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L7, RERIL, 0 IR FBRYBEOBRE L LTHWA Y 7H2E5). 15, 60,
250 33 L TR 1000 mg/kg/day & L, ®fPEEESS KT8 1000 me/ke #id 14 BRIOERERE &
L TRWDHERESR 5 ICA 2 ToMERES 10 T, 15, 60 33 KT8 250 mgrkg BRI N EHLf
HESICEHERA L THRBET- 7,

250 mg/kg LA EDOBET, UFHB L UCRB TENEIRS 1 AOAH, #HITEE 20
TR LR, REE TR, 1000 me/ke B THEMIZ, R pH OFEREENRD LN
7z, MRFRETIE, 1000 mg/kg B THEREIZ, MAEE, ~~ 7 )y MEBLIUFE
PR i BRI £ R E O R B R S EN CUI IR R LR OB B mE, & bICHECEER
Wiy bR TS AF U REOFERERPED LN, MREERETIZ, 1000
mg/kg BETHIZ, 7L T IV AGH, BV ATr—LBEITH Y UL #iZy-GTP
BLURBREUA T OWTHRLEELRERENSRD LN, 2B HEE T, 250 mgkg B
THEIZAFIROARS E &, 1000 meg/kg B CHIMERIZIFROMS B UM ER, BICE
FROF R EEW N IR ORI LU A ERE, HICBBOEIEREOW TR HFER
BEAER® b, PERMARFERE CTIE. 250 mg/ke B CTHEZATIRO FFHIRIER. 1000
me/kg ¥ CHERE TR O AR AE RN OV IR OBE A E L3 KL Uit E OHEM,
BRI RBE LE~D o207 27 Y v ORBIZLZWETREOBEMAED S
v, 1000 mg/kg BEOMNEIT, PRAICRETOEMEICH T,

EEFICBV TR, ROBEERIEEOHMMI L UENITES GROELERE,
RRLABHEIIVTROEEL TEY, AIEHREMTHL Z EBBEREN-, £,
BEBEMELEZZONIELLTZD AR T,

LEDHRNL, 4= bap 7 LY —A0T v h~m 28 AREROBREICLY,
RIS & LR E o x4 2 & NI BEE Y 5 MR A (L FE LB L URIBOELE
BERHLN-, BREE (NOEL) (3R 2 b 60 mgkg/day, EEMEE (NOAEL) X
HET 250 mg/kg/day. MET 60 mg/kg/day RS i,
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TERkLdS L OMEEOF LM ERE (1979) ) $23F I L THBIRAPHRE LA
FRIZH O, BBIKIZAKERICESS KEEEIEST S (Appendix 6) Z & H3FERR
Ehtz, LEd-T, BpofAEHRMZE LT, RBREEOEREIIEELRIZTLRE
PLAREEROE IR b o LTI,
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BEERTERBE LT, 1 BMHES 3D SD % [Crl : CDSD)Z v bz, AME%
0 (XM : AU 7#H#E). 10, 30, 100, 250, 500 3 X T} 1000 mg/kg/day O & T,
14 B O#FE LR, 500 mghkeg L EDORE CHHIZILE. MEREOERB LWV
ROBMERSED DN, E5IT, 1000 meke B TIIMKERE CEE R A MAT
RE L UMBEECERE CIFREICI N T 2EENTES NI EEBPRDO N, #FEE
BT, 250 me/kg S LB THEEICATRE EO B EBMIED HhT,

> T, ARBRIZBITD2HRERIZOVTIE, 28 BMOREREIC L D BERENR
B9 5 & TPRISHD 1000 me/kg/day 2 B EAE, BEREPERALLVWETREND
15 mg/kg/day # BRIEMEL L, ZORIZ 60 3 X F 250 mg/kg/day D3 4 AELZHRE
L7,

RBRBEOMERIL, OREREH (LT, xHEE) . OHBMED 15 mgkg/day &5
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~10:59) 2177, *BEIZIZ, Bl E LTHWEREFA ) 72 FERICRS L,
EEAEOHEWRIT. BEFONEEERZZIZEH LT,
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28 BRIOHBEHM T &H 52V iR G TR, BL T 14 HEOEEHMTH Wi
EEHIMETRIZ, ROBEBIUBRELZIT> 7.
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EFICONT, SR, BEHMCEOTILESN, REEE, B5%EER 30 ~1
FEff 3 KO 4 BRI CARE D 4 B, EEHMICEV T2 e b 1 B 1EIERIRS—Y
A NT, BDOEE, S, THEIZOVWTEELT,
2) WAEBIERERE
(1) FEM72RRARIRE

Z2HIZOVWT BREFAHATBB I UFO®ITB 1B, 7~ V%A FTOBERIIMZ T,
B¥Er—VUHroRYVHTITEREBIUy —VHOTAIMA—T T 40— F
(370Wx560Dx40Hmm) T, 7Y 50HLEE, r—UhoHTBoHWS &,
EERECHE~RE). EF (A), B4, IE, RBFASIRE. IREREH. RR.
iR - 85w, WiE, TEBEEORIZE HIEN, ITHABOEI L 5754, FHFE. I
W, B . RE. FERTHEED. BT (LAHE), RETE (BR, %5
MEBITE), HETE BEOES. REEEEST), $R (B I UHE (@
) ILoWTHEL, R0 bhE{k%i¥ S (Appendix 6) TE&H L=, BMITITE
EAILETEEESZTT. BEFUAOCEBHSCEMERZR R LA — VU OER
LEBEESOLFR L ERILICE L, BIEFIBEERIRIBELITI 2 LiCLY,
BENABRTRAZZRETRE L,
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REHER TREZEMIIRE 48 (S LRE5 27 B) o, EEHRK TRER
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FITRT AR . BEMEL (BEERICELS LS HEEO8IRG) . MERS (FERIZ
B EDORIE), BERE (BREZ By b CRATZEBSOHKE, BFREDOK
). BEALRE CRiCRT2ELORE) BLUERKSH (HECEEEEMIIZ L
BEOERELICH EHRIT) W/, BOONREEFA (Appendix 7) T
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BEMM®TRERDMI. RE 4B (L b&RE27H) &, EEHRRE TRE
ZEWiTEE 28 (MHEE LEE 13 B) RIS L UBEROEBA (Fv b ~v0XH
BHEERE. MK-380R/FR, ZETHMBRHKRSL) TCAREDE (BREHRAT
#iE, SUPERMEX, =ETHREHRA S, BMBRT HERMRE o —EE L,
FIEELEBEANOXEM® 60 77MIZET 2BBEEHEAE) ORAIEET> 7,

3) FELIUVEER

BEIF, HE51F ESMBER. 7. 14, 21 BL 28 AIFONZEE 7B L 14
HiZBEL., R5HHET B L UOREHRTOBEEMEZEE Lz, -BRAICHE
L. BEOHEMEROEHIZHAW:,

BARIT, &8 1E, #IE 5, 12, 1985026 BECICER 5 BE U112 B,
HEITHRE 4, 11, 18 B L V25 BACICEE 4 BLT 11 BIZ, EREFRBHETD 24
R DIREER (FEHHER) ZAIE LT

RER L OEHBROREIIE, EFRAE (FY-3000, GX-2000, =— - 7 K+ F 4
HRARt) 2RV,

4) RiEE

BE5 48 (ML LRE 22~23 H) (T, EEFHIIERE 28 (ML LEHE 8~9 H)
CEW AR 3RS — VICIRE L, SO RICOWT  AVELOBE, BEBERIE (<
T ART 4w T AL NATART 2 FVBRRRM) (255 pH, #2327 B BM
BiUtvovl) ) =7 oEERBRETCICILEORE (URI-CELL &, 77U v
VrIAnTaF s M, THRELTER) 21To7. 61T, 18 FENA L TEL
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FRMERE (EXEHFRLE . LERRE (G UL MY v A-~TETa e k),
~v b2 Yy ME GRILER SV @ ER ) | SERIERERE, FHRMROERE,
R mERMEFERE (WAL, HEMA). MR (EXEFREE) . Bk, AR
FRMEREB LM ESE (Uk, 7a—%4 MA M) ZRFE LA, £/, 0
BO—H% 3.8%7 =B b U v AR CERMLEAE LTt %5, mkEEE BB
THE (KC-10A, KET AN TH) kY, Yabrr KM (Quick —Bik)
BLOEMLES Fa R 7 RF U8 (=7 O VBEEE) 28IE L,
6) M TFHRE
M LM O—MrbmniFEE2 oL, SIEFEEoEE (JCA-BM8®R Y V45
A F—, BAREFHRRASH) L. BF 87 (Fa—Ly MR, 74712 (BCG
%), AG o GHEE) ., ¥ (GluKY -G-6-PDH? i), #3227 u—n[ (BERE
(CES? -CODY -PODY %) 1. VU 7 U+t 74 RIEEFEE (LPLY -GK? -GPO¥? -PODY
)L REYALEY (7 V) REZER (VLT —€-UViE), 7 L7 F = Jaffe
). AST, ALT, ALP, (BLE. JSCCY i), y-GTP (SSCC¥ #:) LDH (SFBC!
B, v (OCPC ) BLUERY [E#iL (PNP2 -XOD® -PODY %) |
k. Fiz, EMEEHBLITEE (NAKL-132, ®HET «—47— 7 —HREH) 0Ly
FTRITA, BV TLABIUHER AL, 44 @EME) 2RIELE,
Dok 2 SAa—Z-6 ) VEBERAKRERER, ¥ L AT oAz AT T, ¥ a
VAFR—AFFR LT B 9 UARS—E O UHETaT A LY S E D S nd)
8 Lea-ZUvnl Ao —8 9 BRBREYS, 0 20 U ETERERES
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TOBAIC=—F VBT CHRMICHEO CHRMER L. &, B REsiRes L Wi
REEARNICBE L,
8 HEER

B SRR TRAFEY S LOREHOM. MR, DR TR, SR, 8%, Bk
TEE, BRI, S OICHETIIREE, FR A MoEE2HE (ExXER) L. B
FAOUEICEIWTAHAEL FENER) 2EH L7, B, XBERELAEZ $EL
T, TEABLIUCHIRIEERCFFEL T,

9) FREAHR SRR

PHFIZONTTFESRE - MR L, 10%PHE ) VEREER L~ Y VR CHEE (F
B,OBREEEITZTT CIRCHIEE., MIZETREEALZ#RE LTRELE,

M KRR, /D, #B2Ete). THEE IRk, BRI (LEUNMEZET) | FEE CHE.
Bods, FBESR) . DB K. M. BFER. R MR, M. A%, B BIE. BE). B

(+Z$605. =B, BB, BB, &5, BB, S 2R E0). AR FBEXX
SRR | RIEFE (75, BEIUIANIE, 8. BRLE) . B LEHR. U/ E

(T 8, BREY 380, B (KEBE)

SRR A X, RHEBEE L 1000 mg/kg BEO EERESE - MBI SOWTER L,
FOFER, ERWEH OB S ITERN T 5 B HEO AR L ORI N OB s
HHATZOT, 15, 60 3 LT 250 me/kg #F3 TN [EITHEE TIIMERED fFlgF L ONER
WNCHEOBIRIC W TRE LT, BREE., BRI TR 74 VWA EZER L, HE
Qi L TEMEITol, E5IZ. ILEWMERET D7, EBH#H L 1000 mg/ke B
(ZONWT, HEREE b OFIOEgIZ L) TR ORI o 2u-s e
v R L Y B R T LT,

5. WratfRtr

/LN FEHESH DVITHEICONT, HBBELOFEZE (BERESWLUT) 2ED
FETHE LT,
(D) R"FAN) w2 F—%

ZRER O EBRIZ OV Tid, Bartlett O BIREZ 1T - 72, DB —HB A3 —0h
BOBBANEITO, FOBREEEZRDEE. Dunnett OREEIZ L Y M BEEIC
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T OEHROUBREERIT o7, PBB—RTRVWESIE. /o3 FA ) v F—4
CRWARERIC -, SEBMOERBICHOWTIE, FREZT, ORS8N —
FR2BEAIT Student D L REE, FED—HRTRVWEEIT Aspin-Welch O t BEZT
o7, (FE, FEHNE, BE BH, BREHE, RE, RIELE LERFRET
—4., MRENMFRET —%., HEED)
@ /v RFGARN w o T4

M ORI OV TIE, Kruskal-Wallis DIEIBREZITV. 2 OBRFEZER
H &, Dunnett BOBREEIC L) BB L AFLLE L, 2HERBOLBIZONT
id.Mann-Whitney ® UREZ1To72, (RBEIZBITLIERMNT —F QK ESE)
@ AFITIINT—F

Fisher DERERERELAVVE (—RRREOBE, SHELEABE, BEBERE,
Hfs L OIRERABERTIC BT A EEFIOREE), 2k, FEAREIRENRLD
H, FL— RS LT —ZiZo0n Tk, Mann-Whitney @ U RBREZ1T- 72,
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1. —fREEB L UL (Tables 1, 2, Appendices 9, 10)

RO OB >T2, —HREDOEICOWTIE, H#FE L IR TED 250
mg/kg LA B OB THEO 2SI, BIRS 2 BE T, I3RS 1 BitoLBH bik,
X HIZ, 1000 mg/kg # THEEDO2AIZ, REERIZBOD LN 5 —BHEORES, BE
HMZECTES LR, £, 1000 mgkeg B CRICHE (V100 8L UOMIZTE
WORIZEBIEN (2110 L) 23 bhizn, LREBLUVRICLBBENIIVEOEL
Thol, EEHMICKENTIE, —BRREOEITFED Gl o7z,

2. WREBRREHRE

1) FHM72EERBIE (Tables 3, 4. Appendices 11, 12)
BT B L UREHAROBE T, FEBCAEREMIIFED R0,

2) IHEIEBERE (Tables 5, 6, Appendices 13, 14)
BEHMAP B LUEERETORE T, FEBIZELEIRD LRI -T2,

3) AR I UHREHE (Tables 7. 8. Appendices 15, 16)
BEHEHOREICBWT, FIEROBAB I UCERENRIZFERELIIRD S

N, FHEMHMTOREIZBWTHE, BEEOHOREENICHEELHER LT

HEDRIER A HERERELSRD b, EREFRICEERELITED SR RD T,

3. AE (Figures 1. 2. Tables 9. 10, Appendices 17, 18)
BEHMBIONEESMZ2E L C, FHIERAOKERS L UEEHENEICEEREL
RO o h ot

4. fBfE&E (Tables 11. 12, Appendices 19, 20)

FEHBIZB VT, 60 BL U 250 mgkg B THORE 4 BOBHERICA B R EMES
Bhobhic, L5, 1000 mgkg OB TEIAELECEIRDONT, FHEM
BiEDRD bl WELTh -7z, /2, BEMEICEHN T, FERELIIRD LN
ot
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5. RBE (Tables 13, 14, Appendices 21, 22)

BHEHMPOREICLBVT, 250 mgkeg LA LOHTHE L SROBHEIEZECTETD
BEOBHENFRIZE -, &5HIZ, 1000 mgkeg B THREIZIR pH OF ERIEEN
R b, EEHMFOREFICBNTL, BICREEOFEREEIRD b,

6. MMikFMAE (Tables 15, 16, Appendices 23, 24)

L5 TROBEIZE O T, 1000 mgkg BTz mEazE, ~~ 27U v b
fER L CEHRMKNOERBEOFTEREEE TR ALEROFTELEME, E6iC
HEICTEMELE S b e AT S RAF URMOFERERPRD b,

EIE IR T REOMAE CTII, BICEHRERAEES LOEOROKLEARREOFER
mfEM N PR MK ERREDOHEREMARD bnioh, Rk, MERER
KO~ ;7 Uy MEZBRRETRD M7z,

7. AL FE (Tables 17, 18, Appendices 25, 26)

BREHBR TEROBREICB VT, 1000 mgkg BCTHIZT LT I AIGH, =L
ATu—VBLOH VU LAOFEREE, HIZy-GTPBLTRE I AL OFELSR
ENRD LA, AG LOFEREME 156 mgkg HOBIZLRH LA, 1000
mg/kg BEDOHE & R TRBH & OEBB I/ & h o Tz, F£72, 60 mgkg BOREIZ LDH
DHEREME, Hic AST OFEREME. 250 megkg BOMIZT U U AORERHE
N 1000 me/kg BEOMEZ AST OFBEREMEHNFRD L=, FAEMBEAENRD S
nT, EEAEREORERO/NIRERTHT,

EEEBERTHEOREBIIBO TR, BIZT N YA0FEARESRD LR,

8. ¥l#& (Tables 19, 20, Appendices 27, 28)

1000 mg/kg # CHIROBAIMBEOEFIZERD bhl, £, 1000 mgke B
MECINE S LT ED/NE R 1 ILARO L, BIERH TIE, 1000 mgke # ClEED
B HEOEM, MO 4 LIRS LR,
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9. BEHER (Tables 21, 22, Appendices 29, 30)

