/kg): 60

Administration

Dam Gain
number 0 4 7 11 14 17 20a) 0-20
2101 285 303 317 340 362 390 432 147
2102 311 332 348 369 385 413 461 150
2103 275 301 313 333 350 381 436 161
2104 289 308 323 338 352 379 419 130
2105 299 321 334 356 374 398 449 150
2106 271 291 306 333 353 385 439 168
2107 302 331 351 375 404 437 486 184
2108 299 319 337 362 380 416 4864 165
2109 319 341 357 381 400 427 472 153
2110 Non-pregnant

2111 298 303 318 341 358 383 428 132
2112 287 313 329 343 357 393 447 160
Mean 294 315 330 352 370 400 448 155
S.D. 14 15 17 .17 20 20 20 16
Unit: g

a): Gestation day



R-1075

Appendix 2-11 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of dams during the gestation period

Dose (mg/kg): 250

Administration
Dam Gain
number 0 4 7 11 14 17 20a) 0-20
3101 273 291 303 325 340 375 408 135
3102 301 314 326 342 352 386 447 146
3103 306 331 344 372 391 431 481 175
3104 317 338 : 352 371 383 421 468 151
3105 318 335 346 363 383 410 460 145
3106 Non-pregnant
3107 283 308 318 338 349 374 4186 133
3108 316 343 349 373 388 411 450 134
3109 292 322 334 357 377 413 447 155
3110 288 302 316 337 353 382 432 144
3111 Not copulated
3112 289 312 320 343 354 384 423 134
Mean 298 320 331 352 367 399 443 145
S.D. 15 17 17 17 19 21 23 i3
Unit:

a): Gestation day



R-1075

Appendix 2-12 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of dams during the gestation period

Dose (mg/kg): 1000

Administration

Dam Gain
number 0 4 7 11 14 17 20a) 0-20
4101 297 320 335 360 373 407 448 151
4102 272 291 301 315 327 355 396 124
4103 287 308 320 339 356 382 422 135
4104 Non-pregnant

4105 301 324 332 353 364 396 432 131
4108 258 279 295 317 336 371 410 152
4107 308 316 331 351 361 389 432 124
4108 308 335 350 374 386 426 482 174
4109 305 326 337 364 371 400 446 141
4110 Non-pregnant

4111 273 292 300 321 328 356 388 115
4112 277 293 313 336 355 381 432 155
Mean 289 308 321 343 356 386 429 140
S.D.. 18 19 19 21 20 22 27 18
Unit: g

a): Gestation day



R-1075

Appendix 2-13 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of dams during the lactation period

Dose (mg/kg): O

Administration
Danm e Gain
number 0 4a) 0-4
1101 324 344 20
1102 358 364 [}
1103 363 366 3
1104 380 381 1
1105 349 363 14
1106 329 348 19
1107 335 381 46
1108 376 400 24
1109 335 343 8
1110 352 324 -28
1111 344 389 45
1112 311 245 -66
Mean 346 354 8
S.D. 21 41 30

Unit: g
a): Lactation day



R-1075

Appendix 2-14 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of dams during the lactation periocd

Dose (mg/kg): 60

Administration

Dam —— e Gain
number 0 4a) 0-4
2101 373 356 -17
2102 374 394 20
2103 328 341 i3
2104 344 350 6
2105 353 379 26
2106 316 318 2
2107 396 404 8
2108 361 386 25
2109 395 377 -18
2110 Non-pregnant

2111 339 331 -8
2112 345 342 -3
Mean 357 362 5
S.D. 26 28 15

Unit: g
a): Lactation day



R-1075

Appendix 2-15 A reproduction/developmental toxicity screening test in rats treated orally
with 2~nitro-p-cresol

Individual body weight of dams during the lactation period

Dose (mg/kg): 250

Administration
Dam e Gain
number 0 4a) 0-4
3101 324 353 29
3102 343 351 8
3103 386 391 5
3104 384 367 -17
3105 375 353 -22
3106 Non-pregnant
3107 330 346 16
3108 353 367 14
3109 359 379 20
3110 324 337 13
3111 Not copulated
3112 353 343 -10
Mean 353 359 6
S.D. 23 17 17

Unit:
a): Lactation day



R-1075

Appendix 2-16 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of dams during the lactation period

Dose (mg/kg): 1000

Administration

Dam e Gain
number 0 4a) 0-4
4101 361 374 13
4102 312 320 8
4103 327 348 21
4104 Non-~pregnant

4105 338 354 16
4106 313 337 24
4107 333 364 31
4108 370 382 12
4109 336 375 39
4110 Non-pregnant

4111 297 326 29
4112 344 350 6
Mean 333 353 20
S.D. 22 21 11

Unit: g
a): Lactation day



R-1075

Appendix 3-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol -

Individual food consumption of male rats

Dose (mg/kg): O

Pre-mating period Post-mating period

Animal

number 1 4 8 11 15 32 36 39 42a)
1001 29 25 24 26 23 24 26 25 26
1002 28 26 26 22 23 19 20 20 23
1003 26 27 28 23 22 25 25 24 26
1004 33 34 31 29 29 28 30 30 29
1005 28 24 28 23 25 20 24 23 24
1006 31 31 29 27 25 26 24 26 24
1007 30 26 26 27 25 22 23 23 26
1008 27 26 28 24 24 23 24 25 21
1009 30 31 28 27 28 24 24 24 29
1010 30 30 29 26 25 27 24 29 27
1011 29 28 27 26 28 26 26 25 26
1012 29 23 23 24 24 25 25 26 26
Mean 29 28 27 25 25 24 25 25 26
S.D. 2 3 2 2 2 3 2 3 2

Unit: g/rat/day
a): Day of administration



R-1075

Appendix 3-2 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of male rats

Dose (mg/kg): 60

Pre-mating period Post-mating period

Animal

number 1 4 8 11 15 32 36 39 42a)
2001 33 27 26 23 21 23 23 25 25
2002 31 23 25 23 22 23 24 26 24
2003 32 31 33 30 26 25 29 27 27
2004 27 23 25 21 22 22 22 23 23
2005 27 26 28 22 22 24 23 22 22
2006 36 30 30 30 30 24 28 28 29
2007 31 32 31 27 27 25 28 23 26
2008 26 27 25 24 24 23 23 25 23
2009 31 29 26 25 25 25 26 25 25
2010 30 27 25 26 25 23 23 26 25
2011 32 30 33 27 30 28 28 29 30
2012 . 34 26 26 24 26 23 23 23 24
Mean 31 28 28 25 25 24 25 25 25
§.D. 3 3 3 3 3 2 3 2 2

Unit: g/rat/day
a): Day of administration



R~-1075

Appendix 3-3 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of male rats

Dose (mg/kg): 250

Pre-mating period Post-mating period

Animal

number 1 4 8 11 15 32 36 39 42a)
3001 30 22 25 21 22 24 26 25 24
3002 26 26 27 32 29 29 29 32 27
3003 27 24 18 22 21 23 23 22 23
3004 31 25 26 24 26 25 24 27 26
3005 28 24 23 21 23 20 22 23 22
3006 28 26 24 27 24 23 28 26 28
3007 34 29 27 29 25 24 25 24 26
3008 24 21 23 21 22 23 25 24 25
3009 33 30 28 31 26 26 30 29 31
3010 35 30 31 31 27 26 30 31 29
3011 33 28 26 28 4 25 26 27 28
3012 31 31 29 25 26 27 29 30 29
Mean 30 26 26 26 23 25 26 27 27
S.D. 3 3 3 4 6 2 3 3 3

Unit: g/rat/day
a): Day of administration



R-1075

Appendix 3-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of male rats

Dose (mg/kg): 1000

Pre-mating period Post-mating period

Animal

number 1 4 8 11 15 32 36 39 42a)
4001 28 27 29 26 25 25 24 26 25
4002 31 24 28 25 27 27 25 27 28
4003 35 28 31 32 32 33 31 31 31
4004 30 24 24 23 21 21 19 23 24
4005 30 26 28 25 27 26 28 26 26
4006 32 27 30 28 27 29 23 27 29
4007 30 26 32 29 30 33 33 33 34
4008 30 25 27 28 29 23 22 24 25
4009 27 26 25 26 26 28 27 27 28
4010 28 21 21 22 22 23 25 26 26
4011 27 23 23 25 29 26 : 25 24 26
4012 31 30 29 27 28 28 25 29 30
Mean 30 26 27 26 27 27 26 27 28
S.D. 2 2 3 3 3 4 4 3 3