SRR TRERBHITE VT, 250 meke B CHECATIREXM EROFER&EE
WEDH L, 1000 mgkg B TIIHEREICITFEOEN B LCHEMNEROEE wEE,
B BRI BB OEN B IO EROFELEME, TEFENEEDCOTRE
RRAE(E, MEZHBHE EEOFERSEIRD LN, FEHMFETREREDICE
T, BEERD N7z,

10. FREMZFME (Tables 23, 24, Appendices 27, 28)

BEMERTRBRDYICK T, FHRTI. AP OMEFRIIEARS 250 mgke
B CHED 2 TIZ, 1000 mg/kg B TiTiED 3EB L UMD 5 Rz b, F/-, B
f®TiX, 1000 mg/kg BECHAELOTTEL LT~V Y w7 A —REBHET~T T
VEEZEZLNDIBABROLEHMBHED 3ILE I UMD 5 CIZRH L, 20 ) Hitf
HEE 3TLIZIZ2 oMb LT, H > MITRIOHE 2 LI bEBH LN, EHIT, #ED
BigTiL, EMEAT LERICRIT D a2u ' m T Y R AN TR oMM,
1000 mg/kg BE TR O b/,

B BEBEEETELORD N ETEEIIIFEEDEOERSIZERTAE(LITFHED
L RdoTr,

[EIE AR TRBRBIC VT, REHME TRERBMIZ BV TRO b
BOEOREIERTIENRD D B, MBOEM L - 8EEROLE L O 1 ITICHS
EMOTEIRFEL T LoD, FRLUADE IV TRLRDONT, EFELTH
el

U EDEboftic, & EHEKR TREESYME L UCEEHRETEBRIMICE VT
SHRBEDOZ, D WEIXRE & ERDER SIS, BORKHEREE (8, ROk
REETE (BE), BULAZIE (MERE) 3 X OVINERDMEFTABRARIAENE () . BT
MBI (B, MHEEMERAE (M) . RE Y L EiEE () B L URBMERMEL
5% (HE). REREOORSME THAM Y o <3kiZ (H). AMROME Y kiRl (#) HR
D HNTH BEHESECOBRESEBRYERGH CTHET 2EANIED N2,
T, HRUBERSHICOR, DEOOHEN - B (B, FFROBIRESE (),
NEERDVERRIRAEA N (RE) . BRoOISIHER M), MiRoMm () WizH
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T 1000mg/kg BEOHEICRD b /NS RIIBRB L UFERFTHHICEIE, +58
BIUEOEHIRD N, LML2RL, ZRODOEMTWTIGEES-Y 1ED
HDORBBT, 7y MIERREL L THEROLNAELL VT HZ NG, HRHED
&5 & ITERBMRLE L L HItr T,
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z £

2= hap 7 LY —VORERGEELBRHT 5720, 0 (), 15, 60, 250
L1 1000 mg/kg/day IETT v MZ 28 BREIBLESE LT,

FOFER, ERBMHEL LT, gL L CLEEICHT 2REBEICEET 5SS
ERYON5Y g

FFigio 33 2 8IZ-OW T, 250 mgrkg #F THEIZAFIROFESTE &, 1000 mg/kg #T
ITHEREIC PO B L UM EROEEIR D L, RERKFERETIZ, 250
mg/kg FEDMER L O 1000 mg/kg BEOMEREIZ, NEFOEOFHRBIBXRBE I,

1000 mg/kg BHOMEIZRD bz v -GTP M E U L E B R UNEHE S b R
FAFUERROBERD, FEEBCYSIRBLT~TEEEALND, 72, 1000
mgkg BOBIZRDONT-TAT IV, AIGEHEBLUBRILVATa—LOE[EDL, i
I ORBEEETOIEEEZLND,

M2 5 2 I DT, 1000 me/kg BT MARBEIS LU~ 2 Y v b
EOEENRD b, FHROKMDCRBEIMEEE R L,

1000 mg/kg B DOMEREIFE D b L7 RO SE A S M TR K UARE M R 7R M EREL
OEEE, giicxT 2 EMMRORIEHEILEE LGN D,

ARBTROLNIEEMIZISOWT, ~ETT U & B ARk REEDILEY
R0 5 - fAHEREDRIBIZFED L, MEL Y U LDOEENEICEO LRI Ehb,
FRMEROWETTEN TR I N, BOMEEOLAER L TWEbDEEX LN, /2, 8
BOMBEHRE Y AL OEES, FRICHT 288ITm2 T, FhHtEn & EEL-E
{ETHLHREMEREZ LN D,

1000 mg/kg BEOHEFEIZERD DN BIBOEAL L CEROE(MIT, T b it
THRE L HE L RBOFREARFNELERBR LTI LD LEEI LD,

—HREOBE T, LB LR TED 250 mgkg ML EDOBEOMBEIZZRD Hv
A, 5 1~2 HOLOELT, WERSEKSHRE TRERREEICTT 2B MERES
BICREMSENELERD bhiahof, £, FECEHERIINTI2EELEDD
nigmois,

BEERIZRD LN —BEOFREIC SV T, SBRHE ORI > SHFEE LT
EZE BEBRORHEMEIC L DB EHBTES N,
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1000 mg/kg BEOHE CEMOMEX E RN by, WEMEERE CILTir R
T EROMFRHOEMABEINTN, ZOWMTHEITES v MFED o207 a7
DLEBRTHHZ BRI NI,

250 mg/kg LA EOBOMREIZERD LAV ROBRENR REK) X, FEREBLIE
B BME OB (REA) 2B LAEEZEL b, FEOELIIARRE
DEMETHD 4= bo-m-7 LY —ADTF y h~DOREZENTHERDLNL TN D 2,
£72. 1000 mg/kg BEOMERIZED LR pH DEFEIZHOWVWTH HUZBET 2H5E
RS TORVI EhL, BEFHNERINEVLDLEZLND,

MEAECERE CRD L 156 me/kg BEOBED A/G . 60 mg/ke B O LDH
FBILU 250 mgkg BEOHEDOT F V-0 AORTITARBHEEEEIED LNT, Wt
UM OB RT —#IcBi 2 EHE (Appendix 33, 34 &8) NOETH-7-, %
7. 1000 mgkg BEOHETRO LN - TEEOHEMNEEDAHADEMEIZ >V TE, TEE
R DB FOE RS bk ok, LSBT, ZALEWTR G #
BME ORE L ITEBERLERNEL LM S,

ZOEI RBREHETOBESL L VTR EHER TROBRE CRD ONLELD D
L, EEBEOEIEHM P OBRED 5\ IEEMEA TROBRE CIL, RO LE
RUER L CENICHED MBOGRHEITIREL TV 00, FOMOEIEWTR
LI LRI T,

. EHERECIHECEREBABLCIE T Y U AOEE, KEEOERER T
WEZ BRI DIRED RS G =0, 6 OFEREE., WL YFRFTOFERT
— S\ D EEE (HEO B RKR 5 - B 326, 72~580. O M U & A : Appendix
33 BB, MEOIRILE : ¥ 1.057, 1.034~1.081, MEORIEES : ¥ 579, 211~946
g) NOETHY ., £, REWEABRTROBRETEMITRD LN T RN 000,
BE &I ERR AR b O LT S hi,

MR A TR S HED VR MBRAEK R LU HIRILER D AR RO S ELE
(PSR MER M AR REOKMEIZ VT, REkE, MAFREBL VB~ U v i
BIZHBREEBBRD LA TN T Linh  BEMLBEREL T 28Tk
<. BEMOERFEERICEBITAZELEZLILNLS,

o, BBIZEFETDRACREOLE L, AlLIEEHEMICHD Z L0 b, FITK
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HHIED L L OILEYDIRFETHY) | RIKOBETTENRREKRTEHRLERL WD D
EERTTHLOTIIRWEHEIS S,

Lo T, RAELAEBHEIINTR LA RETH D Z LR ENT, i,
BREMHLZZOLNDIELLRD LN o72,

U EDOERNL, 4= bap 2Ly —NLDFy b0 28 AMKEROBEIZLY .
250 mg/kg B CHEIZATIR DR MM A E B LUCFBEROE (LB b/, Rt
DOUERE - —REOEPBRBD LN, TLBERENTH T, 1000 mgke BT
L MEREC RS X UM IR R ok 2 BRI ONC BEE T 5 ik A L RO L X UV
DOEALENREED b/, 16 B L1060 mgkg B TlX, #BRYE OB EICERT 38 biX
BOLILE T, LidioT, EEER (NOEL) (Xl & b 60 meke/day 3 31
WEME (NOAEL) 38T 250 mg/kg/day, M T 60 mg/ke/day & #ia S L7,

BN

1) BABMNREESE, “SHREY, BEAEMFREES, 4R, 2000.

2) FAFA= T e/ —DTy bR AVHEORSHES AR
HE, L=EHFEEFEERRE, 2, 1567-162, 1995,
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Body weight change of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study
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Body weight change of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study



Table 1 General conditions and mortality of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Administration period Recovery period
General conditions Dose (mg/kg/day) 0 15 60 250 1000 0 1000
Fate KA KR Total KA KA KA KA KR Total KR KR

(Clinical signs) Grade  No. of animals 5 5 10 5 5 5 5 5 10 5 5
Sahivation — 5 5 10 5 5 5 0] 0 0 5 5
+ 0 0 0 0 0 0 5 5 10" 0 0
Sedation - 5 5 10 5 5 0 0] 0] 0 5 5
+ 0 0 0 0 0 5 5 5 10" 0 0
Ptosis - 5 5 10 5 5 0 0 0 0 5 5
+ 0 0 0 0 0 5 " 5 5 10" 0 0
Reddish tear — 5 5 10 5 5 5 4 5] 9 5 5
+ 0 0 0 0 0 0 1 0 1 0 0
Mortality (%) 0 0 0 0 0 0 0 0 0 0 0

G80-90'ON Apnig

KA : Killed by design at the end of administration period.

KR : Killed by design at the end of recovery period.

— : Negative. + : Slight.

** : Significantly different from control at 1% level of probability.



Table 2 General conditions and mortality of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Administration period Recovery period
General conditions Dose (mg/kg/day) 0 15 60 250 1000 0 1000
1Ll
Fate KA KR Total KA KA KA KA KR Total KR KR

(Clinical signs) Grade  No. of animals 5 5 10 5 5 5 5 5 10 5 5
Salivation - 5 5 10 5 5 5 0 0 0 5 5
+ 0 0 0 0 0 0 5 5 107 0 0
Sedation — 5 5 10 5 5 0 0 0 0 5 5
+ 0 0 0 0 0 5 5 5 10" 0 0
Ptosis — 5 5 10 5 5 0 0 0 0 5 5
+ 0 0 0 0 0 5 5 5 10" 0 0
Soiled perineal region - 5 5 10 5 5 5 4 4 8 5 5
+ 0 0 0 0 0 ¢ 1 1 2 0 0
Mortality (%) 0 0 0 0 0 0 0 0 0 0 0

G80-90 °N ApMig

KA : Killed by design at the end of administration period.

KR : Killed by design at the end of recovery period.

—  Negative. + : Slight.

** : Significantly different from control at 1% level of probability.



Table 3-1 Inctdence of clinical signs in detailed observation of male rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

( Before administration period }

Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 10
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Urination Not detected or 1 10 5 4 4 5
2 or more C Y 1 1 5
Color: Pale yellow 5/5 4/4 2/2 1/1 77
Defecation Not detected or 1 10 2 5 3 6
2 or more 0 3 0] 2 4
Appearance:Normal 3/3 3/3 - 33 4/4
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Table 32 Incidence of clinical signs in detailed observation of male rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of administration period )

Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 10
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Urination Not detected or 1 10 5 5 5 10
2 or more 0 0 0 0 0
Color: Pale yellow 2/2 1/1 2/2 - 6/6
Defecation Not detected or 1 10 2 4 5 8
2 or more 0 3 1 0 2
Appearance:Normal 171 3/3 1/1 171 5/5
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Table 3-3 Incidence of clinical signs in detailed observation of male rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of administration period )

Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscie tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 10
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 b ) 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Urination Not detected or 1 8 4 5 5 9
2 or more 2 1 0 0 1
Color: Pale yellow 212 212 - - 4/4
Defecation Not detected or 1 9 4 5 5 9
2 or more 1 1 0 0 1
Appearance:Normal 1/1 1/1 - 212
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Table 3-4 Incidence of clinical signs in detailed observation of male rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 3 of administration period }

Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5% 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrtmation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 10
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Urination Not detected or 1 10 5 5 5 9
2 or more 0 0 0 0 1
Color:Pale yellow 3/3 4/4 - 1/1 5/5
Defecation Not detected or 1 10 5 5 5 9
2 or more 0 0 0 0 i
Appearance:Normal 111 2/2 1/1 - 1/1
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Table 3-5 Incidence of clinical signs in detailed observation of male rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study
{ On week 4 of administration period )
Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Pale skin 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces

Vocalization Not detected 10 5 5 5 10
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5) 5 10
Convulsion Not detected 10 5 5 b 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Urination Not detected or 1 9 5 5 5 9
2 or more 1 0 0 0 1
Color:Pale yellow 3/3 - - - -
Color: Yellow - - - 1/1 6/6
Defecation Not detected or 1 9 5 5 5 9
2 or more 1 0 0 0 1
Appearance:Normal 11 1/1 - 2/2
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Table 3-6 Incidence of clinical signs in detailed observation of male rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

( On week 1 of recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine Slight 0 0
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 4 5
2 or more 1 0
Color: Pale yellow 2/2 -
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 3-7 Incidence of clinical signs in detailed observation of male rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 4
Temporally in handling 0 1
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 5
2 or more 0 C
Color: Pale yellow 4/4 3/3
Defecation Not detected or 1 5 5
2 or more 0] 0

Appearance:Normal

S11-
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Table 4-1 Incidence of clinical signs in detailed observation of female rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

( Before administration period )

Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5% 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 4 10
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 b) 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 b 10
Urination Not detected or 1 7 5 5 4 10
2 or more 3 0 0 1 0
Color: Pale yellow 3/3 11 3/3 2/2 2/2
Defecation Not detected or 1 10 5 5 4 9
2 or more 0 0 ¢ 1 1
Appearance'Normal 1/1 2/2 - 2/2 272

.12- Study No.06-085



Table 4-2  Incidence of clinical signs in detailed observation of female rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study
{ On week 1 of administration period )
Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected - 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 8 5 5 5 10
Temporally in handling 2 0 0 0 0
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 ) 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 ) 5 10
Urination Not detected or 1 8 3 2 4 8
2 or more 2 2 3 1 2
Color: Pale yellow 4/4 2/2 4/4 4/4 4/4
Defecation Not detected or 1 10 5 5 5 8
2 or more 0 0 0 0 2
Appearance:Normal - - . . 2/2

- 13-
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Table 4-3  Incidence of clinical signs in detailed observation of female rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study
{ On week 2 of administration period )
Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 b 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 9
abdomen with urine Slight 0 0 0 0 1
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 9
Temporally in handling 0 0 0 0 1
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Urination Not detected or 1 10 5 5 4 8
2 or more 0 0 0 1 2
Color: Pale yellow 2/2 212 - 212 5/5
Defecation Not detected or 1 10 5 5 4 10
2 or more 0 0 0 1 0
Appearance:Normal - - - 1/1 1/1

-14 -
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Table 4-4 Incidence of clinical signs in detailed observation of female rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study
{ On week 3 of administration period )
Dose(mg/kg/day) 0 15 60 250 1000
Ttems No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine Slight
Blotted fur around anus Not detected 10 5 5 5 10
with feces
Vocalization Not detected 10 5 5 5 10
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Urination Not detected or 1 9 5 5 5 9
2 or more 1 0 0 0 1
Color: Pale yellow 11 - 1/1 2/2 1/1
Defecation Not detected or 1 10 5 5 5 10
2 or more 0 0 0

Appearance:Normal

.15.
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Table 4-5 Incidence of clinical signs in detailed observation of female rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study
{ On week 4 of administration period )
Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals 10 5 5 5 10
Reactivity on removal Normal 10 5 5 5 10
from the cage
Reactivity on handling Normal 10 5 5 5 10
Muscle tone Normal 10 5 5 5 10
Skin Normal 10 5 5 5 10
Pale skin 0 0 0 0 0
Fur Normal 10 5 5 5 10
Piloerection Not detected 10 5 5 5 10
Eye-nose discharge Not detected 10 5 5 5 10
Palpebral closure Not detected 10 5 5 5 10
Exophthalmos Not detected 10 5 5 5 10
Lacrimation Not detected 10 5 5 5 10
Salivation Not detected 10 5 5 5 10
Blotted fur in the lower Not detected 10 5 5 5 10
abdomen with urine
Blotted fur around anus Not detected 10 5 5 ) 10
with feces
Vocalization Not detected 9 5 4 4 8
Temporally in handling 1 0 1 1 2
Breathing Normal 10 5 5 5 10
Body position Normal 10 5 5 5 10
Convulsion Not detected 10 5 5 5 10
Tremor Not detected 10 5 5 5 10
Exploration Normal 10 5 5 5 10
Walk Normal 10 5 5 5 10
Abnormal behavior Normal 10 5 5 5 10
Stereotypy Not detected 10 5 5 5 10
Urination Not detected or 1 10 5 5 3 10
2 or more 0 0 0 2 0
Color: Pale yellow 2/2 1/1 2/2 2/2 212
Defecation Not detected or 1 10 5 5 5 10
2 or more 0 0 0 0 0
Appearance:Normal . . - - 1/1
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Table 4-6 Incidence of clinical signs in detailed observation of female rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

( On week 1 of recovery period )

Dose(mg/kg/day) 0 1000

Items No. of animals 5 5
Reactivity on removal Normal 5 5

from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces

Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 5
2 or more 0 c

Color:Pale yellow - 1/1

Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal
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Table 4-7 Incidence of clinical signs in detailed observation of female rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of recovery period )

Dose{mg/kg/day) 0 1000
Ttems No. of animals 5 5
Reactivity on removal Normal 5 5
from the cage
Reactivity on handling Normal 5 5
Muscle tone Normal 5 5
Skin Normal 5 5
Fur Normal 5 5
Piloerection Not detected 5 5
Eye-nose discharge Not detected 5 5
Palpebral closure Not detected 5 5
Exophthalmos Not detected 5 5
Lacrimation Not detected 5 5
Salivation Not detected 5 5
Blotted fur in the lower Not detected 5 5
abdomen with urine
Blotted fur around anus Not detected 5 5
with feces
Vocalization Not detected 5 5
Breathing Normal 5 5
Body position Normal 5 5
Convulsion Not detected 5 5
Tremor Not detected 5 5
Exploration Normal 5 5
Walk Normal 5 5
Abnormal behavior Normal 5 5
Stereotypy Not detected 5 5
Urination Not detected or 1 5 5
2 or more 0 1]
Color: Pale yellow - .
Defecation Not detected or 1 5 5
2 or more 0 0

Appearance:Normal

.18
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Table 5 -1 Incidence of responses in the sensory/reflex function test of male rats treated with

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

Dose(mg/kg/day) 15 60 250 1000
[tems No. of animals examined 5 5 5 5
Eye sight reaction Normal 5 5 5 5 5
Hearing reaction Normal 5 5 5 5 5
Sense of touch reaction Normal 5 5 5 5 5
Pain reaction Normal 5 5 5 5 5
Pupil reflex Normal 5 5 5 5 5
Righting reflex Normal 5 5 5 5 5




Table 5 - 2 Incidence of responses in the sensory/reflex function test of male rats treated with

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of recovery period }

-OZ.

Dose(mg/kg/day) 0 1000
[tems No. of animals examined 5 5
Hearing reaction Normal 5 5
Eye sight reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5]
Pupil reflex Normal 5 5
Righting reflex Normal 5 5]

S80-90 0N ApMmiS



Table 6 - 1 Incidence of responses in the sensory/reflex function test of female rats treated with

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

-'[z.

Dose(mg/kg/day) 0 15 60 250 1000
Items No. of animals examined 5 5} 5 5 5
Eye sight reaction Normal 5 5 5 5 5
Hearing reaction Normal 5 5 5 5 51
Sense of touch reaction Normal 5 5 5 5% 5
Pain reaction Normal 5 5 5 5 5
Pupil reflex Normal 5 5 5] D 5
Righting reflex Normal 5 5 5 5 5

S80-90°ON ApmiS
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Table 6 - 2 Incidence of responses in the sensory/reflex function test of female rats treated with

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

( On week 2 of recovery period )

Dose(mg/kg/day) 0 1000
Items No. of animals examined 5 5
Eye sight reaction Normal 5 5
Hearing reaction Normal 5 5
Sense of touch reaction Normal 5 5
Pain reaction Normal 5 5
Pupil reflex Normal 5 5
Righting reflex Normal 5 5




Table 7-1 Mean value of grip strength and motor activity of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

( On week 4 of administration period )

-gz.

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day)  animals Forelimb  Hindlimb 0~60min.

0 5 783 269 11312
+ 101 + 62 + 1960
15 5 776 259 9765
+ 161 + 41 + 1566
60 5 761 248 12333
+ 226 + 30 + 3012
250 5 578 318 11569
+ 109 + 78 + 5133
1000 5 735 303 8572
+ 147 + 34 + 1715

G80-90'ON Apnig

Each value is exprssed as mean+S.D.



Table 7-2 Mean value of grip strength and motor activity of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of recovery period }

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day)  animals Forelimb  Hindlimb 0~60min.
0 5 785 231 13172
+ 232 + 29 + 1990
: 1000 5 857 283 * 13983
ro
> + 245 + 36 + 3318

Each value is exprssed as meantS.D.
* : Significantly different from control at 5% level of probability.

G80-90'ON ApMiS



Table 8 -1 Mean value of grip strength and motor activity of female rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

-gz-

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day)  animals Forelimb Hindlimb 0~60min.

0 5 621 279 11826
+ 146 + 51 = 4028
15 5 742 261 12799
+ 41 + 63 + 3682
60 5 622 271 14159
+ 74 + 13 + 2460
250 5 569 318 13079
+= 121 + 89 + 24190
1000 5 566 296 13411
+ 62 + 65 + 1811

G80-90°ON Apnig

Each value is exprssed as meantS.D.
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Table 8 -2 Mean value of grip strength and motor activity of female rats treated with

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of recovery period )

Dose No. of Grip strength (g) Motor activity (counts)
(mg/kg/day) animals Forelimb Hindlimb 0~60min.
0 5 886 295 10016
= 104 + 46 + 3943
1000 5 714 * 272 10385
+ 123 + 31 + 2616

Each value is exprssed as mean+S.D.

* : Significantly different from control at 5% level of probability.



Table 9 Body weight of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

_LZ-

(g
Administration period Recovery period
Dose Gain Gain
(mg/kg/day) Day 1 7 14 21 28 1~28 0 7 14 0~14
0 161 213 279 338 382 221 392 434 469 78
+ 6 + 6 +£ 11 =+ 17 £ 20 <+ 18 £+ 19 =+ 18 + 22 =+ 4
(10) (10) (10) (10) (10) (10) (5) (5) (5) (5)
15 162 214 278 341 387 225

+ 7 + 13 & 16 x 23 x 27 =+ 26
(5) (5) (5) (5) (5) (5)

60 161 214 275 326 364 203
£+ 7 £ 14 £ 20 + 21 + 30 <« 25
(5) (5) (5) (5) (5) (5)

250 161 208 269 331 371 211
+ 6 + 3 + 5 + 6 + 11 + 14
(5) (5) (5) (5) (5) (5)

1000 161 209 272 329 374 213 403 442 473 71
+ 8 =+ 15 + 22 =+ 27 + 37 +£ 30 £+ 26 £+ 30 <+ 35 £ 10
(10) (10) (10) (10 (10) (10) (5) (5) (5) (5)

G80-90'0N Apmig

Each value is expressed as mean+S.D.
(n) : No. of animals
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Table 10 Body weight of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study
(g)
Administration period Recovery period
Dose Gain Gain
{mg/kg/day) Day 1 7 14 21 28 1~28 0 7 14 0~14

0 143 167 189 207 227 83 231 248 256 25

+ 5 + 8 + 9 + 11 + 13 + 11 + 16 + 14 + 15 + 4

(10) (10) (10) (10) (10 (10) (5) (5) (5) (5)
15 144 173 194 213 240 96
+ 5 + 7 + 6 + 10 + 11 + 9
(5) (5) (5) (5) (5) (5)
60 144 175 202 220 241 97
+ 6 + 12 + 16 + 18 + 25 + 20
(5) (5) (5) (5) (5) (5)
250 144 169 194 220 238 94
+ 6 = 8 x 13 + 18 =+ 16 + 13
(5) (5) (5) (5 (5) (5)

1000 143 169 192 214 234 91 242 259 270 28

+ 7 £ 10 =+ 12 + 18 + 18 <+ 16 + 9 + 15 £ 17 £+ 9

(10) (10$) (10) (10) (10) (10) (5) (5) (5) (5)

Each value is expressed as mean+S.D.

(n) : No. of animals
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Table 11 Food consumption of male rats treated with 2-nitro-p-cresol
in the repeated dose 28-day oral toxicity study

( g/rat/day )
Dose Administration period Recovery period
(mg/kg/day) Week 1 2 3 4 1 2
0 26 28 29 32 37 35
+ 2 + 3 + 3 + 3 + 2 =+ 1
§lv)) (10 (10) (10) (5) (5)
15 26 29 29 28
+ 3 = 2 + 2 + 1
(5) (5) (5) (5)
60 26 27 27 26 *
+ 3 + 3 + 3 + 3
(5) (5) (5) (5)
250 24 29 27 26 **
+ 1 + 2 + 2 + 1
5) (5) (5) (5)
1000 27 29 28 29 37 38
+ 3 + 3 % 4 + 5 + 4 + 4
(10) (10) (10) (10) (5) (5)

G80-90°ON Apn3g

Each value is expressed as meantS.D.

(n) : No. of animals

* ! Significantly different from control at 5% level of probability.
** . Significantly different from control at 1% level of probability.
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Table 12 Food consumption of female rats treated with 2-nitro-p-cresol
in the repeated dose 28-day oral toxicity study

( g/rat/day )

Dose Administration period Recovery period
{mg/kg/day) Week 1 2 3 4 1 2
0 18 19 18 21 22 24
+ 3 + 2 + 2 + 2 + 4 =+ 2
(10) (10) (10) (10) (5) (5)
15 18 20 20 20

+ 2 + 3 + 2 + 2
(5) (5) (5) (5)

60 20 20 20 19
+ 3 + 2 + 4 + 4
(5) (5) (5) (5)

250 19 20 18 20
+ 2 + 3 + 1 + 3
(5) (5) (5) (5)

1000 20 22 20 20 24 25
+ 2 + 2 + 2 + 3 + 3 + 2
(10$) 1o (10) (10) (5) (5)

Each value is expressed as meantS.D.
(n) : No. of animals
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Table 13 - 1 Urinary findings of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< Administration period >

Dose  No. of Color Cloudy Volume®’ Specific®’ pH
(mg/kg/day) animals __ PY Y — + (mL/18hr) gravity 50 60 65 70 75 80 85
0 5 5 5 9.1 1.058 1 4
+ 3.0 + 0.010
15 5 5 5 6.4 1.063 5
+ 1.1 + 0.008
60 5 3 2 5 8.0 1.060 2 3
+ 46 + 0.016
250 5 1 4 * 5 10.2 1.052 4 1
+ 3.2 + 0.010
1000 5 5 ¥* 5 8.5 1.067 5 *
+ 26 + 0.011
Dose No. of Protein Glucose Occult blood Urobilinogen
(mg/kg/day) animals — n 1+ 2+ 3+ — 1+ 2+ 3+ + 1+ 2+ 3+ 01 1 2
0 5 1 2 2 5 5
15 5 1 2 2 5 5
60 5 3 2 5 5
250 5 5 5 5
1000 5 3 2 5 5
a) : MeanS.D.

Color : PY(pale yellow), Y(yellow).

Cloudy : —(negligible), + (cloudy).

Protein : —(negligible), +(15~30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).

Occult blood : —(negligible), {trace), 1+(slight), 2+(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.

* : Significantly different from control at 5% level of probability.

** 1 Significantly different from control at 1% level of probability.
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Table 13- 2 Urinary findings of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study
< Administration period >
Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals — 1+ 2+ 3+ — 1+ 2+ 3+ 1+ 2+ 3+ — 1+ 2+ 1+ 2+
0 5 5 5 1 1 1 4 1
15 5 ) 1) 1 5
60 5 5 5 1 4 1
250 5 5 5 3 3 2
1000 5 5 5 2 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H globules
(mg/kg/day) animals — 1+ 2+ 3+ — 1+ 2+ — 1+ 2+ — 1+ 1+ — 1+ 1+ 2+
0 b 2 3 5 b 5 5
15 5 2 3 5 5 5 5
60 5 5 5 5 5 5
250 5 2 3 5 5 5 5
1000 5 3 2 5 5 5 b

— ! Not observed, 1+ : A few in some fields, 2+ : A few in all fields, 3+ : Many in all fields.

Crystals ; Mg {(ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).

Epithelial cells ; Sq (squamous), R (round), S (spindle).
Casts ; G (granule), H (hyaline), W (waxy).
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Table 13 - 3 Urinary findings of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< Recovery period >

Dose  No.of Color Cloudy Volume®’ Specific®’ pH
(mg/kg/day) animals  PY Y - + {m1/18hr) gravity 50__6.0 65 70 175 80 85
0 5 5 5 10.1 1.063 5
+ 3.4 + 0.008
1060 5 5 5 11.2 1.047 ** 1 4
£ 1.0 + 0.007
Dose  No. of Protein Glucose Occult blood Urobilinogen
(mg/kg/day) animals — x 1+ 2+ 3+ - 1+ 2+ 3+ — n 1+ 2+ 3+ 0.1 1 2
0 5 3 2 5 5 5
1000 5 2 3 5 5 15
a) : MeantS.D.

Color : PY(pale yellow), Y(yellow).

Cloudy : —(negligible), + (cloudy).

Protein : —{negligible), +(15~ 30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : ~—(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).

Occult blood : —(negligible), £(trace), 1+(slight), 24+(moderate), 3+(marked).
Urobilinogen : Ehrlich unit/dL.

** ! Significantly different from control at 1% level of probability.
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Table 13 - 4 Urinary findings of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< Recovery period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals — 1+ 2+ 3+ — 1+ 2+ 3+ — 1+ 2+ 3+ — 1+ 2+ 1+ 2+
0 5 b 5 2 2 1 5
1600 5 5 5 2 2 1 5
Epithelial cells Casts Fat
Dose No. of Sq R 5 G H globules
(mg/kg/day) animals — 1+ 2+ 3+ — 1+ 2+ - 1+ 2+ - 1+ - 1+ — 1+ 1+ 2+
0 5 5 5 5 5 5 5
1000 5 5 5 5 5 5 5

— ! Not observed, 1+ : A few in some fields, 2+ : A few in all fields, 3+ : Many in all fields.
Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamous), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W (waxy).



Table 14 -1 Urinary findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< Administration period >

Dose  No. of Color Cloudy Volume*’ Specific®’ pH
(mg/kg/day) animals _PY Y - ¥ (mL/18hr) gravity 50 60 65 70 175 80 85
0 5 5 5 5.7 1.059 2 3
+ 1.3 + 0.012
15 5 5 5 4.0 1.076 1 2 2
+ 2.7 + 0.021
60 5 5 5 9.0 1.046 2 3
+ 1.8 + 0.008
250 5 5 ** 5 8.6 1.052 5
+ 4.8 + 0.017
1000 5 5 ** 5 81 1.059 3 2 *
. x 2.6 + 0.012
Co
o Dose No. of Protein Glucose Occult blood Urobilinogen
(mg/kg/day} animals - + 1+ 2+ 3+ — 1+ 2+ 3+ — + 1+ 2+ 3+ 0.1 1 2
0 5 3 2 5 5 5
15 5 1 2 2 5 5 5
60 5 5 5 5 5
250 5 3 2 5 5 5
1000 5 2 1 2 5 5 5
a) : Mean+S.D.
@w Color : PY{pale yellow), Y(yellow).
g Cloudy : —(negligible}, + (cloudy).
;: Protein : —(negligible), +(15~ 30mg/dL), 1+(30mg/dL), 2+(100mg/dL}, 3+(300mg/dL).
o Glucose : —(negligible), 1+(100mg/dL), 2+(250mg/dL), 3+(500mg/dL).
K Occult blood : —(negligible), +(trace), 1+(slight), 2+(moderate), 3+(marked).
g Urobilinogen : Ehrlich unit/dL.
o * : Significantly different from control at 5% level of probability.

** : Significantly different from control at 1% level of probability.



Table 14 - 2 Urinary findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study
< Administration period >
Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals — I+ 2+ 3+ — 1+ 2+ 3+ 1+ 2+ 3+ — 1+ 2+ 1+ 2+
0 5 5 5 1 3 5
15 5 5 5 1 1 4 1
60 5 5 5 2 3 2
250 5 5 5 2 1 3 2
1000 5 5 5 1 1 5
w Epithelial cells Casts Fat
: Dose No. of Sq R S G H globules
(mg/kg/day) animals — 1+ 2+ 3+ — 1+ 2+ — 1+ 2+ — 1+ 1+ — 1+ 1+ 2+
0 5 5 5 5 ) 5
15 5 1 4 5 5 5 5
60 5 2 3 5 5 5 5
250 5 2 3 5 5 b 5
1000 5 1 3 1 5 5 5 5

Epithelial cells ; Sq {squamous), R (round), S (spindle).
Casts ; G (granule), H (hyaline), W (waxy).