Unit: g/rat/day
a): Day of administration



R-1075

Appendix 3-5 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of female rats during the pre-mating period

Dose (mg/kg): O

Day of administration

Animal

number 1 4 8 11 15
1101 18 19 20 17 18
1102 20 21 25 17 16
1103 21 19 20 16 16
1104 22 21 22 19 21
1105 21 20 13 20 18
1106 20 18 17 14 11
1107 17 19 19 18 20
1108 23 18 20 25 23
1109 20 19 21 13 17
1110 16 17 18 18 20
1111 18 19 25 21 23
1112 14 17 18 18 16
Mean 19 19 20 18 18
S.D. 3 1 3 3 3

Unit: g/rat/day



R-1075

Appendix 3-6 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of female rats during the pre-mating period

Dose (mg/kg): 60

Day of administration

Animal

number 1 4 8 11 15
2101 18 16 14 19 17
2102 19 19 18 20 20
2103 13 21 21 19 19
2104 21 16 22 22 24
2105 18 18 15 20 20
2106 20 17 15 19 20
2107 21 21 22 13 12
2108 21 17 18 22 19
2109 24 20 20 19 18
2110 20 20 19 16 22
2111 16 20 21 19 21
2112 21 19 20 14 15
Mean 19 19 19 19 19
S.D. 3 2 3 3 3

Unit: g/rat/day



R-1075

Appendix 3-7 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of female rats during the pre-mating period

Dose (mg/kg): 250

Day of administration

Animal

number 1 4 8 11 15
3101 13 18 20 16 - 18
3102 22 17 21 20 13
3103 20 15 18 23 21
3104 23 21 20 15 15
3108 21 21 20 17 15
3106 20 16 16 17 14
3107 22 18 22 18 19
3108 22 16 20 15 14
3109 22 12 19 17 18
3110 14 16 17 18 18
3111 18 16 12 12 15
3112 20 17 17 16 18
Mean 20 17 19 17 17
S.D. 3 2 3 3 2

Unit: g/rat/day



R-1075

Appendix 3-8 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of female rats during the pre-mating period

Dose (mg/kg): 1000

Day of administration

Animal

number 1 4 8 11 15
4101 21 16 20 17 19
4102 19 13 17 14 14
4103 15 i8 18 20 20
4104 21 15 19 16 17
4105 22 14 16 19 20
4106 20 12 16 19 19
4107 22 14 17 21 20
4108 20 16 18 21 21
4109 22 17 19 18 17
4110 20 16 20 17 19
4111 19 16 18 18 18
4112 14 18 20 19 22
Mean 20 15 18 18 19
S.D. 3 2 1 2 2

Unit: g/rat/day



R-1075

Appendix 3-9 A reproduction/developmental toxicity screening test in rats treated orally
with 2~nitro-p-cresol

Individual food consumption of dams during the gestation period

Dose (mg/kg): O

Administration

Dam

number 1 4 7 11 14 17 20a)
1101 17 22 25 25 23 26 20
1102 16 23 22 23 23 23 23
1103 18 17 16 18 21 22 15
1104 15 17 22 25 25 28 23
1105 21 23 23 21 21 24 20
1106 18 23 23 23 22 19 20
1107 18 22 23 27 23 24 24
1108 27 28 29 25 25 31 24
1109 16 18 22 23 21 25 20
1110 13 20 21 21 20 21 19
1111 19 24 22 25 24 26 23
1112 19 22 23 21 24 24 18
Mean 18 22 23 23 23 24 21
S.D. 4 3 3 3 2 3 3

Unit: g/rat/day
a): Gestation day



R-1075

Appendix 3-10 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of dams during the gestation period

Dose (mg/kg): 60

Administration
Dam
number 1 4 7 11 14 17 20a)
2101 19 23 21 24 23 25 22
2102 18 21 22 23 23 22 23
2103 19 23 22 21 23 24 24
2104 19 23 23 22 23 26 19
2105 17 20 21 23 21 22 20
2106 15 21 19 26 24 25 21
2107 21 24 25 29 25 30 22
2108 17 24 22 25 23 28 24
2109 15 21 22 25 25 28 22
2110 Non-pregnant
2111 16 19 21 22 25 25 21
2112 16 24 26 23 23 23 21
Mean 17 22 22 24 23 25 22
S.D. 2 2 2 2 B | 3 2

Unit: g/rat/day
a): Gestation day



R-1075

Appendix 3-11 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of dams during the gestation period

Dose (mg/kg): 250

Administration
Dam
number 1 4 7 11 14 17 20z8)
3101 15 20 21 24 21 29 16
3102 19 24 20 25 20 24 32
3103 15 18 25 25 27 29 27
3104 17 22 27 24 23 28 23
3108 21 21 24 23 24 24 22
3106 Non-pregnant
3107 17 21 22 22 20 26 16
3108 27 24 24 22 24 24 19
3109 19 23 25 26 27 27 19
3110 17 18 19 20 22 20 19
3111 Not copulated
3112 16 21 21 22 21 24 19
Mean 18 21 23 23 23 26 21
S.D. 4 2 3 2 3 3 5

Unit: g/rat/day
a): Gestation day



Appendix 3-12

A reproduction/developmental toxicity screening test in rats treated orally

with 2-nitro-p-cresol

Individual food consumption of dams during the gestation period

Dose (mg/kg): 1000

R-1075

Administration
Dam
number 1 4 7 11 14 17 20a)
4101 19 21 23 23 23 27 19
4102 16 20 21 23 20 23 14
4103 19 22 21 22 25 26 18
4104 Non-pregnant
4105 18 23 23 26 25 25 16
4108 17 22 22 22 26 28 16
4107 18 20 20 22 19 23 16
4108 23 27 26 26 28 18 27
4109 - 19 19 21 23 23 21 20
4110 Non-pregnant
4111 16 21 21 24 18 26 17
4112 21 23 25 24 30 26 28
Mean 18 22 22 24 24 24 19
S.D. 2 2 2 2 4 3 5

Unit: g/rat/day
a): Gestation day



R-1075

Appendix 3-13 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresel

Individual food consumption of dams during the lactation period

Dose {(mg/kg): ©

Administration
Dam —_—
number 2 4a)
1101 32 40
1102 18 39
1103 17 33
1104 24 35
1105 20 36
1106 19 37
1107 26 47
1108 22 a7
1109 24 38
1110 23 27
1i11 31 49
1112 )] 2
Mean 21 36
S.D. 8 12

Unit: g/rat/day
a): Lactation day



R-1075

Appendix 3-14 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of dams during the lactation period

Dose (mg/kg): 60

Administration
Dam e
number 2 4a)
2101 17 35
2102 21 32
2103 20 40
2104 28 42
2105 28 37
2106 2 29
2107 27 42
2108 25 41
2109 22 20
2110 Non-pregnant
2111 - 17 25
2112 8 37
Mean 20 35
S.D. 8 7

Unit: g/rat/day
a): Lactation day



R~1075

Appendix 3-15 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual food consumption of dams during the lactation period

Dose (mg/kg): 250

Administration
Dam —
number 2 4a)
3101 31 41
3102 27 41
3103 23 36
3104 19 28
3105 17 24
3106 Non-pregnant
3107 30 34
3108 21 33
3109 23 44
3110 23 34
3111 Not copulated
3112 16 35
Mean 23 35
S.D. 5 6

Unit: g/rat/day
a): Lactation day



R-1075

A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Appendix 3-16

Individual food consumption of dams during the lactation period

Dose (mg/kg): 1000

Administration
Dam ——————
number 2 4a)
4101 30 36
4102 26 34
4103 28 40
4104 Non-pregnant
41086 31 39
4106 27 40
4107 30 39
4108 28 41
4109 28 46
4110 Non-pregnant
4111 31 41
4112 30 46
Mean 29 40
S.D. 2 4

Unit: g/rat/day

a): Lactation day



Appendix 4-1

A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual organ weight of male rats

Dose (mg/kg): O

R-1075

Body Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g g{g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg{mg/100g B¥) mg(mg/100g BW)
1001 580 1.86 1.85 3.71 662 610 1272
1002 502 1.55 1.50 3.08 572 540 1112
1003 601 2.10 1.91 4.01 700 683 1383
1004 644 1.97 1.90 3.87 731 703 1434
1005 524 1.51 1.51 3.02 642 641 1283
1006 635 1.82 1.87 3.69 702 720 1422
Absolute 1007 609 1.70 1.74 3.44 675 676 1351
1008 517 1.67 1.65 3.32 640 610 1250
1009 611 1.70 1.60 3.30 616 584 1200
1010 600 1.83 1.83 3.66 631 581 1212
1011 559 1.78 1.74 3.52 745 635 1380
1012 5386 1.74 1.75 3.49 690 642 1332
Mean 577 1.77 1.74 3.51 667 635 1303
S.D. 48 0.17 0.14 0.30 50 54 g8
1001 0.32 0.32 0.64 114 105 219
1002 0.31 0.30 0.61 114 108 222
1003 0.35 0.32 0.67 116 114 230
1004 0.31 0.30 0.60 114 109 223
1005 0.29 0.29 0.58 123 122 245
1006 0.29 0.29 0.58 111 113 224
Relative 1007 0.28 0.29 0.56 111 111 222
1008 0.32 0.32 0.64 124 118 242
1009 0.28 0.26 0.54 101 96 196
1010 0.31 0.31 0.61 105 27 202
1011 0.32 0.31 0.63 133 114 247
1012 0.32 0.33 0.65 129 120 249
Mean 0.31 0.30 0.61 116 111 227
S.D. 0.02 0.02 0.04 9 8 17




Appendix 4-2

with 2-nitro-p-cresol

Individual organ weight of male rats

Dose (mg/kg): 60

A reproduction/developmental toxicity screening test in rats treated orally

R-1075

Body Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g g(g/100g BW) g(g/100g BW) g(g/100g BW¥) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
2001 577 1.52 1.45 2.97 657 640 1297
2002 550 1.61 1.59 3.20 564 558 1122
2003 629 1.76 1.75 3.51 645 638 1283
2004 505 1.74 1.78 3.52 600 611 1211
2005 538 1.60 1.58 3.18 733 782 1515
2006 647 2.03 2.08 4.11 T42 732 1474
Absolute 2007 580 1.62 1.61 3.23 630 609 1239
2008 534 1.70 1.73 3.43 666 610 1276
2009 579 1.78 1.74 3.52 673 689 1362
2010 585 1.66 1.69 3.35 638 669 1307
2011 610 1.75 1.69 3.44 664 624 1288
2012 521 1.69 1.67 3.36 576 590 1166
Mean 571 1.71 1.70 3.40 649 646 1295
S.D. 43 (.13 0.15 0.28 54 63 114
2001 0.26 0.25 0.51 114 111 225
2002 0.29 0.29 0.58 103 101 204
2003 0.28 0.28 0.56 103 101 204
2004 0.34 0.35 0.70 119 121 240
2005 0.30 0.29 0.59 136 145 282
2006 0.31 0.32 0.64 115 113 228
Relative 2007 0.28 0.28 0.56 109 105 214
2008 0.32 0.32 0.64 125 114 239
2009 0.31 0.30 0.61 116 119 235
2010 0.28 0.29 0.57 109 114 223
2011 0.29 0.28 0.56 109 102 211
2012 0.32 0.32 0.64 111 113 224
Mean 0.30 0.30 0.60 114 113 227
S.D. 0.02 (.03 0.05 9 12 21




Appendix 4-3

with 2-nitro-p-cresol
Individual organ weight of male rats

Dose (mg/kg): 250

A reproduction/developmental toxicity screening test in rats treated orally

R-1075

Body Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) {R+L) (R) (L) (R+L)
number g g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
3001 543 1.64 1.56 3.20 600 532 1132
3002 617 1.56 1.56 3.12 645 645 1290
3003 524 1.82 1.79 3.61 626 631 1257
3004 585 1.94 1.938 3.87 766 624 1390
3005 4886 1.70 1.73 3.43 628 651 1279
3008 565 1.70 1.70 3.40 626 681 1307
Absolute 3007 607 1.71 1.76 3.47 607 607 1214
3008 552 1.46 1.51 2.97 529 591 1120
3009 646 1.64 1.61 3.25 634 583 1217
3010 666 1.53 1.53 3.06 602 601 1203
3011 558 1.57 1.60 3.17 571 574 1145
3012 610 1.97 1.96 3.93 656 681 1337
Mean 580 1.69 1.69 3.37 624 617 1241
S.D. 52 0.16 0.15 0.31 56 44 84
3001 0.30 0.29 0.59 110 98 208
3002 0.25 0.25 0.51 105 105 209
3003 0.35 0.34 0.69 119 120 240
3004 0.33 0.33 0.686 131 107 238
3005 0.35 0.36 0.71 129 134 263
3006 0.30 0.30 0.60 111 121 231
Relative 3007 0.28 0.29 0.57 100 100 200
3008 0.26 0.27 0.54 96 107 203
3009 0.25 0.25 0.50 98 90 188
3010 0.23 0.23 0.46 90 90 181
3011 0.28 0.29 0.57 102 103 205
3012 0.32 0.32 0.64 108 112 219
Mean 0.29 0.29 0.59 108 107 215
S.D. 0.04 0.04 0.08 13 13 24




Appendix 4-4

with 2-nitro-p-cresol
Individual organ weight of male rats

Dose (mg/kg): 1000

A reproduction/developmental toxicity screening test in rats treated orally

R-1075

Body Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
4001 540 1.74 1.75 3.49 702 670 1372
4002 545 1.74 1.80 3.54 675 661 1336
4003 612 1.88 1.88 3.74 709 724 1433
4004 459 1.76 1.77 3.583 642 650 1292
4005 554 1.54 1.59 3.13 537 575 1112
40086 614 1.75 1.75 3.50 715 708 1423
Absolute 4007 604 1.58 1.57 3.15 872 609 1281
4008 523 1.63 1.60 3.23 619 627 1246
4009 567 1.57 1.60 3.17 584 588 1172
4010 514 1.46 1.43 2.89 633 638 1271
4011 509 1.66 1.65 3.31 646 657 1303
4012 560 1.67 1.70 3.37 657 638 1295
Mean 550 1.67 1.67 3.34 649 645 1295
S.D. 46 0.12 0.12 0.24 52 44 93
4001 0.32 0.32 0.65 130 124 254
4002 0.32 0.33 0.65 124 121 245
4003 0.31 0.30 0.61 116 118 234
4004 (.38 0.38 0.77 140 142 281
4005 0.28 0.29 0.56 97 104 201
4006 0.29 0.29 0.57 116 115 232
Relative 4007 0.26 0.26 0.52 111 101 212
4008 0.31 0.31 0.62 118 120 238
‘4009 0.28 0.28 0.56 103 104 207
4010 0.28 0.28 0.56 123 124 247
4011 0.33 0.32 0.65 127 129 256
4012 0.30 0.30 0.60 117 114 231
Mean 0.31 0.31 0.61 119 118 237
S.D. 0.03 0.03 0.07 12 12 23




R-1075

Appendix 5-1(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nifro-p-cresol

Individual gross and histopathological findings
Animal No. 1001 Male 0 mg/kg Day 43 End of administration period
Gross pathology:
ALl tissues Not remarkable
Histopathology:

Following tissues : Not remarkable

Epididymis, Liver, Prostate, Spleen, Seminal vesicle, Testis



- R-1075

Appendix 5-2(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1002 Male 0 mg/kg Day 43 End of administration period
Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, lymphocytic
ventral