G80-90 0N ApMig

—  Not observed, 1+ A few in some fields, 2+ : A few in all fields, 3+ : Many in all fields.
Crystals ; Mg {ammonium magnesium phosphate), Ca {calcium carbonate), Ams (amorphous).
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Table 14 - 3 Urinary findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< Recovery period >

Dose  No. of Color Cloudy Volume?’ Specific®’ pH
(mg/kg/day) animals ~ PY Y — + (m1/18hr) gravity 50 60 65 70 75 80 85
0 5 5 5 8.0 1.061 1 4
+ 3.5 + 0.011
1000 5 5 5 10.9 1.047 5
+ 5.5 + 0.011
Dose No. of Protein Glucose Occult blood Urobilinogen
(mg/kg/day) animals — + 1+ 2+ 3+ — 1+ 2+ 3+ — + I+ 2+ 3+ 0.1 1 2
0 5 1 2 2 5 5 5
1000 5 2 2 1 5 5 5
a) : MeantS.D.

Color : PY(pale yellow), Y(yellow).

Cloudy : —(negligible), + (cloudy).

Protein : —(negligible), +(15~ 30mg/dL), 1+(30mg/dL), 2+(100mg/dL), 3+(300mg/dL).
Glucose : —(negligible), 1+(100mg/dL), 2-+H(250mg/dL.), 3+(500mg/dL).

Occult blood : —(negligible), +(trace), 1+(slight), 2+(moderate}, 3+(marked).
Urobilinogen : Ehrlich unit/dL.
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Table 14 - 4 Urinary findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< Recovery period >

Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg/day) animals — 1+ 2+ 3+ — 1+ 2+ 3+ — 1+ 2+ 3+ — 1+ 2+ 1+ 2+
0 5 5 5 1 3 1 b
1000 5 5 5 2 1 1 1 5
Epithelial cells Casts Fat
Dose No. of Sq R S G H globules
(mg/kg/day) animals — 1+ 2+ 3+ - 1+ 2+ - 1+ 2+ — 1+ — 1+ — 1+ 1+ 2+
0 5 2 3 5 5 5 5 5
1000 5 1 4 5 5 5 5 5

— 2 Not observed, 1+ : A few in some fields, 2+ : A few in all fields, 3+ : Many in all fields.
Crystals ; Mg (ammonium magnesium phosphate), Ca (calcium carbonate), Ams (amorphous).
Epithelial cells ; Sq (squamous), R (round), S (spindle).

Casts ; G (granule), H (hyaline), W (waxy).



Table 15 - 1 Hematological findings of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< At the end of administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*/pL) (g/dL) (%) (fL) (pg) (%) (%) (sec)
0 5] 737 15.1 46.9 64 20.6 32.3 34.3 13.2
+ 45 += 0.6 = 21 + 3 + 0.7 + 04 + 6.3 + 04
15 5 749 15.0 46.4 62 20.0 32.3 35.4 13.3
+ 33 = {8 + 16 + 2 + 04 + 0.7 + 36 + 0.5
60 5 766 15.0 457 60 19.6 32.7 37.2 13.1
+£ 43 + 04 + 1.0 + 3 + 10 + 0.3 + 6.2 + 07
250 5 752 14.6 446 59 194 32,7 38.8 12.7
+ 27 += 0.3 + 09 + 2 + 04 + 0.6 + 5.1 + 0.2
1000 5 711 13.7 ** 43.8 * 62 19.3 31.3 ** 88.1 ** 12.6
\ + 58 + 07 + 21 + 3 + 0.8 + 03 + 224 + 0.2
o
® Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals (sec) (10'pl)  (10%pL) Baso. Eosin.  Neutro. Lymph. Mono.
0 3 21.0 146 82 0.0 0.5 147 81.7 3.1
+ 1.1 + 16 + 20 + 0.0 + 0.3 + 50 x 5.0 += 0.3
15 5 204 138 59 0.0 0.7 14.9 81.3 3.1
+ 09 + 10 + 11 + (.0 + 0.2 + H9 + bH.2 + 1.3
60 ] 20.3 140 67 0.0 0.8 159 79.9 3.4
= 2.2 + 10 + 18 + 0.0 + 02 + 34 + 4.6 + 15
250 5 20.3 134 66 0.0 0.5 13.8 83.0 2.6
w + 1.9 + 14 + 19 + 0.0 + 02 + 25 + 2.2 + 04
& 1000 5 20.5 138 63 0.0 0.5 17.5 79.8 2.2
> + 13 + 23 + 6 + 0.0 + (.2 + 3.0 + 34 = 09
o
4 Each value is expressed as meantS.D.
R * . Significantly different from control at 5% level of probability.
&

** 1 Significantly different from control at 1% level of probability.



Table 15 - 2 Hematological findings of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< At the end of recovery period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*mL) (g/dL) (%) (fL) (pg) (%) (%0) (sec)
0 5 813 14.8 44.5 55 18.2 33.3 29.2 13.3

+ 24 + 04 = 1.0 1 £ 0.3 = 0.2 + 64 = 05

1000 5 796 15.0 46.0 a8 * 18.8 * 32,7 * 34.2 13.0

+ 20 + 0.5 + 1.7 2 = 04 + 04 + 40 + 04

Dose No. of APTT Plat. WBC Differential leukoeyte counts (%)

(mg/kg/day) animals (sec) (10*aL)  (10°%uL) Baso. Eosin.  Neutro. Lymph. Mono.
0 5 21.2 147 75 0.0 0.9 156.56 80.5 3.2

+ 1.3 + 15 + 13 0.0 += 0.7 + b8 + 6.5 + 0.9

1000 5 223 134 71 0.0 0.8 13.3 83.0 2.9

+ 18 * 9 + 13 0.0 + 0.2 + 44 + 5.2 + 08

_Ov.

Each value is expressed as meantS.D.
* : Significantly different from control at 5% level of probability.

G80-90'ON Apnig



Table 16 - 1 Hematological findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< At the end of administration period >

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*/uL) (g/dL) (%) (L} {pg) (%) %o) (sec)
0 5 779 15.1 45.1 58 19.4 33.4 21.6 13.3
+ 82 + 1.1 + 32 + 3 + 08 + 0.3 + 4.7 + 0.5
156 5 712 13.9 42.3 60 19.6 329 23.4 12.6
+ 31 + 0.5 + 1.2 + 1 + 0.3 + 0.3 + 2.7 + 0.6
60 5] 738 14.7 44.3 60 19.9 33.1 21.3 13.1
+ 34 + 07 + 24 + 2 + 05 + {05 + 3.0 + 0.7
250 5 776 14.6 14.6 58 18.8 32.7 25.8 13.2
+ 26 + 04 + 16 + 2 += 05 + 06 + 53 + 04
, 1000 5 684 * 13.0 ** 40.2 ** 59 19.¢ 32,3 ** 64.9 ** 13.2
& + 45 + 0.7 + 17 + 2 + 0.5 + 05 + 124 + 04
Dose No. of APTT Plat. WBC Differential leukocyte counts (%)
(mg/kg/day) animals {(sec) (10*mL)  (10%mL) Baso. Eosin. Neutro. Lymph. Mono.
0 5 16.7 131 H5 0.0 12 10.6 85.5 2.7
+ 0.5 + 18 + 19 + 0.0 + 03 + 5.3 + 5Hd4d + 06
15 5] 18.2 140 47 0.0 1.1 13.2 83.2 2.5
+ 16 + 23 + 9 + 0.0 + 0.6 + 38 + 4.1 = 058
60 5 17.4 145 62 0.0 0.7 10.4 86.1 2.8
+ 04 + 7 + 11 + 0.0 + 0.3 + 42 + 4.9 + 1.1
250 5 16.9 139 48 0.0 1.3 13.7 81.8 3.2
+ 08 + 19 + 10 + 0.0 + 08 + 4.1 + 3.1 + 1.1
1000 5 20.6 ** 141 49 0.0 0.9 11.7 85.6 1.8
+ 09 + 20 + 20 + 0.0 + 04 + 4.5 + 5.8 + 13

Each value is expressed as mean=S.D,
* . Significantly different from control at 5% level of probability.
** ! Significantly different from control at 1% level of probability.

G80-90'0N Apmi§



Table 16 - 2 Hematological findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< At the end of recovery period >

_8?.

Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT
(mg/kg/day) animals (10*/uL) (g/dL) (%) {fL) (pg) (%) (%0 {sec)
0 5 765 14.5 429 56 18.9 33.7 27.8 13.3

+ 46 + 0.7 + 23 £ 1 £ 0.5 = 02 + 79 + 0.3

1000 5 780 15.2 45.4 58 19.5 33.4 24.9 13.5

+ 28 + 0.7 + 19 + 3 + 038 + 0.5 + 3.2 + 03

Dose No. of APTT Plat. WBC Differential leukocyte counts (%)

(mg/kg/day) animals (sec) (10%pL)  (10%/pL) Baso. Eosin.  Neutro. Lymph. Mono.
0 ) 18.0 126 52 0.0 1.3 16.6 79.8 2.2

+ 2.3 + 9 + 15 = 0.0 + 0.7 + 3.6 + 38 = 0.6

1000 5 17.7 129 53 0.0 0.9 16.2 79.8 3.1

£ 15 + 12 + 11 £ 0.0 + 0.3 + 35 + 42 + 1.0

S80-90°°ON Apnis

Each value is expressed as mean=S.D.



Table 17 - 1 Blood biochemical findings of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< At the end of administration period >

Dose No. of LDH AST ALT ALP y-GTP T.P. Alb. AIG T-Cheo. T.G.
(mg/kg/day) animals (Iu/L) {IU/L) (TU/L) (IUL) (Iu/L) (g/dL) (g/dL) (mg/dl)  (mg/dL)
0 5 193 61 31 725 0.60 5.82 2.82 0.94 65 60
+ 83 + 6 + 6 + 131 + 0.12 + 0.15 + 0.10 + 0.03 + 8 + 35
15 5 214 61 31 756 0.50 5.80 2.95 1.04 ** 65 56
+ 51 + 6 + 6 + 144 + 0.19 + 0.17 + 0.14 + 0.06 + 12 + 11
60 5 381 ** 71 32 747 0.49 5.78 2.86 0.98 61 70
+= 98 + 7 + 3 + 149 + 0.10 + 0.20 + 0.12 + 0.02 + 9 + 33
250 5 200 64 32 790 0.564 5.84 2.90 0.99 73 63
+ &6 + 8 + 5 + 74 + 0.14 + 0.14 + 0.11 + 0.06 + 12 + 24
.;I; 1000 5 192 64 37 664 1.12 6.20 3.38 ** 1.20 ** g9 ** 68
b + 58 + 8 + 3 = 127 + (.42 + 0.42 + 0.25 + 0.04 + 23 + 36
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl) (mg/dl) (mg/dl) (mg/dL) (mg/dl) (mg/dl) (mEq/L) (mEq/1) (mEq/1L)
0 5 152 12.2 0.38 0.35 9.6 7.8 147 4.80 106
+ 11 + 1.7 + (.03 + 0.07 + 0.1 + 06 + 2 + 0.33 + 2
15 5 151 11.1 0.34 0.35 9.5 8.3 147 4.95 106
+ 13 + 1.0 + 0.03 + 0.03 + 0.2 + 0.2 + 1 + (.38 + 1
60 5 150 11.1 0.34 0.39 9.4 8.2 146 5.17 106
+ 13 + 15 + 0.04 + 0.02 + 04 + 0.7 + 1 + (.29 + 2
2? 250 5 160 10.8 .39 0.36 9.4 7.4 146 4.89 106
g + 10 + 1.0 + 0.02 += 0.03 + 02 + 05 + 1 + 0.24 + 1
<
2 1000 5 159 10.7 0.39 0.40 9.8 8.0 147 5.65 ** 104
S + 14 = 16 *002 +004 £ 05 £ 05 =+ 2 *025 + 2
&
o
o
o

Each value is expressed as meantS.D.
** 1 Significantly different from control at 1% level of probability.
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Table 17 - 2 Blood biochemical findings of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< At the end of recovery period >

Dose No. of LDH AST ALT ALP y-GTP T.P. Alb. A/G T-Cho. T.G.
(mg/kg/day) animals au/L) au/L) Iu/L) (Iu/m) (Iu/L) (g/dL) (g/dL) (mg/dl) (mg/dL)
0 5 327 73 38 579 0.73 5.90 2.79 0.91 67 62
£ 114 =+ 5 £+ 5 + 75 +£009 +£021 +£013 =009 + 8 + 8
1000 5 269 74 40 545 0.87 5.97 2.94 0.97 65 55
+ 120 + 11 + 4 & 111 + 024 +012 +007 +006 =+ 21 + 22
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEgL) (mEgL) (mEq/L)
0 5 156 14.4 0.40 0.33 9.5 7.2 145 4.98 106
+ 16 =+ 22 008 +004 =+ 04 + 06 =+ 1 +021 =+ 1
1000 5 143 14.5 0.41 0.33 9.6 7.8 147 *  4.79 104
£+ 10 =+ 26 +£006 +003 + 03 + 06 =+ 1 +023 =+ 2

Each value is expressed as meantS.D.
* . Significantly different from control at 5% level of probability.



Table 18 - 1 Blood biochemical findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< At the end of administration period >

Dose No. of LDH AST ALT ALP y-GTP T.P. Alb, AIG T-Cho. T.G.
(mg/kg/day) animals Ium (ru/my (Tu/L) ITum) (Ium (g/dL) (g/dL) (mg/dl) (mg/dL)
0 5 363 73 28 530 0.42 5.99 3.17 1.13 67 29
+* 186 + 11 + 3 + 107 + 0.37 + 0.21 = 0.27 + 0.16 + 10 + 18
15 5 296 67 25 533 1.17 5.95 3.03 1.04 68 31
+ 154 + 3 4+ 3 + 64 + 0.45 + 0.26 + 0.32 + 0.14 + 21 + 156
60 5 268 62 * 25 433 0.59 6.01 3.26 1.19 82 30
+ 67 + G + 6 + 90 + 0.48 + 0.13 += 0.22 + 0.15 + 14 + 21
2560 b 294 65 29 479 0.64 6.20 3.39 1.21 67 40
+ 74 + 7 + 6 + 93 + 0.31 + 0.27 + 0.32 + 0.14 + 10 + 24
1000 53 341 B9 * 29 460 2.14 ** 6.16 3.36 1.21 96 31
, + 93 + 4 + 6 + 125 + 0.90 + 0.17 + 0.14 + 0.13 + 29 + 16
.
o Dose  No. of Glu. BUN  Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEqg/L) (mEg/A) (mEq/lL)
; b 129 15.2 0.43 0.24 9.3 7.3 146 5.01 108
+ 22 + 16 + 0.06 + 0.02 + 0.3 + 0.6 + 1 + 0.27 + 1
15 5 129 12.8 0.43 0.24 9.3 7.4 147 4.52 107
+ 6 + 16 + 0.03 + .01 + 0.3 + 03 + 0 + 0.25 + 1
60 5 122 13.2 0.40 0.24 9.6 7.3 147 4.79 108
+ 13 + 2.3 + (.02 + 0.03 + 0.4 + 0.8 + 1 + 0.36 + 3
250 5 138 13.5 0.44 0.27 9.8 7.3 148 * 5.07 108
+ 15 + 1.8 + 0.03 + 0.02 + 0.3 + 09 + 1 + 0.59 + 2
1000 5 146 12.2 0.39 0.34 ** 9.5 6.7 145 517 106
ES 17 + 1.8 + 0.02 + 0.03 + 0.1 + 0.7 + 3 + 0.38 + 3

G80-90'ON ApniS

Each value is expressed as meanS.D.
* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.



Table 18 - 2 Blood biochemical findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

< At the end of recovery period >

_gv-

Dose No. of I.DH AST ALT ALP y-GTP T.P. Alb. AIG T-Cho. T.G.
(mg/kg/day) animals (IumL) (Tumy (IU/L) Ium) (IuU/L) (g/dL) (g/dL) (mg/dl)  (mg/dL)
0 5 330 73 29 330 0.84 6.32 3.45 1.20 82 36
+ 60 + 15 + 2 + 94 + (.44 + 0.61 + 0.50 + Q.14 £+ 16 + 21
1000 5 305 91 33 391 0.54 6.34 3.54 1.27 89 40
+ 48 + 49 + 9 + 178 + 0.31 + 0.16 + 0.19 + 0.10 + 10 + 9
Dose No. of Glu. BUN Crea. T-Bil. Ca P Na K Cl
(mg/kg/day) animals (mg/dl)  (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mg/dl) mEgL) mMEgL) (MmEq/L)
0 5 131 16.0 0.48 0.27 9.9 6.2 146 5.01 108

+ 10 = 3.1 + 0.02 + 0.02 = 03 + 0.7 % 2 += 031 + 3

1000 5 137 17.7 0.50 0.24 9.9 6.9 147 4.73 109
+ 10 = 2.3 + 0.06 + 0.03 + 0.3 = 0.7 + 1 + 0.21 + 1

680-90°0N Apnig

Each value is expressed as mean+S.D.
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Table 19 Incidence of necropsy findings of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

At the end of administration period

At the end of recovery period®

Organ ' Findings Dose(mg/kg/day) 0 15 60 250 1000 0 1000
No. of animals 5 5 5 5 5 5 5
Spleen ! Blackish - 5 5 5 5 0 5 1
+ 0 0 0 0 5** 0 4%

a) : Satellite group.
- ! Negative, + ' Slight.
* : Significantly different from control at 5% level of probability.

** : Significantly different from control at 1% level of probability.
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Table 20

Incidence of necropsy findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

At the end of administration period At the end of recovery periodal
Organ  : Findings Dose(mg/kg/day) 0 15 60 250 1000 0 1000
No. of animals 5 5 5] 5 5 5 5
Spleen  : Blackish - 5 5 5 5 0 5 0
+ 0 0 0 O 5** ¢ 5**
Ovary/  : Small - 5 5 5 5 4 ] 5
Uterus +++ 0 0 0 0 1 0 0

a) : Satellite group.
- ! Negative, +:Slight, +++ : Severe.
** : Significantly different from control at 1% level of probability.



Table 21 - 1

<At the end of administration period>

Absolute and relative organ weights of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Dose No.of Body Brain Thymus  Heart Liver Kidney  Adrenal Spleen Testis Epididy- Pituitary Thyroid
Animals weight gland mis gland gland

(mg/kg/day) (&) (& (9] (g (g (g) {mg) @ (g) @ (mg) (mg)

0 5 338 1.93 0.56 1.14 10.97 2.49 61.8 0.68 3.16 0.76 125 23.5

Absolute +17 +0.11 +0.11 +(.09 +1.58 +0.22 +14.4 +0.09 +0.38 +0.05 +0.9 +3.8
15 5 353 1.90 0.55 1.19 10.99 2.64 56.2 0.74 3.22 0.86 12.2 23.0

+28 +0.05 +0.04 +0.11 +1.02 +0.24 +6.9 +0.08 +0.27 +0.11 +1.1 +1.9

60 5 333 1.86 0.43 1.14 10.36 2.48 58.5 0.62 3.15 0.80 11.0 226

+27 +0.08 +0.08 +0.09 +1.35 +0.31 +2.2 =0.09 +0.20 *0.07 +1.2 +2.4

250 5 341 1.93 0.49 1.14 11.37 2.61 61.1 0.65 3.13 0.756 11.2 26.3

+10 +0.06 +0.09 +0.05 +0.72 +0.07 +4.0 +0.05 +0.27 +0.05 +0.8 +3.7

\ 1000 5 315 1.91 0.47 1.09 14.10 ** 2.67 47.2 0.89 * 3.13 0.76 10.8 26.4
% +16 +0.09 +0.09 +0.09 +2.14 +0.12 +5.8 +0.16 +0.19 +0.07 +0.6 +7.8
0 5 338 0.57 0.16 0.33 3.24 0.73 18.2 0.20 0.94 0.23 3.7 6.9

Relative @ +17 +0.03 +0.03 +0.02 +0.39 +0.03 +4.1 +0.03 +0.11 +0.02 +0.3 1.0
15 5 353 0.54 0.16 0.34 3.11 0.75 16.0 0.21 0.91 0.25 3.5 6.5

+28 +(.03 +0.02 +0.01 +0.07 +0.06 +2.3 %0.01 +0.08 +0.04 +0.3 +0.5

60 5 333 0.56 0.13 0.34 +3.10 0.74 17.7 0.19 0.95 0.24 3.3 6.8

+27 +0.03 +0.03 £0.01 +0.20 +0.06 +1.6 +0.03 +0.08 +0.02 +0.2 +1.1

250 5 341 0.57 0.15 0.33 3.34 0.76 15.0 0.19 0.92 0.22 3.3 7.7

+10 +0.02 +0.03 +(.02 +0.18 +0.03 +1.2 +0.01 +0.10 +(0.02 +0.2 +1.0

1000 5 315 0.61 0.15 0.35 447 * 0.85 ** 15.0 0.28 ** 0.99 0.24 3.4 8.3

+16 +0.01 +0.03 +03.01 +0.60 +0.01 2.1 (.04 +0.02 +(}.02 +0.2 +2.3

Each value is expressed as mean = S.1.

G80-90°CN ApmiS

@ - Relative organ weight per 100g body weight.
* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.
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Table 21 -2
<At the end of recovery period>

Absgolute and relative organ weights of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen Testis Epididy- Pituitary Thyroid
Anmimals weight gland mis gland gland
{mg/kg/day) (g (@) (D & (g) (g (mg) (@ (g (@ (mg) (mg)
0 ] 428 2.04 0.50 1.45 12.16 2.86 63.5 0.72 3.31 1.04 13.4 28.0
Absolute +22 +0.10 +0.10 +0.09 +0.94 +0.09 +5.5 +0.11 +0.10 +0.05 +0.7 +2.8
1000 5 429 1.99 0.44 1.38 12.86 3.08 66.9 0.82 3.29 1.07 13.3 28.1
+31 +0.06 £0.12 +0.06 +1.60 +0.22 +5.4 +(.16 +(.48 +0.13 +1.4 +1.1
0 5 428 0.48 0.12 0.34 2.84 0.67 14.9 0.17 0.77 0.24 3.1 6.5
Relative @ +22 +0.01 +0.03 +0.03 +(.15 +0.04 +1.3 +0.03 +0.04 +0.01 +0.1 +0.8
1000 5 429 0.47 0.10 0.32 2.99 0.72 15.6 0.19 0.77 0.25 3.1 6.6
+31 +0.03 +0.02 +0.02 +0.23 +0.09 +1.3 +0.02 +0.10 +0.03 0.4 0.6

Each value is expressed as mean £ S.D.
@ : Relative organ weight per 100g body weight.



Table 22 - 1 Absolute and relative organ weights of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

<At the end of administration period:>

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen Ovary Pituitary Thyroid
Animals  weight gland gland gland
(mg/kg/day) (© @ @ () (& (@) (mg) (@ (mg) {mg) (mg)
0 5 203 1.80 0.50 0.76 5.84 1.58 65.0 0.44 82,2 13.7 18.1
Absolute +14 +0.11 +0.15 +0.04 0,58 +0.07 +2.0 +0.08 +9.2 +2.4 +3.3
15 5 220 1.81 0.47 0.76 6.95 1.72 68.2 0.51 92.9 15.0 19.6
+10 +0.04 +0.06 +0.02 +0.49 +0.10 +11.4 +0.07 +19.1 2.9 +2.6
60 5 223 1.84 0.49 0.84 6.77 1.76 59.9 0.51 85.0 14.2 19.5
122 +0.09 +0.12 +0.10 +0.77 +0.17 +5.4 +0,12 +8.9 +2.2 +*2.7
250 5 217 1.81 0.43 0.77 7.01 1.71 67.6 0.49 98.0 131 19.8
+13 +0.08 x0.11 +0.04 +0.65 +0.18 +11.0 +0.09 +7.1 +1.6 +0.9
10600 5 209 1.77 0.49 0.77 8.17 ** 1.72 66.0 0.62 76.6 13.1 21.6
cln +23 +0.07 +0.12 +0.08 +0.93 +0.08 +6.4 +0.07 +40.0 +1.2 +2.6
[y
' 0 5 203 0.89 0.25 0.37 2.87 0.78 32.2 0.22 40.5 6.7 9.0
Relative @ +14 +0.03 +0.08 +0.03 +0.16 x0.03 +2.5 +0.04 +3.7 +0.9 +1.6
15 5 220 0.83 0.21 0.36 3.16 +0.78 31.0 0.23 42.2 6.8 8.9
+10 +0.05 +0.02 +0.01 +0.15 +0.06 +4.9 +0.02 +7.7 +1.4 £1.0
60 5 223 0.83 0.21 0.38 3.04 0.79 27.0 0.23 38.2 6.4 8.7
+22 +0.05 +0.03 +0.03 +0.10 +0.04 +2.2 +0.04 +0.9 +0.9 +0.4
250 5 217 0.84 0.20 0.35 3247 0.79 31.1 0.23 45.3 6.0 9.2
£13 +0.06 +0.04 +0.02 +0.26 +0.05 +3.8 +0.04 +3.2 +0.7 +0.6
1000 5 209 0.86 0.24 0.37 3.93 ** 0.83 31.9 0.30 ** 38.4 6.3 10.4
+23 +0.08 +0.04 +(.02 +0.18 +0.05 +2.3 +0.02 +20.2 +0.5 +]1.1

Each value is expressed as mean + S.D.

@ - Relative organ weight per 100g body weight.

* : Significantly different from control at 5% level of probability.
** : Significantly different from control at 1% level of probability.

G80-90'ON Apmig
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Table 22 - 2 Absolute and relative organ weights of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

<At the end of recovery period>

Dose No.of Body Brain Thymus Heart Liver Kidney Adrenal Spleen  Ovary Pituitary Thyroid
Animals weight gland gland gland
{mg/kg/day) (6)) (@ (@ (@ (g) (g (mg) @ {mg) (mg) (mg)
0 5 236 1.77 0.41 0.84 6.50 1.73 711 0.48 77.3 15.5 20.9
Absolute +9 +0.07 +0.08 +0.05 +0.62 +0.19 +9.5 +0.03 +19.4 +1.7 +3.6
1000 5 248 1.82 0.39 0.87 7.13 1.65 66.2 0.52 88.2 14.6 21.8
+12 +0.04 +0,04 +0.07 +0.22 +0.12 +5.6 +0.03 +15.8 +1.6 +2.2
0 5 236 0.75 0.17 0.36 2.75 0.74 30.1 0.21 32.7 6.6 8.9
Relative @ +9 +0.02 +0.03 +0.03 +0.28 +0.09 +3.8 +0.01 +8.0 +0.8 +1.7
1000 5 248 0.73 0.16 0.35 2.88 0.67 26.8 0.21 35.6 59 8.8
+12 +0.03 +0.01 +0.02 +0.08 +0.03 2.5 +0.01 +6.2 +0.5 +1.2

Each value is expressed as mean + S.D,
@ - Relative organ weight per 100g body weight,
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Table 23-1 Incidence of histopathological findings of male rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Organs  : Findings Grade At the end of administration period At the end of recovery period”
Dose(mg/kg/day) 0 15 60 250 1000 0 1000
No. of animals 5 5 5 5 5 5 5
Lung : Accumulation, foam cell - 4 # # # 4 # #
+ 1 # # # 1 # #
Heart * Myocardial degeneration/fibrosis - 5 # # # 4 # #
+ 0 # # # 1 # #
Liver : Hypertrophy, hepatocyte, centrilobular - 5 5 5 5 2 5 5
+ 0 0 0 0 2 0 0
++ 0 0 0 0 1 0 0
Degeneration, fatty, hepatocyte, peripheral - 5 5 4 5 5 b 5
+ 0 0 1 0 0 0
Necrosis, focal - 3 5 5 4 3 4 )
+ 2 0 0 1 2 1 0
Microgranuloma . 4 4 4 4 3 4 4
+ 1 1 1 1 2 1 1
Kidney : Hyaline droplet, proximal tubular epithelium 0 0 0 0 0 0 1]
+ 5 5 4 4 0 4 3
++ 0 0 1 1 3 1 2
++4 0 0 0 0 2 F* 0 0
Basophilic tubule 3 3 3 3 4 3
+ 2 2 2 2 1 1 2
Cyst, solitary - 4 5 5 5 b 5 5
+ 1 0 0 0 0 0 0

S80-90°ON Apnig

a) * Satellite group.
Grade, -:Negative, + : Slight, ++ : Moderate, +++ : Severe, # : Not examined.

** : Significantly different from control at 1% level of probability.
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Table 23-2 Incidence of histopathological findings of male rats treated with 2-nitro-p-cresel in the repeated dose 28-day oral toxicity study

Organs : Findings Grade At the end of administration period At the end of recovery period®
Dose{mg/kg/day) 0 15 60 250 1000 0 1000
No. of animals 5 5 5 5 5 5 5
Kidney : Cellular infiltration, lymphocyte, - 5 5 5 5 4 4 5
cortex, unilateral + 0 0 0 0 1 1 0
Dilatation, tubular, focal - b 5 5 5 5 4 4
+ 0 1
Urinary @ Cellular infiltration, lymphocyte, - 4 # # # 5 # #
bladder submucosal layer + 1 # # # 0 # #
Thymus : Hemorrhage - 5 # # # 4 # #
+ # # # 1 # #
Spleen ¢ Congestion - 5 5 5 5 0 5 5
+ 0 5 K 0 0
Hematopoiesis, extramedullary + 5 5 5 5 2 5 4
++ 0 0 0 0 3 0 1
Deposit, pigment, brown + 5 5 5 5 2 b 2
++ 0 0 0 0 3 0 3
Prostate : Cellular infiltration, lymphocyte, interstitium - 4 # # # 5 # #
+ 1 # # # 0 # #

a) : Satellite group.
Grade, -:Negative, +: Slight, ++ : Moderate, # : Not examined.
** : Significantly different from control at 1% level of probability.

No abnormalities were detected in the brain, pituitary, thyroid, parathyroid, trachea, stomach, small intestine, large intestine, adrenal, testis, epididymis, seminal
vesicle, spinal cord, sciatic nerve, bone marrow, lymph nodes and eye ball from animals of control and 1000mg/kg groups.
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Table 24-1 Incidence of histopathological findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study
Organs * Findings Grade At the end of administration period At the end of recovery perioda)
Dose(mg/kg/day) 0 15 60 250 1000 0 1000
No. of animals 5 5 5 5 5 5 5
Liver : Hypertrophy, hepatocyte, centrilobular 5 5 b 3 0 5 5
+ 0 0 0 2 4 0 0
++ 0 0 0 ¢ 1 ** 0 0
Degeneration, fatty, hepatocyte, perilpheral 3 4 4 4 4 5 b
+ 2 1 1 1 1 0 ¢
Necrosis, focal 5] 5 5 4 4 5 5
+ 0 ¢ 0 i 1 0 0
Microgranuloma 4 4 4 3 5 4 3
+ 1 1 1 2 0 1 2
Kidney : Basophilic tubule 4 # # # 5 # #
+ 1 # # # 0 # #
Cyst, solitary 5 # # # 4 # #
+ 0 # # # 1 # #

a) : Satellite group.

Grade, - Negative, + : Slight, ++ : Moderate, # : Not examined.
** : Significantly different from control at 1% level of probability.
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Table 24-2 Incidence of histopathological findings of female rats treated with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Organs ¢ Findings Grade At the end of administration period At the end of recovery perioda)
Dose(mg/kg/day) O 15 60 250 1000 0 1000
No. of animals 5 b 5 5 5 5 5
Spleen * Congestion - 5 5 5 5 2 5 5
+ 0 0 0 3 0 0
Hematopoiesis, extramedullary + 5 5 5 5 0 5 5
++ 0 0 0 0 5 ** 0 0
Deposit, pigment, brown + 5 5 5 5 0 5 0
++ 0 0 0 0 S I 0 6 **
Ovary/ Atrophy - 5 5 5 b 4 b 5
Uterus/Vagina +++ 0 0 0 0 1 0 0

a) ! Satellite group.

Grade, -:Negative, +: Slight, ++  Moderate, +++ : Severe, #  Not examined.
** . Significantly different from control at 1% level of probability.