Following tissues : Not remarkable

Epididymis, Liver, Spleen, Seminal vesicle, Testis



R-1075

Appendix 5-3(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1003 Male O mg/kg Day 43 End of administration period

Gross pathology:

A1l tissues Not remarkable

Histopathology:

Prostate Cell infiltration: mild, lymphocytic
ventral

Following tissues : Not remarkable

Epididymis, Liver, Spleen, Seminal vesicle, Testis



R-1075

Appendix 5-4(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1004 Male 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-5(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1005 Male 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following fissues : Not remarkable

Epididymis, Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-6{1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nifro-p-cresol

Individual gross and histopathological findings
Animal No. 1006 Male 0 mg/kg Day 43 End of adminisfration period
Gross pathology:

All {issues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, lymphocytic
venfral

Following tissues : Not remarkable

Epididymis, Seminal vesicle, Testis



R-1075

Appendix 5-7(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1007 Male 0 mg/kg Day 43 End of administration period
Gross pathology:

All tissues Not remarkable
Histopathology:
Testis Atrophy,seminiferous tubular: minimal, bilateral

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle



R-1075

Appendix 5-8(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1008 Male 0 mg/kg Day 43 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology: -

Prostate Cell infiltration: mild, lymphocytic
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle, Testis



R-1075

Appendix 5-9{1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1009 Male 0 mg/kg Day 43 End of administration period
Gross pathology:

All tissues Not remarkable
Histopathology:
Epididymis Cell infiltration: minimal, unilaferal, lymphocytic
Prostate Cell infiltration: mild, lymphocytic
ventral

Following tissues : Not remarkable

Seminal vesicle, Testis



R-1075

Appendix 5-10(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1010 Male 0 mg/kg Day 43 End of administration period
Gross pathology.

A1l tissues Not remarkable

Histopathology.:

Prostate Cell infiltration: minimal, lymphocytic
ventral

Following tissues : Nof remarkable

Epididymis, Seminal vesicle, Testis



R-1075

Appendix 5-11(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1011 Male 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology.

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-12(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1012 Male 0 mg/kg Day 43 End of adminjstration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-13(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2001 Male 60 mg/kg Day 43 End of administration period

Gross pathology:
A1l tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-14(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2002 Male 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-15(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2003 Male 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-16(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No, 2004 Male 60 mg/kg Day 43 End of adminisfration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-17(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitre-p-cresol

Individual gross and histopathological findings
Animal No. 2005 Male 60 mg/kg Day 43 End of administration period
Gross pathology.

Epididymis Focus,white: 1 present, left
head, 5x5mm
Other tissues Not remarkable

Histopathology:
Epididymis Granuloma,spermatic: mild, unilateral



R-1075

Appendix 5-18(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2008 Male 60 mg/kg Day 43 End of administration period

Gross pathology:
Al] tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-19(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2007 Male 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-20(1/1) A reproduction/developmental toxicity screeming test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No, 2008 Male 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-21(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2009 Male 60 mg/kg Day 43 End of administration period

Gross pathology:
A1l tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-22(1/1) A reproduction/developmental toxicity screening test in rafs treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2010 Male 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-23(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with Z-nifro-p-cresol

Individual gross and histopathological findings
Animal No. 2011 Male 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-24(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animg] No, 2012 Male 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-25(1/1) A reproduction/developmental toxicity screening test in rats treated orally
: with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3001 Male 250 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-26(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with Z-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3002 Male 250 mg/kg Day 43 FEnd of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-27(1/1) . A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3003 Male 250 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-28(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3004 Male 250 mg/kg Day 43 FEnd of administration period
Gross pathology:

Epididymis Focus,white: 1 present, right
4x4mm
Other tissues Not remarkable

Histopathology:
Epididymis Granuloma,spermatic: mild, unilateral



R-1075

Appendix 5-29(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3005 Male 250 mg/kg Day 43 End of administration period

Gross pathology.
A1l tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-30(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3006 Male 250 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-31(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathelogical findings
Animal No. 3007 Male 250 mg/kg Day 43 FEnd of administration period
Gross pathology:
A11 tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-32(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3008 Male 250 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-33(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3009 Male 250 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-34(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3010 Male 250 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-35(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3011 Male 250 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-36(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3012 Male 250 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-37(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4001 Male 1000 mg/kg Day 43 End of administration period
Gross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Liver Hypertrophy,hepatocyte,centrilobular: minimal

Spleen Hematopoiesis,extramedullary, increased: mild, erythroid

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-38(1/1} A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4002 Male 1000 mg/ke Day 43 End of administratiom period
Gross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Liver Hypertrophy,hepatocyte,centrilobular: minimal

Spleen Hematopoiesis,extramedullary, increased: mild, erythroid

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-39(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4003 Male 1000 mg/kg Day 43 FEnd of adminisfration period

Gross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Liver Hypertrophy,hepatocyte, centrilobular: minimal

Spleen Hematopoiesis, extramedullary,increased: mild, erythroid

Following fissues : Not remarkable

Epididymis, Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-40(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animgl No. 4004 Male 1000 mg/kg Day 43 End of administration period
Gross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Liver Hypertrophy,hepatocyte,centrilobular: minimal

Spleen Hematopoiesis, extramedullary, increased: mild, erythroid

Following tissues : Not remarkable

Fpididymis, Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-41(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nifro-p-cresol

Individual gross and histopathological findings
Animal No. 4005 Male 1000 mg/kg Day 43 End of administration period
Gross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Epididymis Cell debris,lumenal: minimal, bilateral

Liver Hypertrophy,hepatocyte,centrilobular: minimal

Spleen Hematopoiesis,extramedullary, increased: mild, erythroid
Testis Atrophy,seminiferous tubular: mild, bilateral

Following tissues : Not remarkable

Prostate, Seminal vesicle



R-1075

Appendix 5-42(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4006 Male 1000 mg/kg Day 43 End of administration period
Gross pathology:

Liver Large; mild
Spleen Discoloration,blackish
Other tissues Not remarkable
Histopathology:
Liver Hypertrophy,hepatocyte,centrilobular: minimal
Prostate Cell infiltration: minimal, lymphocytic
ventral
Spleen Hematopoiesis,extramedullary,increased; mild, erythroid

Following tissues : Not remarkable

Epididymis, Seminal vesicle, Testis



R-1075

Appendix 5-43(1/1) A reproduction/developmental toxicity screening test in rats freated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4007 Male 1000 mg/kg Day 43 End of administration period
Gross pathology:

Liver Large: mild
Spleen Discoloration,blackish
Other tissues Not remarkable
Histopathology:
Liver Hypertrophy,hepatocyte,centrilobular; minimal
Prostate Cell infiltration: mild, lymphocytic
ventral
Spleen Hematopoiesis,extramedullary,increased: mild, erythroid

Following tissues : Not remarkable

Epididymis, Seminal vesicle, Testis



R-1075

Appendix 5-44(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nifro-p-cresol

Individual gross and histopathological findings
Animal No. 4008 Male 1000 mg/kg Day 43 End of administration period
Gross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Liver Hypertrophy,hepatocyte,centrilobular: minimal

Spleen Hematopoiesis,extramedullary,increased; minimal, erythroid

Following fissues : Not remarkable

Epididymis, Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-45(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4009 Male 1000 mg/kg Day 43 End of administration period
Gross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Liver Hypertrophy,hepatocyte,centrilobular: minimal

Spleen Hematopoiesis,extramedullary, increased: mild, erythroid

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-46(1/1} A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No, 4010 Male 1000 mg/kg Day 43 End of administration period
Gross pathology:

Liver Large: mild
Spleen Discoloration,blackish
Other tissues Not remarkable
Histopathology:
Liver Hypertrophy,hepatocyte,centrilobular: minimal
Prostate Cell infiltration: minimal, lymphocytic
ventral
Spleen Hematopoiesis,extramedullary, increased: mild, erythroid

Following tissues : Not remarkable

Epididymis, Seminal vesicle, Testis



R-1075

Appendix 5-47(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No, 4011 Male 1000 mg/kg Day 43 End of administration period

Gross pathology:

Epididymis Focus,white: 1 present, left
2x2mn
Liver Large: mild
Spleen Discoloration,blackish
QOther tissues Not remarkable
Histopathology:
Epididymis Granuloma,spermatic: mild, unilateral
Liver Hypertrophy,hepatocyte,centrilobular: minimal
Spleen Hematopoiesis,extramedullary,increased; mild, erythroid

Following tissues . Not remarkable

Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-48(1/1) A reproduction/developmental foxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No, 4012 Male 1000 mg/ke Day 43 End of administrafion period
Gross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Epididymis Cell infiltration: minimal, unilateral, lymphocytic
Liver Hypertrophy,hepatocyte,centrilobular: minimal

Spleen Hematopoiesis,extramedullary, increased: mild, erythroid

Following tissues : Not remarkable

Prostate, Seminal vesicle, Testis



R-1075

Appendix 5-49(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nifro-p-cresol

Individual gross and histopathological findings
Animal No. 1101 Female 0 mg/kg Day 45 End of administration period
Gross pathology:
Al] tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina



R-1075

Appendix 5-50(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1102 Female O mg/kg Day 46 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina



R-1075

Appendix 5-51(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1103 Female 0O mg/kg Day 43 Fnd of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Ovary Cyst,luteal: minimal, unilateral

Spleen Hematopoiesis,extramedullary, increased: minimal, erythroid

Following tissues : Not remarkable

Liver, Uterus, Vagina



R-1075

Appendix 5-52(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1104 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable
Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina



R-1075

Appendix 5-53(1/1) A reproduction/developmental toxicity screening test in rats treafed orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No, 1105 Female O mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Ovary, Spleen, Uterus, Vagina



R-1075

Appendix 5-54(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1106 Female 0 mg/kg Day 46 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina



R-1075

Appendix 5-55(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No, 1107 Female 0 mg/kg Day 44 FEnd of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina



R-1075

Appendix 5-56(1/1) A reproduction/developmental texicity screening test in rats treated orally
with 2-nifro-p-cresol

Individual gross and histopathological findings
Animal No. 1108 Female 0 mg/kg Day 43 End of adminisfration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Ovary, Spleen, Uterus, Vagina
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Appendix 5-57(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1109 Female 0 mg/kg Day 43 End of administration period
Gross pathology:

All tissues Not remarkable
Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-58(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1110 Female 0 mg/kg Day 43 End of administration period
Gross pathology:

All tissues Not remarkable
Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-59(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1111 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

(Ovary, Uterus, Vagina
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Appendix 5-60(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 1112 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-61(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nifro-p-cresol

Individual gross and histopathological findings
Animal No. 2101 Female 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined
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Appendix 5-62(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2102 Female 60 mg/kg Day 44 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined
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Appendix 5-63(1/1) A reproduction/developmental toxicity screening test in rats treated orally
‘ with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2103 Female 60 mg/kg Day 44 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-64(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Anima] No. 2104 Female 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined
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Appendix 5-65(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2105 Female 60 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined
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Appendix 5-66(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2106 Female 60 mg/kg Day 44 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-67(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2107 Female 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined



R-1075

Appendix 5-68{1/1) A reproduction/developmental toxicity screening test in rafs treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2108 Female 60 mg/kg Day 43 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-69(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2109 Female 60 mg/kg Day 45 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined
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Appendix 5-70(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresocl

Individual gross and histopathological findings
Animal No. 2110 Female 60 mg/kg Day 41 Undelivered
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina



R-1075

Appendix 5-71(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2111 Female 60 mg/kz Day 44 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-72(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 2112 Female 60 mg/kg Day 46 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined
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Appendix 5-73(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3101 Female 250 mg/kg Day 45 End of administration period

Gross pathology:
A1l tissues Not remarkable

Histopathology:

No tissues examined
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Appendix 5-74(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3102 Femgle 250 mg/kg Day 46 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined
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Appendix 5-75(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3103 Female 250 mg/kg Day 46 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

No tissues examined
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Appendix 5-76(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3104 Female 250 mg/kg Day 45 End of adminisfration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined
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Appendix 5-T7(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3105 Female 250 mg/kg Day 45 End of administration period

Gross pathology:
A1l tissues Not remarkable

Histopathology:

No tissues examined
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Appendix 5-78(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3106 Female 250 mg/kg Day 47 Undelivered

Gross pathology:

All tissues Not remarkable
Histopathology:
QOvary Cyst,luteal: minimal, bilateral

Following tissues : Not remarkable

Uterus, Vagina
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Appendix 5-79(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3107 Female 250 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined



R-1075

Appendix 5-80(1/1} A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3108 Female 250 mg/kg Day 46 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-81(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3109 Female 250 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable
Histopathology:

No tissues examined



R-1075

Appendix 5-82{1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3110 Female 250 mg/kg Day 44 End of administration period

Gross pathology:
A1l tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-83(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3111 Female 250 mg/kg Day 54 Undelivered
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

(Ovary, Uterus, Vagina



R-1075

Appendix 5-84(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 3112 Female 250 mg/kg Day 44 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:
No tissues examined



R-1075

Appendix 5-85(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4101 Female 1000 mg/kg Day 43 End of administration pericd
CGross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Liver Hypertrophy,hepatocyte, centrilobular: minimal

Spleen Hematopoiesis,extramedullary,increased: minimal, erythroid

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-86(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4102 Female 1000 mg/ke Day 46 End of administration period
Gross pathology:

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Spleen Hematopoiesis,extramedullary,increased: minimal, erythroid

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-87(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4103 Female 1000 mg/kg Day 44 End of administration period
Gross pathology:

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Spleen Hematopoiesis,extramedullary,increased: minimal, erythroid

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-88(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nifro-p-cresol

Individual gross and histopathological findings
Animal No. 4104 Female 1000 mg/kg Day 42 Undelivered

Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-89(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4105 Female 1000 mg/kg Day 44 End of administration period
Gross pathology.

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Spleen Hematopoiesis,extramedullary,increased: minimal, erythroid

Following tissues : Not remarkable

Ovary, Uterus, Vagina



R-1075

Appendix 5-80(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4106 Femgle 1000 mg/kg Day 44 End of administration period

Gross _pathology:

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Spleen Hematopoiesis,extramedullary,increased: minimal, erythroid

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-91(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitre-p-cresol

Individual gross and histopathological findings
Animal No. 4107 Female 1000 mg/kg Day 44 End of administration period
Gross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Liver Hypertrophy,hepatocyte,centrilobular: minimal

Ovary Cyst,luteal: minimal, unilateral

Spleen Hematopoiesis,extramedullary,increased: minimal, erythroid

Following tissues : Nof remarkable

Uterus, Vagina
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Appendix 5-92(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No, 4108 Female 1000 mg/kg Day 48 End of administration period
Gross pathology:

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkahle

Histopathology:

Liver Hypertrophy,hepatocyte,centrilobular: minimal

Spleen Hematopoiesis,extramedullary,increased: minimal, erythroid

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-93(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4109 Female 1000 mg/kg Day 46 End of administration period
Gross pathology.