No abnormalities were detected in the the brain, pituitary, parathyroid, thymus, trachea, lung, heart, stomach, small intestine, large intestine, adrenal, urinary
bladder, spinal cord, sciatic nerve, bone marrow, lymph nodes and eye ball 1 from animals of control and 1000mg/kg groups.
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Appendix 1  Test item characterization

ERME O
% o 2=boprLy—n
vy +%&S . FBROI
CAS#%  : 119-33'5
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MR (BIR) . BRoiEs
w M - KB
SEHS TR 153.14

2 = : 32C
07N 1 e . MErE
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Appendix 2  Stability of the test article in the dosing solutions

#EBRME OB SHETORTN

2-= bap2 LY —LDT7y MWD 28 ARIRERZD K 5H AR FRES
06-085) | #EKT HIY-0, EBRPHOBRGHETCOLEEZR D0, Bl
LTREAY 7# (SBEMASL. vy FES BHIT) £2AWT 2= brpo L
Y= (B y +ES FBROL) D 0.2wh%3B LT 20 wh%BEOEMIKRLFAML, 38
B L7 BEMKEFRRF (2~6C) L, E6il, THLENEE - BETT 1 BRF
L7ZbDIiZ>0T, £ BIXUTFTRL W YT 7L, BEEZSH (GCH) L,

Bon-fRT. KRR,

BRI SIVTIE (%)

(%) TR el Gl Tk V¥l

HRAR 0.22 0.22 0.22 0.22

0.2 4 H# 0.24 0.26 0.25 0.25

8 H% 0.25 0.25 0.24 0.25

MRER 19.6 19.5 19.5 19.5

20 4 H% 18.7 18.9 18.9 18.9

8 H 18.1 17.8 18.4 18.1

U EORR, BAEAY 7HICEM L7 2= bap 2 LY —1?D 0.2 BLU20 wv%
BT, 3 BB L7 BEWIEFTRTE (2~6C) L. 362, ThEILER - &
HETFT1IBRFLELDIZOWT, BH—, DOEETHD I,
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Appendix 3  Analysis of concentrations of the test article in the dosing solutions

5B O g ERIE OREE

2-= hua-ps L/ —NDTFy bMWD 28 HEIKEA NS HERR (RBRES -
06-085) ;] OI=HOHEBMHERGHKIZHOWT, AEORETHRBINTND Z L 2R
+TA7H, PIEICENEIRE 2= bup- 7 LY —AORFAY T L BEE (156
mg/kg A : 3 mg/mL(0.3 wiv%). 60 mgkg BEA : 12 mg/mL(1.2 wiv%). 250 mg/kg
FEA : 50 mg/mLG wiv%). 1000 mg/kg B @ 200 mg/mL(20 w/ivo%)) (ZoWT, *
nERFEBE%ICE, P, TEBLV&En=1 THU TV 7L, o (GCHR) L7, &
LRRERIE, WEIRT,

R IR SR (%)
(%) ® @ & FEE
0.3 0.32 0.33 0.33 0.33
1.2 1.24 1.21 1.20 1.22
5 5.0 5.0 5.0 5.0
20 20.1 19.9 20.1 20.0

U EOER»L, #FRMERGRIET. IEORETRHB I TWAS Z LR SN,
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Appendix 4-1

Environmental conditions of animal room

B = (4) ORE - REDRIERR

£ A H 12 (°C) T (%) K %
Frk194E1H4H 22.1 - 22.4 58 EAL7L N
1A5H 22.2 - 22.4 57
1H6H 22.2 - 22.4 57 - 58
1A7H 224 - 225 57
1H8H 22.3 - 224 57 - 58
1A9H 22.3 - 224 57 - 58
1A10H 22.3 - 225 57 - 58 I BT
1A11H 22.2 - 224 57 - 58 M BESxiT HER 55880
1812H 222 - 224 58 - 62 W ¥ 5. BR A
1H13H 22.3 - 224 57 - 59
1H14R 22.2 - 22.5 57 - 58
1H158 22.1 - 22.5 58 - 59
1A16RH 22.1 - 22.4 57 - 58
1A17H 22.2 - 224 58 - 59
1A 18H 224 - 22.5 57 - 58
1419H 222 - 22.3 57 - 58
1H20R 22.2 - 22.3 58 - 59
1H21H 22.2 - 224 58 - 59
1H22h1 22.1 - 22.4 58 - 60
1523H 22.1 - 22.2 58 - 59
1H24R 22.1 - 22.4 55
1250 22.1 - 22.3 58 - 59
1H26H 220 - 224 57 - 62
15278 223 - 22.5 58 - 59
1H28H 22.1 - 224 58 - 59
1H29H 22.2 59 - 60
1H30H 22.1 - 224 57 - 60
1H31H 22.2 - 22.5 58 - 59
2A1H 22.2 - 22.3 58 - 59
2A2H 22.1 - 22.4 57 - 59
2A3H 22.1 - 224 58 - 59
2H4H 22.1 - 22.2 58 - 60
2A5H 22.0 - 22.4 58 - 60
2H6H 22.1 - 22.6 57 - 59
2A7H 22.1 - 22.2 58 - 59 HERERT
2H8H 22.0 - 22.4 58 - 59 HEME| (RE5H) MERLSRKET
2H9H 22.1 - 22.4 57 - 58 i #FEH (B 5-8F)
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Appendix 4-2 Environmental conditions of animal room

= 4R OEE - BEORER R

£ A H BE(C) 12 (%) E &

FRk19%2 A 10 H 22.4 - 22.5 57
2811H 22.2 - 224 56 - 57
2H12H 22.1 - 224 57
2H13H 22.1 - 22.5 56 - 57
2H14H 22.2 57 - 58
2H15H 22.3 - 22.4 56 - 57
2A16H 22.1 - 22.3 57
2A17H 22.0 - 22.3 57
2H18H 22.1 - 22.3 57 - 58
2H19H 22.1 - 22.4 58 - 61
2A20H 22.0 - 22.2 57 - 58

2H21H 22.1 - 224 57 - 58
2H22H 22.0 - 22.4 56 - 58 Mk fEW| ([B11EEE)
2H23H 22.2 - 22.3 56 - 57 iff figd (BIFEE)
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Appendix 5-1

Analysis of contaminants in animal feed

TORKYO KENBIKYO-IN FOUMDATION

Institute for Food and Environment Sciences

IMAS-HAKQZAK] BLDG., 44-1, Nihonbashi hakozaki-cho, Chuo-Ku, Tok'yo 103-0015, JAPAN

Applicant
Samples
Date of Application

Date of Examination

TEL: 03({3663)9681 FAX: 03(3663)9685

Date : December 19, 2006

CERTIFICATE

: NITHON NOSAN KOGYO K.K

: LABO MR-STOCK, Lot No.061164

. November 28 , 2006

: November 28 , 2006 ~ December 19, 2006

Examination No. 1 260611-0041

As a result of tests carried out on the sample submitted under the above mentioned name
on November 28, 2006, we herewith report as follows :

RESULTS

.......

Aflatoxin B
Aflatoxin By s+rrrreere-- e eaeseraacaan
Aflatoxin Gy =t e et eeeaaaes

Aflatoxin Gy reererrrrrenranrans beeeaaraen
Arsenic(As)
Lead(Pb) ++v=vrrvsrerreerrneennanunanenses
Cadmium(Cd)
Chromium(Cr) ...... her e Preeerenaraen
Mercury(Hg) -+ rereseren Ceeemaan
Polychlorinatedbiphenyl{PCBs)
Total BHC*'

...............

Parathion *-«*+*-:

Malathioﬁ

Tota]l DDT*E crrvenvens v Cieeaaaaas .

not detected
not detected
not detected
not detected
0.18 ppm
0.2 ppm
0.07 ppm
1.1 ppm

not detected
not detected
not detected
not detected

not detected

not detected

(detection limit $ ppb)
(detection limit 5 ppb)
{detection limit § ppb)
(detection limit 5 ppb)
(detection limit 0.01 ppm)
(detection limit 0.1 ppm)
(detection limit 0.01 ppm)
{detection limit 0.1 ppm)
(detection limit 0.01 ppm)
{detection limit 0.01 ppm)
{detection limit 0.05 ppm)

_ (detection limit 0.05 ppm)

{detection limit 0.05 ppm)
(detection limit 0.05 ppm)

*! Expressed as total amounts of «-BHC, 8-BHC, ¥-BHC and §-BHC

*2 Expressed as total amounts of op'-DDT , pp'-DDT ,0p’-DDD , pp-DDD ,

op'-DDE and pp'-DDE -

continued.

Study No.06-085



Appendix 5-2 Analysis of contaminants in animal feed

TOKYO KEMBIKYO-IN FOUNDATION
Institute for Food and Environment Sciences

{MAS-HAKQZAK! BLDG., 44-1, dihonbashi hakozaki-cho, Chuo-Ku, Tokyo 103-0015, JAPAN
TEL: 03{3663)9681 FAX: 03(3663)9685

Heptachlor «»rrorrrerrererennns serve-esv potdetected  (detection limit .01 ppm)
Dieldrin «rr=rrevre- S errarreee not detected  (detection limit 0.01 ppm)
Aldrin serrrrrrrerr it not detected  (detection limit .01 ppm)
N-Nitrosodimethylamine ***-+** AR cee not detected  {detection limit 10 ppb)
N-Nitrosodisthylamine r-->-««--- rererrene not detected  {detection limit 10 ppb)

B > VD

Director
Institute for Food and Environment Sciences
TOKYO KENBIKYO-IN FOUNDATION

7. Study No.06-085



Appendix 5-3 Analysis of contaminants in animal feed

NOSAN

DATE Nov 24, 2006

MICROBIOLOGICAL INSPECTION

Customer

RESEARCH INSTITUTE FOR ANIMAIL SCIENCE
IN BIOCHEMISTORY AND TOXICOLOGY
Sample Designation

LABO MR STOCK

Lot No.06.11.64

8.1x10% CFU/g

S.P.C

Coliform Group P Negative
SalMONElla -t ssmssssssassseseneeeaseseosesss Negative
T S S — <20 CFU/g

NOSAN CORPORATION
R & D Center
Safety & QC Station
5246 TAKURA, TSUKUBASHI, 300-2615 JAPAN

Director

Study No.06-085



Appendix 5-4 Analysis of contaminants in animal feed

TOKYQO KENBIKYO-IN FOUNDATION

Institute for Food and Environment Sciences

IMAS-HAKOZAKI BLDG., 44-1, Nihonbashi hakozaki-cho, Chuo-Ku, Tokyo 103-0015, JAPAN
TEL: 03(3663)9681 FAX: 03(3663)9685

Date : January 12, 2007
CERTIFICATE

: NIHON NOSAN KOGYO K.K

Applicant

Samples : LABO MR-STOCK, Lot No.061255

Date of Application : December 13 , 2006

Date of Examination : December 13, 2006 —~ January 12, 2007
Examination No. : 260612-0020

As a result of tests carried out on the sample submitted under the above mentioned name on December
13, 2006, we herewith report as follows :

RESULTS

Aflatoxin By «rerocerrrsrorrinerrneraneenns not detected  {detection limit 5 ppb)
Aflatoxin By »o--rerorrrreens IEEERERRRRE not detected  (detection limit 5 ppb)
Aflatoxin Gy =ere-rerreorreeraraaanenneaans not detected  {detection limit 5 ppb)
Aflatoxin G rrerereeerean R R not detected  (detection limit 5 ppb)
Arsenic(As) et ereererenases 012 ppm {detection limit 0.01 ppm)
Lcad(Pb) .................. beeranceanernas 6.2 ppm (detection limit 0.1 ppm)
Cadmium(Cd) -=->-c-"-r2--" srerrrescsdeese (306 ppm (detection limit 0,01 ppm)
Chromium(Cr) =+ ctrcrerrroeniaanannnnne 0.9 ppm {detection limit 0.1 ppm)
Mercury(Hg) r=c--=-vecveveer R not detected  (detection limit 0.01 ppm)
Polychlorinatedbiphenyl(PCBs) r«rrre-reeseve- not detected  (detection limit 0.01 ppm)
Total BHC*! -+---v-vnn e AR not detected  (detection limit 0.05 ppm)
Parathion --------*"* AR P perrrreees not detected  (detection limit 0.05 ppm)
Malathion <+ --- terrreassvssertessvrereren (13 ppm (detection limit 0.05 ppm)
Total DDT*? ¢rvvrercrnenns AR RERE R R not detected  (detection limit 0.05 ppm)

! Expressed as total amounts of «-BHC, 8-BHC, ¥-BHC and § -BHC
*2 Expressed as total amounts of op'-DDT , pp'-DDT ,0p'-DDD , pp-DDD ,
op'-DDE and pp'-DDE

continued.

.9. Study No.06-085



Appendix 5-5 Analysis of contaminants in animal feed

TOKYO KENBIKYO-IN FOUNDATION

Institute for Food and Envircnment Sciences

[MAS-HAKQZAKI BLDG., 44-1, Nihonbashi hakozaki-cho, Chuo-Ku, Tokyo 103-0015, JAPAN

TEL: 03{3663)9681 FAX: 03(3663)9685
Heptachlor +---------- trerrree e not detected  (detection limit 0.0} ppm)
Dieldrin *--crrrrreerertronaiiiiaen not detected  (detection limit 0.01 ppm)
Aldrin =-srerereeamer e neaenene not detected  (detection limit 0.01 ppm)
N-Nitrosedimethylamine -+* " - AR not detected  {detection limit 10 ppb)
N-Nitrosodiethylamine <>+« +*>-*- Tereerne not detected  (detection limit 10 ppb)

Director
Institute for Food and Environment Sciences
TOKYO KENBIKYO-IN FOUNDATION
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Appendix 5-6 Analysis of contaminants in animal feed

ﬁ N DATE Dec 15. 2006

MICROBIOLOGICAL INSPECTION

Customer
RESEARCH INSTITUTE FOR ANIMAL SCIENCE

IN BIOCHEMISTORY AND TOXICOLOGY
Sample Designation

LABO MR STOCK

Lot No.06.12.565

S.P.C. 9.9x10° CFU/g
Coliform Group Negative
Salmonella - oo assane Negative
Molds <20 CFU/g
NOSAN CORPORATION
R & D Center
Safety & QC Station

5246 TAKURA, TSUKUBASHI, 300-2615 JAPAN

-11 -
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Appendix 6 Analysis of contaminants in drinking water

Messrs.

Sample:

Analytical Certificate of Tap water

Issue no.D-070158
Date:

The CHIKUSAN SEIBUTU KAGAKU KENKYUSHO Foundati

TOKYQO TECHNICAL-SER
8-Chome-20—-20 Nishikasai Edogawa
Tel: 03(3688)3284, Fax: 03(3877)53
Registered No.:170
{(Analyst registered to Ministry of health,labour and welfare,
Registered No.:Tokyo S6water—327
(Analyst of Drinking water in buil. facilities)
Director of analysis
Sampling by

Tap water

Sampling spot: Clean room
Date of sampling: 27. Feb. 2007 14:50
Purpose of analysis: Suitability inspection according to the

Criteria of the Ministry of health,labour and welfare Waterworks Bureau

(10 Items)

II;). Items Unit Results Criteria
1|Bacteria count/1ml 0 less than 100
2|Escherichia. Coli - Non—detected Non—detected

Nitrogen (as nitrite&nit
3]rate) mg/] 1.3] less than 10
4|Chlorine mg/] 7.8 less than 200
Organic substance (as Total
5lorganic carbons) mg/] 0.6 less than &
6{p H — 7.5 5.8~8.6
7| Taste — normal Not abnormal
810dor — normal Not abnormal
9tColor degree Below 1 less than &
10{ Turbidity degree Below 1 less than 2

Methods of analysis are based on the Ministry of Health, Labour and Welfare Order No.101 (2003)

The result of above—mentioned items of tap water suits the criteria of the Ministry of Health,
Labour and Welfare Waterworks Bureau

-12- Study No.06-085




Appendix 7 Scoring lists for clinical signs in detailed observation of rats treated
with 2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

F—UinhOHILEE

Reactivity on removal from the cage
r=Uhb T ERORNEE
Reactivity on handling

RAKER IR
Muscle tone
R
Skin
EiE A
Fur
SE
Piloerection
HER - e S G
Eye-nose discharge
IR PAGIR
Palpebral closure
IREkZ={L
Exophthalmos
i
Lacrimation
THE

Salivation

TERHMEEORIILERN

LERDHILIBE 2 00REE 3B 4 ATRICEY 5408 Kk

LEMETHE 2 00ER SHEALCCRE 4kBELRE 5.0 7R

Lit#E 20°00ER 3L 40VEE 5EE

LE®F 200k 3K 48E 384

LIER 2BEE 39%E 4HE

LU 2EESEOEEE 3HESAIEE 41328 5258
LAl 20LE0 350 407950 545U

L7l 2. 1/4 3. 12 4.3/4 4.PA%

LAl 2480 308 4020HY 5 HE

1.2 2REECREE BR 4072088 5.%KE

L2l 2.0EBEPEME 3088 4rvieni@® 5.7

1AL 220080 3HY 4nihdh

Blotted fur in the lower abdomen with urine

TP A oI L DB

Blotted fur around anus with feces

BE
Vocalization

224
Breathing

=

Body position
it

Convulsion
R

Tremor

Exploration
BAT

Walk
RETE

Abnormal behavior
HETTE

Stereotypy
PelR

Urination
He

Defecation

1721 2/0Ldh 3.560 45072050
1720 2REHO—N) 300FEHN 4875604 SR

LIEE 2BEOAL #HWE 3P%EDALL  BIRRRE
ABEOAL BAFER 5% 51/

LIER 20E® 38E\ 41REL 5.3

1220 2B 3.00FHER) 4 RHER) B.piAaL

L7zl 2.FERES 3. 0X0FGERY 45508 5L

LITHET 2500078 3085 4042978 SHHBITE

LEFERL 200058 3.L569<

LEFELRL 2008 0RT 3BVIET 4070 B0iET SHRBICEET
1720 27-Fihh 3.LbY 4 8%

B ERRUESE

B R B
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Appendix 8 Scoring lists for sensory/reflex function tests of rats

Eye sight reaction

Hearing reaction

Sense of touch reaction

Pain reaction

Pupil reflex

(Reaction to light)

Righting reflex

1: Normal: 2: Slightly late reaction for avoidance;
3: Late reaction for avoidance; 4: No reaction for avoidance

1: Normal; 2: Slight insensitivity; 3: Insensitivity; 4: No reaction
1: No reaction; 2: Slight reaction; 3: Normal; 4: Slight hypersensitivity;
5: Hypersensitivity

1: Normal {immediate reaction for avoidance); 2: Slightly late reaction for avoidance;
3: Late reaction for avoidance; 4: No reaction

1: Normal (immedeate miosis); 2! No reflex

1: Normal (immedeate reflex); 2: Slightly late reflex; 3: Late reflex; 4: No reflex




Appendix 9-1 Individual general conditions of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Dose Animal Fate Day of General conditions
(mg/kg/day) number death * (clinical signs)
0 001 KA 29 NAD
002 KA 29 NAD
003 KA 29 NAD
004 KA 29 NAD
005 KA 29 NAD
006 KR 43 NAD
007 KR 43 NAD
) 008 KR 43 NAD
= 009 KR 43 NAD
' 010 KR 43 NAD
15 011 KA 29 NAD
012 KA 29 NAD
013 KA 29 NAD
014 KA 29 NAD
015 KA 29 NAD
60 016 KA 29 NAD
017 KA 29 NAD
‘é’ 018 KA 29 NAD
& 019 KA 29 NAD
Z 020 KA 29 NAD
§ KA ! Killed by design at the end of administration period. KR : Killed by design at the end of recovery period.
& a ! Day after initiation of administration.