Liver Large: mild

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Liver Hypertrophy,hepatocyte,centrilobular: minimal

Spleen Hematopoiesis,extramedullary, increased: minimal, erythroid

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-94(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4110 Female 1000 mg/kg Day 41 Undelivered
Gross pathology:
A1l tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-95(1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and hisfopathological findings
Animal No. 4111 Female 1000 mg/kg Day 45 End of administration period

Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-96{1/1) A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross and histopathological findings
Animal No. 4112 Female 1000 mg/kg Day 44 End of administration period
Gross pathology:

Spleen Discoloration,blackish

Other tissues Not remarkable

Histopathology:

Spleen Hematopoiesis,extramedullary, increased: minimal, erythroid

Following tissues : Nof remarkable

Ovary, Uterus, Vagina
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Appendix 6-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual estrous cycle in female rats during the pre-mating period

Dose (mg/kg): 0

Animal 14a) Count of Mean duration
number estrus of cycles
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Appendix 6-2 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual estrous cycle in female rats during the pre-mating period

Dose (mg/kg): 60

Animal 14a) Count of Mean duration
number estrus of cycles
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Appendix 6-3 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual estrous cycle in female rats during the pre-mating period

Dose (mg/kg): 250

Animal 13 1l4a) Count of Mean duration
number estrus of cycles
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Appendix 6-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual estrous cycle in female rats during the pre-mating period

Dose {(mg/kg): 1000

Animal 13 14a} Count of Mean duration
number estrus of cycles
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Appendix 7-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2~-nitro-p-cresol

Individual mating and fertility of animals

Dose (mg/kg): O

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-~pregnant
1001 1101 C 3 P
1002 1102 C 4 P
1003 1103 [o} 1 P
1004 1104 C 3 P
1005 1105 C 1 P
10086 1108 C 4 P
1007 1107 (o 2 P
1008 1108 C 1 P
1009 1109 [ 1 P
1010 1110 C 2 P
1011 1111 C 2 P
1012 1112 C 2 P

C: Copulated P: Pregnant



Appendix 7-2

A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual mating and fertility of animals

Dose (mg/kg): 60

R-1075

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
2001 2101 [ 1 P
2002 2102 C 2 P
2003 2103 [ 2 P
2004 2104 C 1 P
2005 2105 C 3 P
2006 2106 C 2 P
2007 2107 C 1 P
2008 2108 C 1 P
2009 2109 C 3 P
2010 2110 C 1 NP
2011 2111 C 2 P
2012 2112 C 4 P

C: Copulated

P: Pregnant

NP: Non-pregnant



Appendix 7-3

A reproduction/develeopmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual mating and fertility of animals

Dose (mg/kg): 250

R-1075

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
3001 3101 C 3 P

3002 3102 C 4 P

3003 3103 [ 4 P

3004 3104 C 4 P

3005 3105 C 4 P

3006 3106 Cc 7 NP

3007 3107 C 3 P

3008 3108 [ 4 P

3009 3109 C 2 P

3010 3110 (o} 2 P

3011 3111 NC - -

3012 3112 C 3 P

C: Copulated NC: Not copulated P: Pregnant NP: Non-pregnant



Appendix 7-4

A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual mating and fertility of animals

Dose (mg/kg): 1000

R-1075

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
4001 4101 (o} 1 P

4002 4102 C 4 P
4003 4103 C 2 P

4004 4104 C 2 NP
4005 4105 C 1 P

4006 4106 Cc 2 P

4007 4107 C 2 P

4008 4108 C 6 P

4009 4109 o} 4 P

4010 4110 Cc 1 NP
4011 4111 c 3 P

4012 4112 C 2 P

C: Copulated P: Pregnant NP: Non-pregnant
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Appendix 8-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual delivery data on dams

Dose (mg/kg): O

No. of
Gestation No. of implan- Implan- No. of No. of Live birth

Dam length corpora tation tation stillborns liveborns index
number in days lutea sites index % a) (%)b) % C)
1101 22 15 15 100.0 o( 0.0) 15 100.0
1102 22 17 16 94.1 o( 0.0) 14 87.5
1103 22 17 16 94.1 1{ 8.3) 11 68.8
1104 21 16 15 93.8 o( 0.0) 14 93.3
1105 22 13 13 100.0 0( 0.0) 13 100.0
1106 22 19 17 89.5 0( 0.0) 16 94.1
1107 22 16 15 93.8 0( 0.0) 14 93.3
1108 22 18 17 94.4 0o( 0.0) 16 94.1
1109 22 17 17 100.0 o( 90.0) 17 100.0
1110 21 16 16 100.0 o( 0.0) 13 81.3
1111 22 18 18 100.0 o( 0.0) 16 88.9
1112 22 17 16 94.1 o( 0.0) 16 100.0
Total 199 191 1 175

Mean 21.8 16.6 15.9 96.2 ( 0.7) 14.6 91.8
S.D. 0.4 1.6 1.3 3.6 ( 2.4) 1.7 9.3

a): (No. of implantation sites / No. of corpora lutea) X 100
b): (No. of stillborns / No. of liveborns and stillborms) X 100
c): (No. of liveborns / No. of implantation sites) X 100



Appendix 8-2

A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual delivery data on dams

Dose (mg/kg): 60

R-1075

No. of
Gestation No. of implan- Implan- No. of No. of Live birth

Dam length corpora tation tation stillborns liveborns index
number in days lutea sites index % a) (%)b) % ¢c)
2101 22 16 15 93.8 o( 0.0) 13 86.7
2102 22 15 14 93.3 o( 0.0) 13 92.9
2103 22 16 15 93.8 o( 0.0) 14 93.3
2104 22 14 14 100.0 o( 0.0) 12 85.7
2105 22 15 15 100.0 o( 0.0) 14 93.3
2106 22 17 16 94.1 o( 0.0) 16 100.0
2107 22 13 13 100.0 0( 0.0) 13 100.0
2108 22 16 16 100.0 0( 0.0) 16 100.0
2109 22 14 12 85.7 0( 0.0) 11 91.7
2110 Non-pregnant

2111 22 1 14 93.3 2( 16.7) 10 71.4
2112 22 17 17 100.0 o( 0.0) 15 88.2
Total 168 161 2 147

Mean 22.0 15.3 14.6 95.8 ( 1.5) 13.4 91.2
S.D. 0.0 1.3 1.4 4.6 ( 5.0) 1.9 8.3

a): (No. of implantation sites / No. of corpora lutea) X 100
b): (No. of stillborns / No. of liveborns and stillbormns) X 100
¢c): (No. of liveborns / No. of implantation sites) X 100



Appendix 8-3

A reproduction/developmental toxicity screening test in rats treated orally

with 2-nitro-p-~cresol
Individual delivery data on dams

Dose (mg/kg): 250

R-1075

No. of

Gestation No. of implan- Implan- No. of No. of Live birth
Dam length corpora tation tation stillborns liveborns index
number in days lutea sites index % a) (%)b) % ¢)
3101 22 16 15 93.8 o( 0.0) 12 80.0
3102 22 18 18 100.0 o( 0.0) 18 100.0
3103 22 16 15 93.8 0( 0.0) 15 100.0
3104 21 17 17 100.0 0o( 0.0) 15 88.2
3105 21 17 17 100.0 o( 0.0) 16 94.1
3106 Non-pregnant
3107 22 14 14 100.0 0o( 0.0) 14 100.0
3108 22 17 17 100.0 0( 0.0) 15 88.2
3109 22 15 15 100.0 0( 0.0) 15 100.0
3110 22 18 18 100.0 0( 0.0) 16 88.9
3111 Not copulated
3112 21 15 14 93.3 0o( 0.0) 12 85.7
Total 163 160 0 148
Mean 21.7 16.3 16.0 98.1 {( 0.0} 14.8 92.5
S.D. 0.5 1.3 1.6 3.1 ( 0.0) 1.8 7.3

a): (No. of implantation sites / No. of corpora lutea) X 100
b): (No. of stillborns / No. of liveborns and stillborns) X 100
¢c): (No. of liveborns / No. of implantation sites) X 100
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Appendix 8-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual delivery data on dams

Dose (mg/kg): 1000

No. of
Gestation No. of implan- Implan- No. of No. of Live birth

Dam length corpora tation tation stillborns liveborns index
number in days lutea sites index % a) (%)b) % C)
4101 22 16 16 100.0 o( 0.0) 16 100.0
4102 22 18 18 100.0 0( 0.0) 14 77.8
4103 22 15 15 100.0 0( 0.0) 14 93.3
4104 Non-pregnant

4105 23 16 16 100.0 o( 0.0) 16 100.0
4106 22 17 17 100.0 o( 0.0) 17 100.0
4107 22 16 16 100.0 0( 0.0) 16 100.0
4108 22 19 19 100.0 1( 5.8) 17 89.5
4109 22 19 19 100.0 0( 0.0) 18 94.7
4110 Non-pregnant

4111 22 17 16 94.1 0( 0.0) 16 100.0
4112 22 15 14 93.3 o( 0.0) 14 100.0
Total 168 166 1 158

Mean 22.1 16.8 16.6 98.7 ( 0.8) 15.8 95.5
S.D. 0.3 1.5 1.6 2.7 ( 1.8) 1.4 7.3

a): (No. of implantation sites / No. of corpora lutea) X 100
b): (No. of stillborns / No. of liveborns and stillbormns) X 100
c): (No. of liveborns / No. of implantation sites) X 100
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Appendix 9-1 A reproduction/developmental toxic¢ity screening test in rats treated orally
with 2-nitro-p-cresol

Individual sex ratio and external examination of pups

Dose (mg/kg): O

Liveborns Sex ratio of Day 4 Sex ratio of External c)
liveborns live pups abnor-
Dam No. of No. of at birth No. of No. of on day 4 malities
number males females a) males females b) (%)d)
1101 10 5 0.67 10 5 0.67 0( 0.0)
1102 5 9 0.36 5 9 0.36 o 0.0)
1103 4 7 0.36 4 7 0.36 o( 0.0)
1104 9 5 0.64 9 5 0.64 o( 0.0)
1105 6 7 0.46 6 7 0.46 o{ 0.0)
1106 10 6 0.63 9 6 0.60 o{ 0.0)
1107 7 7 0.50 7 7 0.50 o{( 0.0)
1108 10 6 0.63 9 6 0.60 o( 0.0)
1109 10 7 0.59 9 7 0.56 0( 0.0)
1110 9 4 0.69 9 4 0.69 0( 0.0)
1111 8 10 0.38 6 10 0.38 0( 0.0)
1112 6 10 0.38 4 10 0.29 0( 0.0)
Total 92 83 87 83 0
Mean 7.7 6.9 0.52 7.3 6.9 0.51 ( 0.0)
S.D. 2.2 1.9 0.13 2.2 1.9 0.14 ( 0.0)

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

b): No. of 1live males on day 4 / No. of live pups on day 4

¢): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of liveborns) X 100
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Appendix 9-2 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual sex ratio and external examination of pups

Dose (mg/kg): 60

Liveborns Sex ratio of Day 4 Sex ratio of External c)
liveborns live pups abnor-
Dam No. of No. of at birth No. of No. of on day 4 malities
number males females a) males females b) (%)d)
2101 7 6 0.54 7 6 0.54 0( 0.0)
2102 6 7 0.46 5 6 0.45 o( 0.0)
2103 8 6 0.57 8 6 0.57 o( 0.0)
2104 6 6 0.50 6 6 0.50 0o( 0.0)
2105 11 3 0.79 11 3 0.79 o( 0.0)
2106 8 8 0.50 8 7 0.53 0o( 0.0)
2107 6 7 0.46 6 7 0.46 0o( 0.0)
2108 7 9 0.44 7 8 0.47 o( 0.0)
2109 T 4 0.64 7 4 0.64 0( 0.0)
2110 Non-pregnant
2111 8 2 0.80 8 2 0.80 o( 0.0)
2112 6 9 0.40 6 9 0.40 0( 0.0)
Total 80 67 79 64 0
Mean 7.3 6.1 0.55 7.2 5.8 0.56 ( 0.0)
S.D. 1.5 2.3 0.14 1.6 2.1 0.13 ( 0.0)

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

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

c): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of liveborns) X 100



R-1075

Appendix 9-3 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual sex ratio and external examination of pups

Dose (mg/kg): 250

Liveborns Sex ratio of Day 4 Sex ratio of External c¢)
liveborns live pups abnor-
Dam No. of No. of at birth No. of No. of on day 4 malities
number males females a) males females b) (%)d)
3101 6 6 0.50 6 6 0.50 o( 0.0)
3102 9 9 0.50 9 9 0.50 0o( 0.0)
3103 T 8 0.47 7 8 0.47 o( 0.0)
3104 8 T 0.53 8 7 0.53 o( 0.0)
3105 8 8 0.50 7 8 0.47 0( 0.0)
3106 Non-pregnant
3107 8 6 0.57 8 6 0.57 0( 0.0)
3108 8 7 0.53 8 4 0.67 0( 0.0)
3109 T 8 0.47 7 8 0.47 o( 0.0}
3110 6 10 0.38 6 10 0.38 o( 0.0)
3111 Not copulated
3112 7 0.58 7 4 0.64 0o( 0.0)
Total T4 T4 73 70 0
Mean 7.4 7.4 0.50 7.3 7.0 0.52 ( 0.0)
S.D. 1.0 1.5 0.06 0.9 2.0 0.09 ( 0.0)

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

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

c): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of livebormns) X 100
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Appendix 9-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol .

Individual sex ratio and external examination of pups

Dose (mg/kg): 1000

Liveborns Sex ratio of Day 4 Sex ratio of External c¢)
liveborns live pups abnor-
Dam No. of No. of at birth No. of No. of on day 4 malities
number males females a) males females b) (%)d)
4101 9 7 0.56 9 7 0.56 0o( 0.0)
4102 9 153 0.64 8 4 0.67 o( 0.0)
4103 8 6 0.57 8 6 0.57 o( 0.0)
4104 Non-pregnant
4105 8 8 0.50 8 8 0.50 o( 0.0)
4106 12 5 0.71 10 4 0.71 0o( 0.0)
4107 9 7 0.56 9 7 0.56 o 0.0)
4108 4 13 0.24 3 12 0.20 0( 0.0)
4109 6 12 0.33 6 12 0.33 o( 0.0)
4110 Non~-pregnant
4111 8 8 0.50 8 8 0.50 o( 0.0)
4112 8 6 0.57 8 6 0.57 0( 0.0)
Total 81 77 77 74 0
Mean 8.1 7.7 0.52 7.7 7.4 0.52 ( 0.0)
$.D. 2.1 2.8 0.14 1.9 2.8 0.15 ( 0.0)

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

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

c): No. of liveborns with external abnormalities

d): (No. of liveborns with external abmormalities / No. of liveborns) X 100



Appendix 10-1

A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual viability index of pups

Dose (mg/kg): 0

R-1075

Viability
No. of live pups index on

Dam postnatal
number Day 0 Day 4 day 4 % a)
1101 15 15 100.0
1102 14 14 100.0
1103 11 11 100.0
1104 14 14 100.0
1105 13 13 100.0
1106 16 15 93.8
1107 14 14 100.0
1108 16 15 93.8
1109 17 16 94.1
1110 13 13 100.0
1111 16 16 100.0
1112 16 14 87.5
Total 175 170
Mean 14.6 14.2 97.4
S$.D. 1.7 1.4 4.1

a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100



Appendix 10-2

A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual viability index of pups
Dose (mg/kg): 60

R-1075

Viability

No. of live pups index on
Dam postnatal
number Day © Day 4 day 4 % a)
2101 13 13 100.0
2102 13 11 84.6
2103 14 14 100.0
2104 12 12 100.0
2105 14 14 100.0
2106 16 15 93.8
2107 13 13 100.0
2108 18 15 93.8
2109 11 11 100.0
2110 Non-pregnant
2111 10 10 100.0
2112 15 15 100.0
Total 147 143
Mean 13.4 13.0 97.5
S.D. 1.9 1.8 4.9

a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100



Appendix 10-3

A reproduction/developmental toxicity screening test in rats treated orally

with 2-nitro-p-cresol

Individual viability index of pups
Dose (mg/kg): 250

R-1075

Viability

No. of 1live pups index on
Dam postnatal
number Day 0 Day 4 day 4 % a)
3101 12 12 100.0
3102 18 18 100.0
3103 15 15 100.0
3104 15 15 100.0
3105 16 15 93.8
3106 Non-pregnant
3107 14 14 100.0
3108 15 12 80.0
3109 15 15 100.0
3110 16 16 100.0
3111 Not copulated
3112 12 11 91.7
Total 148 143
Mean 14.8 14.3 96.6
S.D. 1.8 2.1 6.6

a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100
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Appendix 10-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol
Individual viability index of pups
Dose (mg/kg): 1000

Viability
No. of live pups index on

Dam postnatal

number Day 0 Day 4 day 4 % a)