NAD : No abnormalities were detected. + : Slight.



Appendix 9-2 Individual general conditions of male rats treated with

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Dose Animal Fate Day of General conditions
(mg/keg/day) number death ® (clinical signs)

250 021 KA 29 Sedation : +(1-2)°
Ptosis : + (1-2)°

- 022 KA 29 Sedation : +(1-2)°
o Ptosis : + (1-2)°

023 KA 29  Sedation : +(1-2)"
Ptosis : + (1-2)°

024 KA 29 Sedation : +(1-2)"
Ptosis : + (1-2)°

025 KA 29 Sedation:+(1-2)

Ptosis : + (1-2)°

KA : Killed by design at the end of administration period.

a : Day after initiation of administration. b ! Experimental day when the sign was observed.

+ : Slight.

G80-90°ON ApniS



Appendix 9-3 Individual general conditions of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Dose Animal Fate Day of General conditions
(mg/kg/day) number death * (chnical signs)
1000 026 KA 29 Salivation : +(1-2, 4, 7-11, 13, 15-28)°

Sedation : +(1-2)"
Ptosis : + (1-2)®
027 KA 29 Salivation : + (1-3, 7-10, 13-28)°
Sedation : +(1-2)"
Ptosis : + (1-2)°
Reddish tear : +(1-2)°
028 KA 29  Salivation : + (1, 5, 7-10, 12-17, 19-24, 26-28)"
Sedation : +(1-2)"
Ptosis : + (1-2)°
029 KA 29 Salivation : + (8-11, 18-15, 17, 20-23, 27-28)"
Sedation : +(1-2)"
Ptosis : + (1-2)°
030 KA 29 Salivation : + (1, 4-5, 7-9, 11-14, 16-22, 27-28)°
Sedation : +(1-2)°
Ptosis : + (1-2)°

-L'[..

KA : Killed by design at the end of administration pericd.
a . Day after initiation of administration. b Experimental day when the sign was observed.
+ : Slight.

G80-90°ON Apnig



Appendix 9-4

Individual general conditions of male rats treated with

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Dose Animal Fate Day of General conditions
(mg/kg/day) number death ? (clinical signs)
1000 031 KR 43 Salivation : + (3-5, 89, 11-15, 19-21, 24-28)"
Sedation : +(1-2)"
Ptosis : + (1-2)"
032 KR 43 Salivation : + (1-2, 4-5, 7-9, 11-28)"
, Sedation : +(1-2)
= Ptosis : + (1-2)"
‘ 033 KR 43 Salivation : + (2, 4-5, 7-9, 13, 15-16, 18-25, 27-28)"
Sedation : +(1-2)"
Ptosis : + (1-2)°
034 KR 43 Salivation : + (1, 3, 6-9, 11-21, 23-24, 27-28)°
Sedation : +(1-2)°
Ptosis : + (1-2)°
035 KR 43 Salivation : + (1-2, 4, 7-9, 12-13, 16-24, 26-28)°

Sedation : +(1-2)°
Ptosis : + (1-2)°

+ : Slight.

S80-90°ON ApMig

KR : Killed by design at the end of recovery period.
a : Day after initiation of administration, b ! Experimental day when the sign was observed.
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Appendix 10-1 Individual general conditions of female rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Dose Animal Fate Day of General conditions
(mg/kg/day) number death @ {clinical signs)

0 501 KA 29 NAD
502 KA 29 NAD

503 KA 29 NAD

504 KA 29 NAD

505 KA 29 NAD

506 KR 43 NAD

507 KR 43 NAD

508 KR 43 NAD

509 KR 43 NAD

510 KR 43 NAD

15 511 KA 29 NAD
512 KA 29 NAD

513 KA 29 NAD

514 KA 29 NAD

515 KA 29 NAD

60 516 KA 29 NAD
517 KA 29 NAD

518 KA 29 NAD

519 KA 29 NAD

520 KA 29 NAD

KA : Killed by design at the end of administration period. KR : Killed by design at the end of recovery period.
a : Day after initiation of administration.
NAD : No abnormalities were detected. + : Slight.
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Appendix 10-2 Individual general conditions of female rats treated with

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Dose Animal Fate Day of General conditions
(mg/kg/day) number death ? {clinical signs)
250 521 KA 29 Sedation : + (1)°
Ptosis : + (1)®
522 KA 29  Sedation : + (1)
Ptosis : + (1)
523 KA 29 Sedation : + (1)
Ptosis : + (1)
524 KA 29 Sedation : + (1)°
Ptosis : + (1)°
525 KA 29 Sedation :+ (1)

Ptosis : + (1P

KA : Killed by design at the end of administration period.
a : Day after initiation of administration. b : Experimental day when the sign was observed.
+ : Slight.
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Appendix 10-3 Individual general conditions of female rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Dose Animal Fate Day of General conditions
(mgrkg/day) number death ® {clinical signs)
1000 526 KA 29 Salivation : + (3-5, 10-14, 17-23, 26-28)°

Sedation : + (1)®
Ptosis : + (1)
527 KA 29 Salivation : + (1, 4, 6-13, 16-21, 23-24, 26-28)°
Sedation : + (1)®
Ptosis : + (1)°
528 KA 29  Salivation : + (2, 4, 6, 8-10, 12-28)"
Sedation : + (1)°
Ptosis : + (1)
Soiled perineal region : + (10, 12, 17-20)"
526 KA 29 Salivation : + (1, 6, 12, 15, 18-24, 26-28)"
Sedation : + (1)®
Ptosis : + (1)°
530 KA 29 Salivation : + (1-3, 6, 11-24, 26-28)"
Sedation : + {1)®
Ptosis : + (1)°

G80-90'0N Apmig

KA : Killed by design at the end of administration period.
a ! Day after initiation of administration. b : Experimental day when the sign was observed.
+ : Slight.



Appendix 10-4 Individual general conditions of female rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

Dose Animal Fate  Day of General conditions
(mg/kg/day) number death 2 (clinical signs)
1000 531 KR 43 Salivation : +(6-7, 9, 11-14, 16, 18-23, 26-28)"

Sedation : + ()"
Ptosis : + (1)
Soiled perineal region : + (2-5)°
532 KR 43 Salivation : +(1-2, 67, 9, 11-14, 16-28)"
Sedation : + (1)°
Ptosis : + (1)°
533 KR 43 Salivation : + (1, 6-9, 11-28)"
Sedation : + (1)®
Ptosis : + (1)
534 KR 43 Salivation : + (4, 6,9, 11-28)"
Sedation : + (1)°
Ptosis : + (1)
535 KR 43  Salivation : +(3, 6, 9, 11-28)"
Sedation : + (1)
Ptosis 1 + (1)°

.ZZ.

KA : Killed by design at the end of administration period. KR : Killed by design at the end of recovery period.
a ! Day after initiation of administration. b : Experimental day when the sign was observed.
+ : Slight.

S20-90'ON Apnig
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Appendix 11-1

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ Before administration period )

Individual clinical signs in detailed observation of male rats treated with

Dose{mg/kg/day)
Items Animal number

0

001 002 003 004 005 006 007 008 009 010

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatio: : eount
: tone of color
Defecatio : count
- appearance
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PY : Pale yellow; N : Normal.
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Appendix 11 -2

2-nitro-p-crescl in the repeated dose 28-day oral toxicity study

{ Before administration period )

Individual clinical signs in detailed observation of male rats treated with

Dose(mg/kg/day)
Items Animal number

15

60

250

011 012 013 014 015

016 017 018 019 020

021 022 023 024 025

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
: tone of color
Defecatio : count
{ appearance
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VD e e ek QO bt e e e e e e e b e b et e b b GO b

7

PY : Pale yellow; N : Normal.
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Appendix 11 -3  Individual clinical signs in detailed observation of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ Before administration period )

Dose(mg/kg/day)
Items Animal number

1000

026 027 028 029 030 031 032 033 034 035

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatio : count
: tone of color
Defecatio : count
- appearance

DD et bt et QO e b el b et e e e bl b R e e e e QO e
|l T e B e R e e e e T e T T T B B WU T iy )

PY PY
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L = B R e B " i el e T e T e T e B e T T el e e e B S I Y

@

O e e Q0 b e e b b bl e e e e e el el hed O3 =

H—
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DS o bt GO b b e b b b b e b e b e e i QO =
DO bt b ek QO e e e ek pd et e et et e et el ek e fed OO e el

PY PY PY
5 2 5
N N N

PY : Pale yellow; N : Normal.
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Appendix 11 -4  Individual clinical signs in detailed observation of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of administration period )

Dose(mg/kg/day) 0

Items  Animal number 001 002 003 004 005 006 007 008 009 010

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urination : count
: tone of color
Defecatio : count
: appearance - - - -
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PY : Pale yellow; N : Normal.
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Appendix 11 - 5

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of administration pericd }

Individual clinical signs in detailed observation of male rats treated with

Dose{mg/kg/day)

Items Animal number

15

60

250

01t 012 9013 014 015

016 017 018 019 020

021 022 023 024 025

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior * count
: tone of color
Defecatio : count
: appearance
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PY : Pale yellow; N : Normal.
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Appendix 11 - 6

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of administration period )

Individual clinical signs in detailed observation of male rats treated with

Dose{mg/kg/day)
[tems Animal number

1000

026 027 028 029 030 031 032 033 034 035

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatios : count
: tone of color
Defecatio : count
* appearance
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PY : Pale yellow; N : Normal.
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Appendix 11 -7  Individual chinical signs in detailed observation of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of administration period )

Dose(mg/kg/day) 0

Items Animal number 001 002 003 004 005 006 007 008 009 010

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urination : count
: tone of color
Defecatio : count
. appearance
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PY : Pale yellow; N : Normal.
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Appendix 11 - 8

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of administration pericd )

Individual clinical signs in detailed observation of male rats treated with

Dose(mg/kg/day)

Items Animal number

15

60

250

011 012 013 014 015

016 017 018 019 020

021 022 023 024 025

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
 tone of color
Defecatio * count
: appearance
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Appendix 11 -9

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of administration period )

Individual clinical signs in detailed observation of male rats treated with

Dose(mg/ke/day)
Items Animal number

10600

026 027 028 029 030 031 032 033 034 035

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsgion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
: tone of color
Defecatio : count
t appearance
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PY : Pale yellow; N : Normal.



_Zg.

G80-90°0N Apmi§

Appendix 11 - 10 Individual clinical signs in detailed observation of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 3 of administration period )

Dose{mg/kg/day) 0

Items Animal number 001 002 003 004 005 006 007 008 009 010

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatio: : count
: tone of color
Defacatio : count 0
: appearance - - - - - - - - - N
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PY : Pale yellow; N : Normal.
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Appendix 11 - 11

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 3 of administration period )

Individual clinical signs in detailed observation of male rats treated with

Dose(mg/kg/day)

Items Animal number

15

60

250

011 012 013 014 015

0i6 017 018 019 020

021 022 023 024 025

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior  count
: tone of color
Defecatio : count
{ appearance
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Appendix 11 - 12 Individual clinical signs in detailed observation of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 3 of administration period ;

Dose(mg/kg/day)
Items Animal number

1000

026 027 028 029 030 031 032 033 034 035

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urination : count
: tone of color
Defecatio * count
. appearance
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Appendix 11 - 13

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

Individual clinical signs in detailed observation of male rats treated with

Dose(mg/kg/day)

Items Animal number

0

001 002 003 004 005 006 007 008 €09 010

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
* tone of color
Defecatio : count
 appearance
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Appendix 11 - 14 Individual clinical signs in detailed observation of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period »

Dose(mg/kg/day) 15 60 250

Items  Animal number ¢11 012 013 014 015 016 017 018 019 020 021 022 023 024 025

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
! tone of color
Defecatio : count
- appearance - - - - N - - - -
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Appendix 11- 15 Individual clinical signs in detailed observation of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

Doese(mg/kg/day)

Items Animal number

1000

026 027

028 029 030 031 032 033 034 035

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
: tone of color
Defecatio : count
* appearance
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Appendix 11 - 16

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of recovery period }

Individual clinical signs in detailed observation of male rats treated with

Dose{mg/kg/day)

Items Animal number

0

1000

006 007

008 009 010

031 032 033 034 035

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatio: : count
: tone of color
Defecatio : count
I appearance
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Appendix 11 - 17  Individual clinical signs in detailed observation of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of recovery period )

Dose(mg/kg/day)
Items Animal number

0

1000

006 007

008 (009 010

031 032 033 034 035

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
: tone of color
Defecatio : count
> appearance
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Appendix 12 -1

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ Before administration period )

Individual clinical signs in detailed observation of female rats treated with

Dose(mg/kg/day)

Items Animal number

0

501 502 503 504 505 506 507 508 509 510

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urination : count
: tone of color
Defecatio ! count
‘ appearance
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Appendix 12 - 2

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ Before administration period )

Individual clinical signs in detailed observation of female rats treated with

Dose(mg/kg/day)

Items Animal number

15

60

250

511 512 513 514 515

516 Bl7 518 519 520

6521 522 523 524 525

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatio: : count
: tone of color
Defecatio : count
- appearance
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Appendix 12 - 3

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ Before administration period )

Individual clinical signs in detailed observation of female rats treated with

Dose(mg/kg/day)
Items Animal number

1000

526 527 528 529 530 531 532 533 534 535

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body pesition
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
* tone of color
Defecatio - count
Cappearance
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Appendix 12 - 4

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of administration period )

Individual clinical signs in detailed observation of female rats treated with

Dose(mg/kg/day)

Ttems Animal number

0

501 502 503 504 505 506 507 508 509 510

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
" tone of color
Defecatio : count
: appearance
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Appendix 12 - 5

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of administration period )

Individual clinical signs in detailed observation of female rats treated with

Dose{mg/kg/day)

Items Animal number

15

60

250

511 512 513 514 515

516 B17 518 519 520

21 522 bH23 524 5H2b

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
: tone of color
Defecatio : count
. appearance
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Appendix 12-6  Individual clinical signs in detailed observation of female rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 1 of administration period )

Dose(mg/kg/day) 1000

Items Animal number 526 527 528 b29 530 531 532 533 534 535

Reactivity on removal from the cage
Reactivity on handling

Muscle tone

Skin

Fur

Piloerection

Eye-nose discharge

Palpebral closure

Excphthalmos

Lacrimation

Salivation

Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization

Breathing

Body position

Convulsion

Tremor

Exploration

Walk

Abnormal behavior

Stereotypy

Urinatior : count
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: appearance N - N
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Appendix 12 - 7

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of administration period )

Individual clinical signs in detailed observation of female rats treated with

Dose(mgrkg/day)

Ttems Animal number

0

501 502 503 504 505 506 507 508 509 510

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urination : count
: tone of color
Defecatio ! count
. appearance
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Appendix 12- 8

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of administration period ;

Individual clinical signs in detailed observation of female rats treated with

Dose{mg/kg/day)

Ttems Animal number

15

60

250

511 512 513 514 515

516 b17 518 519 520

521 522 523 524 525

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
 tone of color
Defecatio : count
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Appendix 12-9  Individual clinical signs in detailed observation of female rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of administration period }

Dose{mg/kg/day) 1000

Items  Animal number 526 527 528 529 530 531 532 533 534 535

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urination : count
> tone of color
Defecatio : count
! appearance - - - N
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Appendix 12 - 10

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 3 of administration period )

Individual clinical signs in detailed observation of female rats treated with

Dose{mg/kg/day)

Items Animal number

0

501 502 503 504 505 506 507 508 509 510

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eve-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urination : count
: tone of color
Defecatio : count
- appearance
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Appendix 12 - 11

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 3 of administration period )

Individual clinical signs in detailed observation of female rats treated with

Dose(mg/kg/day)

Ttems Animal number

15

60

250

511 512 513 514 515

516 517 518 519 520

521 522 523 524 525

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
: tone of color
Defecatio : count
* appearance
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Appendix 12 - 12 Individual clinical signs in detailed observation of female rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 3 of administration period )

Dose(mg/kg/day) 1000

Ttems Animal number 526 527 528 529 530 531 532 533 534 535

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatio: : count
* tone of color
Defecatio : count
S appearance

VO e e e QO e e ek e e fed i ek ek et el et ek e ik G0 e
GO e e QO R e e R e e R e e e e b GO e e
L =T = I R N e T o B e e T T O S I o S O e B S
L = R - I R I e e e e i e T e T T e R - R
L = R L - N N e e e e el - I
L = - T e e I e e e R e N o - T i o I
L = e R A e N N e el i - B O

DO = bt et QO e b e e el e ek ek et e et ek e ek bt (D b e

O e e QO e e e e e pd b el e e e b ek md et QO e
L = e e T T T R e

<
[=1
<
o
@
L=
=]
o3
<
=

G80-90'0N Apnig

PY : Pale yellow.