4101 16 16 100.0

4102 14 12 85.7

4103 14 14 100.0

4104 Non~pregnant

4105 16 16 100.0

4106 17 14 82.4

4107 16 16 100.0

4108 17 15 88.2

4109 18 18 100.0

4110 Non-pregnant

4111 16 16 100.0

4112 14 14 100.0

Total 158 151

Mean 15.8 15.1 95.6

S.D. 1.4 1.7 7.2

a): (No. of live pups on day 4 / No. of liveborns on day 0) X 100
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Appendix 11-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of pups

Dose (mg/kg): O

Male Female

Dam

number 0 4a) Gain 0 4a) Gain
1101 6.4 10.86 4.2 6.1 10.4 4.3
1102 7.1 10.1 3.0 6.7 9.9 3.2
1103 6.9 11.2 4.3 6.7 11.5 4.8
1104 6.3 8.7 2.4 5.9 8.5 2.6
1105 6.9 10.7 3.8 6.8 10.6 3.8
1106 6.4 9.8 3.4 6.1 9.4 3.3
1107 6.1 9.4 3.3 5.8 9.5 3.7
1108 6.1 g.8 3.7 5.7 8.9 3.2
1109 6.2 9.5 3.3 5.8 9.1 3.3
1110 6.0 8.9 2.9 5.6 7.6 2.0
1111 6.0 9.6 3.6 5.8 9.1 3.3
1112 6.1 5.7 -0.4 5.9 5.5 -0.4
Mean 6.4 9.5 3.1 6.1 9.2 3.1
S.D. 0.4 1.4 1.2 0.4 1.5 1.3
Unit: g

a): Postnatal day
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Appendix 11-2 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of pups

Dose (mg/kg): 60

Male Female
Dam
number 0 4a) Gain 0 4a) Gain
2101 6.4 10.7 4.3 6.0 10.3 4.3
2102 5.6 9.5 3.9 5.5 9.5 4.0
2103 6.9 10.3 3.4 6.5 9.6 3.1
2104 6.5 10.5 4.0 6.2 9.7 3.5
2105 6.3 9.9 3.6 6.2 9.5 3.3
2106 6.4 8.5 2.1 5.9 8.0 2.1
2107 7.4 11.6 4.2 7.1 11.1 4.0
2108 6.1 9.2 3.1 5.9 9.4 3.5
2109 6.4 11.1 4.7 6.1 10.9 4.8
2110 Non-pregnant
2111 7.4 12.1 4.7 7.0 12.0 5.0
2112 6.9 9.6 2.7 6.7 9.4 2.7
Mean 6.6 10.3 3.7 6.3 9.9 3.7
S.D. 0.5 1.1 0.8 0.5 1.1 0.9
Unit: g

a): Postnatal day
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Appendix 11-3 A reproduction/developmental toxicity screening test in rats treated orally
with Z2-nitro-p-cresol

Individual body weight of pups

Dose (mg/kg): 250

Male Female
Dam
number 0 4a) Gain 0 4a) Gain
3101 6.8 11.6 4.8 8.5 10.9 4.4
3102 6.6 9.9 3.8 6.0 9.0 3.0
3103 7.1 10.7 3.6 6.9 10.3 3.4
3104 6.3 9.1 2.8 5.8 8.5 2.7
3105 5.7 8.3 2.6 5.4 7.7 2.3
3106 Non-pregnant
3107 7.0 10.6 3.6 6.5 10.2 3.7
3108 5.6 9.2 3.6 5.0 8.9 3.9
3109 6.4 9.2 2.8 6.1 9.3 3.2
3110 6.3 9.7 3.4 5.8 9.0 3.2
3111 Not copulated
3112 6.4 10.1 3.7 6.2 10.4 4.2
Mean 6.4 g.8 3.4 6.0 9.4 3.4
S.D. 0.5 1.0 0.6 0.6 1.0 0.7
Unit: g

a): Postnatal day
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Appendix 11-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual body weight of pups
Dose (mg/kg): 1000

Male Female
Dam
number [¢] 4a) Gain 0 4a) Gain
4101 6.4 8.6 2.2 6.0 8.0 2.0
4102 6.2 9.3 3.1 6.0 8.6 2.6
4103 6.7 10.4 3.7 6.1 9.8 3.5
4104 Non-pregnant
4105 6.8 10.0 3.2 6.4 9.0 2.6
4106 5.7 9.1 3.4 5.1 8.5 3.4
4107 6.2 8.1 1.9 5.9 7.7 1.8
4108 7.4 11.5 4.1 6.7 10.1 3.4
4108 6.4 9.1 2.7 6.0 8.1 2.1
4110 Non~pregnant
4111 5.6 7.6 2.0 5.4 7.3 1.9
4112 7.1 10.4 3.3 6.9 9.9 3.0
Mean 6.5 9.4 3.0 6.1 8.7 2.6
S.D. 0.6 1.2 0.7 0.5 1.0 0.7
Unit: g

a): Postnatal day
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Appendix 12-1 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross pathological findings in pups on postnatal day 4

Dose (mg/kg): 0O

Dam No. of pups examined Findings
number Total ( Male + Female )

1101 15 ( 10 + S5 ) One male: Thymic remnant in neck
1102 14 { 5 + 9 ) NAF
1103 11 ( 4 + 7T ) NAF
1104 14 { 9 + 5 ) NAF
1105 13 ( 6 + 7 ) NAF
1106 15 ( 9 +« 6 ) NAF
1107 14 ( 7T +« 7 ) NAF
1108 15 ( 9 + 86 ) NAF
1109 16 ( 9 + 7 ) NAF
1110 13 ( g + 4 ) NAF
1111 16 ( 6 + 10 ) NAF
1112 14 ( 4 + 10 ) NAF

NAF: No abnormal findings
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Appendix 12-2 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross pathological findings in pups on postnatal day 4

Dose (mg/kg): 60

Dam No. of pups examined Findings
number Total ( Male + Female )

2101 13 ( 7 + 6 ) NAF
2102 11 ( 5 + 8 ) NAF
2103 14 ( 8 + 6 } NAF
2104 12 ( 6 + 6 } NAF
2105 14 ( 11 + 3 ) One male: Thymic remnant in neck
2106 15 ( 8 + 7 } NAF
2107 13 ( 6 + 7 ) NAF
2108 15 ( 7 + 8 ) NAF
2109 11 ( 7 + 4 } NAF
2110 Non-pregnant

2111 10 ( 8 + 2 ) NAF
2112 15 ( 6 + 9 ) NAF

NAF: No abnormal findings
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Appendix 12-3 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross pathological findings in pups on postnatal day 4

Dose (mg/kg): 250

Dam No. of pups examined Findings
number Total ( Male + Female )

3101 12 ( 6 + 6 ) NAF
3102 18 ( g + 9 ) NAF
3103 15 ( 7 + 8 ) NAF
3104 15 { 8 + 7 ) NAF
3105 15 ( 7 + 8 ) NAF
3106 Non-pregnant

3107 14 ( 8 + 6 ) NAF
3108 12 ( 8 + 4 ) NAF
3109 15 ( 7 + 8 ) NAF
3110 16 { 6 + 10 ) NAF
3111 Not copulated

3112 11 ( 7 + 4 ) NAF

NAF: No abnormal findings
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Appendix 12-4 A reproduction/developmental toxicity screening test in rats treated orally
with 2-nitro-p-cresol

Individual gross pathological findings in pups on postnatal day 4

Dose (mg/kg): 1000

Dam No. of pups examined Findings
number Total ( Male + Female )

4101 16 ( 9 + 7 ) NAF
4102 12 ( 8 + 4 ) NAF
4103 14 ( 8 + 6 ) One male: Thymic remnant in neck
4104 Non-pregnant

4105 16 ( 8 + 8 ) NAF
4106 14 ( 10 + 4 ) NAF
4107 16 1 9 + 7 ) NAF
4108 i5 4 3 + 12 ) NAF
4109 18 ( 6 + 12 ) NAF
4110 Non-pregnant

4111 16 ( 8 + 8 ) NAF
4112 14 ( 8 + 6 ) NAF

NAF: No abnormal findings
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