-zg.

G80-90'ON Apmig

Appendix 12 - 13  Individual clinical signs in detailed observation of female rats treated with

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

Dose{mg/kg/day)

Items Animal number

0

501 502 503 504 505 506 507 508 509 510

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
: tone of color
Defecatio© count
. appearance
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Appendix 12 - 14 TIndividual clinical signs in detailed observation of female rats treated with

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

Dose(mg/kg/day)

Items Animal number

15

60

250

511 512 513 514 515

516 517 bH18 519 520

521 bh22Z 523 524 525

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur arcund anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
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Urinatio: : count
: tone of color
Defecatio : count
- appearance
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Appendix 12 - 15

2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

Individual clinical signs in detailed observation of female rats treated with

Dose(mg/kg/day)

Ttems Animal number

1000

526 527 528 529 530 531 532 533 534 535

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urination : count
> tone of color
Defecatio : count
- appearance
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Appendix 12 - 16

2-nitro-p-cresocl in the repeated dose 28-day oral toxicity study

{ On week 1 of recovery period )

Individual clinical signs in detailed observation of female rats treated with

Dose(mg/kg/day)

Ttems Animal number

0

1000

506 507 508 509 510

531 532 533 534 535

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
: tone of color
Defecatio : count
. appearance
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Appendix 12 - 17 Individual clinical signs in detailed observation of female rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of recovery period )

Dose(mg/kg/day)

Items Animal number

0

1000

506 507 508 509 510

531 532 533 6534 835

Reactivity on removal from the cage
Reactivity on handling
Muscle tone
Skin
Fur
Piloerection
Eye-nose discharge
Palpebral closure
Exophthalmos
Lacrimation
Salivation
Blotted fur in the lower abdomen with urine
Blotted fur around anus with feces
Vocalization
Breathing
Body position
Convulsion
Tremor
Exploration
Walk
Abnormal behavior
Stereotypy
Urinatior : count
* tone of color
Defecatio : count
- appearance
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Appendix 13 - 1 Individual sensory/reflex function data of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

Eye Sense
Dose Animal sight Hearing oftouch  Pain Pupil Righting
(mg/kg/day)  No. reaction reaction reaction reaction reflex  reflex

0 001 1 1 3 1 1 1
002 1 1 3 1 1 1

003 1 1 3 1 1 1

004 1 1 3 1 1 1

005 1 1 3 1 1 1

15 011 1 1 3 1 1 1
012 1 1 3 1 1 1

013 1 1 3 1 1 1

014 1 1 3 1 1 1

015 1 1 3 1 1 1

60 016 1 1 3 1 1 1
017 1 1 3 1 1 1

018 1 1 3 1 1 1

019 1 1 3 1 1 1

020 1 1 3 1 1 1

250 021 1 1 3 1 1 1
022 1 1 3 1 1 1

023 1 1 3 1 1 1

024 1 1 3 1 1 1

025 1 1 3 1 1 1

1000 026 1 1 3 1 1 1
027 1 1 3 1 1 1

028 1 1 3 1 1 1

029 1 1 3 1 1 1

030 1 1 3 1 1 1

1 or 3 : Normal.
Criterions for scoring are shown in appendix 8.
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Appendix 13 - 2 Individual sensory/reflex function data of male rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 2 of reccovery period )

Eye Sense
Dose Animal sight  Hearing oftouch  Pain Pupil Righting
(mg/kg/day)  No. reaction reaction reaction reaction reflex  reflex
0 006 1 1 3 1 1 1
007 1 1 3 1 1 1
008 1 1 3 1 1 1
009 1 1 3 1 1 1
010 1 1 3 1 1 1
1000 031 1 1 3 1 1 1
032 1 1 3 1 1 1
033 1 1 3 1 1 1
034 1 1 3 1 1 1
035 1 1 3 i 1 1

1 or 3 : Normal.
Criterions for scoring are shown in appendix 8.
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Appendix 14 - 1 Individual sensory/reflex function data of female rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

{ On week 4 of administration period }

Eye Sense
Dose Animal sight Hearing oftouch  Pain Pupil  Righting
(mg/kg/day) No. reaction reaction reaction reaction reflex reflex

0 501 1 1 3 1 1 1
502 1 1 3 1 1 1

503 1 1 3 1 1 1

504 1 1 3 1 1 1

505 1 1 3 1 1 1

15 511 1 1 3 1 1 1
512 1 1 3 1 1 1

513 1 1 3 1 1 1

514 1 1 3 1 1 1

515 1 1 3 1 1 1

60 516 1 1 3 1 1 1
517 1 1 3 1 1 1

518 1 1 3 1 1 1

519 1 1 3 1 1 1

520 1 1 3 1 1 1

250 521 1 1 3 1 1 1
522 i 1 3 1 1 1

523 1 1 3 1 1 1

524 1 1 3 1 1 1

525 1 1 3 i 1 1

1000 526 1 1 3 1 1 1
527 1 1 3 1 1 1

528 1 1 3 1 1 1

529 1 1 3 1 1 1

530 1 1 3 1 1 1

1 or 3 : Normal.
Criterions for scoring are shown in appendix 8.
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Appendix 14 - 2 Individual sensory/reflex function data of female rats treated with
2-nitro-p-cresol in the repeated dose 28-day oral toxicity study

( On week 2 of reccovery period )

Eye Sense
Dose Animal sight Hearing oftouch  Pain Pupil Righting
(mg/kg/day) No. reaction reaction reaction reaction reflex reflex
0 506 1 1 3 1 1 1
507 1 1 3 1 1 1
508 1 1 3 1 1 1
509 1 1 3 1 1 1
510 1 1 3 1 1 1
1000 531 1 1 3 1 1 1
532 1 1 3 1 1 1
533 1 1 3 1 1 1
534 1 1 3 1 1 1
535 1 1 3 1 1 1

1or 3 : Normal,
Criterions for scoring are shown in appendix 8.
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Appendix 15 - 1 Individual grip strength and motor activity data of
male rats treated with 2-nitro-p-cresol in
the repeated dose 28-day oral toxicity study

{ On week 4 of administration period )

Grip strength (g) Motor activity
Dose Animal Fore- Hind- (counts)
(mg/kg/day) number limb limb 0~60,n
0 001 797 218 14347
002 626 241 9377
003 890 227 10822
004 847 290 10010
005 755 367 12003
Mean 783 269 11312
15 011 973 277 10498
12 650 223 8244
013 625 249 8724
014 924 320 9229
015 707 225 12128
Mean 776 259 9765
60 016 555 210 11431
017 579 290 14132
018 687 240 12335
019 1080 261 7895
020 906 241 15873
Mean 761 248 12333
250 021 541 273 17813
022 430 352 11132
023 722 423 15569
024 632 325 5642
025 563 217 7687
Mean 578 318 11569
1000 026 892 326 11381
027 635 328 8700
028 533 247 6808
029 788 316 8164
030 827 297 7808
Mean 735 303 8572
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Appendix 15 - 2 Individual grip strength and motor activity data of
male rats treated with 2-nitro-p-cresol in
the repeated dose 28-day oral toxicity study

( On week 2 of recovery period )

Grip strength (g) Motor activity
Dose Animal Fore-  Hind- (counts)
(mg/kg/day) number limb Limb 0~60y;,
0 006 778 202 13821
007 549 211 10739
008 906 220 14550
009 1107 251 15314
010 583 271 11435
Mean 785 231 13172
1000 031 714 274 12478
032 1004 273 18468
033 715 346 12733
034 636 258 16166
035 1217 262 10069
Mean 857 283 13983
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Appendix 16 - 1 Individual grip strength and motor activity data of

female rats treated with 2-nitro-p-cresol in

the repeated dose 28-day oral toxicity study

( On week 4 of administration period )

Grip strength (g)

Motor activity

Dose Animal Fore-  Hind- (counts)
(mg/kg/day) number limb limb 0~60,,;,

0 501 407 272 15192

502 544 243 6208

503 655 258 15795

504 755 369 9424

505 743 255 12513

Mean 621 279 11826

15 511 803 304 7477

512 697 210 10974

513 727 197 13265

514 761 248 15983

515 723 346 16296

Mean 742 261 12799

60 516 592 284 11995

517 526 273 14290

518 724 278 17252

519 655 249 11463

520 613 269 15794

Mean 622 271 14159

250 h21 553 219 15715

522 442 320 13693

523 728 456 10914

524 652 330 14842

525 469 266 10231

Mean 569 318 13079

1000 526 638 232 11669

527 508 273 15725

528 626 402 12337

529 512 309 14975

530 545 265 12350

Mean 566 296 13411

.83 -
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Appendix 16 - 2 Individual grip strength and motor activity data of
female rats treated with 2-nitro-p-cresol in

the repeated dose 28-day oral toxicity study

{ On week 2 of recovery period )

Grip strength (g)

Motor activity

Dose Animal Fore-  Hind- (counts)
(mg/kg/day) number limb limb 0~60y;,

0 506 761 248 11584

507 810 331 10284

508 986 356 7136

509 875 265 5497

510 996 274 15578

Mean 886 295 10016

1000 531 8§46 299 8016

532 832 296 7183

533 656 279 11614

534 683 263 10037

535 555 223 14074

Mean 714 272 10385

.64 -
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Appendix 17 Individual body weight of male rats treated with 2-nitro-p-cresol
in the repeated dose 28-day oral toxicity study

(&

Administration period Recovery period
Dose Animal Gain Gain
(mg/kg/day) number Day 1 7 14 21 28 1~28 O 7 14 0~14

0 001 150 209 272 334 379 229
002 158 204 262 308 346 188
003 1537 203 268 327 361 204
004 159 221 292 352 387 228
005 161 212 278 340 390 229 - - - -
006 163 218 289 346 389 226 389 434 464 75
007 164 212 269 318 364 200 364 408 438 74
008 170 220 294 361 412 242 412 448 495 83
009 164 212 283 358 406 242 406 454 486 80
010 167 218 281 338 388 221 388 426 464 76
Mean 161 213 279 338 382 221 392 434 469 78

15 011 155 195 252 304 343 188 - -
012 155 2056 273 340 392 237 - -
013 161 225 293 365 417 256
014 164 221 287 353 399 235
015 173 224 285 345 384 211
Mean 162 214 278 341 387 225

60 016 153 199 251 298 334 181
017 156 207 269 325 353 197 - - - -
018 162 211 271 316 348 186 - - - -
019 187 217 277 334 373 206 - - - -
020 168 236 306 356 411 243
Mean 161 214 275 326 364 203

250 021 151 208 269 338 380 229
022 159 203 262 331 374 215
023 162 210 272 330 376 214
024 163 208 269 322 353 190
025 168 212 274 333 374 206
Mean 161 208 269 331 371 211
1000 026 146 181 240 287 317 171

027 153 198 258 307 351 198
028 157 198 254 314 360 203
029 158 203 254 310 347 189
030 160 206 267 320 353 193 - - - -
0631 166 228 312 375 429 263 429 470 500 71
032 164 209 271 326 365 201 365 398 420 55
033 165 218 291 358 420 255 420 464 504 84
034 169 228 289 358 412 243 412 452 484 72
035 173 222 283 338 388 215 388 424 459 71
Mean 161 209 272 329 374 213 403 442 473 71
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Appendix 18 Individual body weight of female rats treated with 2-nitro-p-cresol

in the repeated dose 28-day oral toxicity study

(&
Administration period Recovery period
Dose Animal Gain Gain
(mg/kg/day) number Day 1 7 14 21 28 1~28 0 7 14 0~14
0 501 137 159 179 198 217 80 -
502 140 168 191 211 218 78
503 136 166 189 204 232 96
504 141 163 181 194 211 70
505 147 175 199 221 232 85 - - - -
506 142 160 182 200 215 73 215 232 244 29
507 142 162 184 197 223 81 223 246 252 29
508 148 160 183 202 221 73 221 236 241 20
509 151 181 201 228 246 95 246 259 268 22
510 150 177 204 214 250 100 250 265 275 25
Mean 143 167 189 207 227 83 231 248 256 25
15 511 139 163 189 198 224 85 -
512 138 169 186 207 239 101 - -
513 145 174 198 223 240 95
514 147 178 200 221 255 108
515 150 179 199 214 240 90
Mean 144 173 194 213 240 96
60 516 137 159 179 197 209 72
517 140 167 194 209 233 93 - -
518 148 181 213 238 258 110 -
519 144 177 203 222 231 87
520 151 191 220 236 273 122
Mean 144 175 202 220 241 97
250 521 138 167 186 223 242 104 -

522 140 162 187 203 225 85
523 146 174 201 231 246 100
524 143 163 183 202 220 77
525 154 181 213 243 259 105
Mean 144 169 194 220 238 94

1000 526 136 153 178 201 211 75
527 141 171 203 238 260 119
528 130 152 169 177 202 72
529 144 172 196 216 235 91
530 143 165 182 196 223 80 - - - -
531 144 172 201 223 243 99 243 259 281 38
532 144 173 197 229 250 106 250 266 274 24
533 146 173 197 214 234 88 234 244 254 20
534 151 181 207 232 252 101 252 280 291 39
535 154 178 191 212 231 77 281 247 252 21
Mean 143 169 192 214 234 91 242 259 270 28
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Appendix 19  Individual food consumption of male rats treated with 2-nitro-p-cresol
in the repeated dose 28-day oral toxicity study

. ( g/rat/day )
Dose Animal Administration period Recovery period
(mg/kg/day) number Week 1 2 3 4 1 2
0 001 26 28 29 33
002 23 24 25 27
003 23 28 27 29 - -
004 28 31 32 .31 -- --
005 27 29 29 35 - --
006 28 29 30 34 37 35
007 26 25 24 29 35 35
008 28 33 34 34 39 36
009 27 29 30 34 37 34
010 27 28 30 31 35 33
Mean 26 28 29 - 32 37 35
15 011 22 26 28 26 - --
012 23 28 28 29 -~ --
013 28 30 31 29 - -
014 30 28 31 27 - -
015 26 31 29 29 - -
Mean 26 29 29 - 28 -
60 016 22 22 22 24
017 25 28 28 27 -- --
018 25 27 28 25 -- -
019 25 28 28 24 -- -
020 31 31 31 32 - -
Mean 26 27 27 26
250 021 23 27 28 25 -- -
022 23 26 27 28 . -
023 25 28 25 26 - -
024 23 25 28 24 - -
025 26 29 29 26 - -
Mean 24 27 27 26 -
1000 026 23 25 25 24
027 24 28 22 28 - -
028 23 26 27 28 - -
029 26 26 26 26 - -
030 24 26 26 24 -- --
031 32 32 32 31 34 36
032 29 27 30 29 34 35
033 30 35 37 40 43 44
03