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B AR b MEEM OISR (WEPER A BN s / Blsdtiei) %
R L7

REORERN B BT DWW TSR [ (CRARSIEWEL / FIEEWE) *x100] ZEHL
7-.

B G RiRrEs & OMAE IR DBlER

SNk

FHREM T T N CARDIR ST,

BRI T R DBRER BT - 7. IR Z IR 20 7125 25 A ORI 8 I
30 53~10 FEDRIZITVY, Z ORFHIFIC RO T 2R LB >\, £z, &
Wz BRAE U 72BN E T £ THio 7tk ZOHZME 0 A& L7, 4P 10 Fraam
X Corthee BRAE U= A1 338 RIS hss T OERE Lz, THE 4 BICREhY) & fRaifgss)
L, BN LOSERBESE -, F7-, R (fE 0 AOFER AR A
DOFEANEW 2080, ZhaE [ (ZRENE / ZRASIEED < 100], WS [k
VRILPEMERT / SERMESD < 100], ERE [ GERIESL / IRERED ~ 100], LA [
FEAE IS 7 MRHIEEVRED < 100] ZEH L7z, MR 25 H ORI 9 BEE TICOihORBD 5
g o= tfEE) (EE 5 2202) 1FHFIRL, TE% 10 vol%hilbT » &= LOKENR
TYt LTz, FORER, AREDRD IR Tolo®, HRRRAL & HE L.
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HAER (F1) oBigs

HIFET, MRHIEEVE (RERHECIRHREID) 238, ot [(RHERE / FIK
JFEH) x 100] BIOVHE 0 A OB RARR [(HEERE / BRHERE x 100] %
BHIU7Z, HERISHE 0 BISMRZHEEL, MmOl FEOREHERS / ok
(NEERED 3o KO EMpE M (ELPEREL / wllE RS 2#HEIL-. W8 0 A
Oz oW T, AFEROMEIE TR A ED-IROM AR U, £/2, WHHE 0
A, IWVERIZOWTAERREOFELH, NEWMLIIIRETRIR [ORER
AR D AR BIEHAIRED * 100] 2FH L7 WEE 4 O E CHARDAEIEL
BL, EFERICOWTE, 1R TE, —fREE8IE L. £/, WH4 AORFRAE
fr [(E 4 BAE / BPEAENED < 100], BEEOMEL FEOREATFRE / BOR
AR B R ORI oM (MR EE 7 RS AR LT,

AL, S 0 B LU BICHERERRBNIZE T RFE (PM4000, A FF—+ FLF)
ERAWTEHRELZEL, 1EOMHTER I FARELREE L.

AFRIE, WE 4 BICeflZ o —7 VHEY T CRIMZRSE S, 2 - Mo PiRE]
(AT BIRAYRFENLIC OV TIE, 10 vol% g /L~ U LA T Lz,
FELCIE T 7 8 (Polysciences) (ZIEE L7214, 28 - MORIBBIELE/RL-. B
RITHEEE L.

SRR A
Fifk LU ERE

HUEMIIREARE B, TNNRARERGAIIRREICRT Lictk, Midks 42
B, /i UEB LIEATH > -MEIHE 4 A, LKROEOL Laho e Miix& s 52 A,
RRITRRSL U T2 0MER 25 B £ CHOlioaie Sinieino iR 25 B, 2T E
(e LT AR T RO E 7 Sn-8h) (SRS E R, Fhh
T—7 JUIRER T CHRUMZESE S, HlfR Uz, SR, $posiEl, ol 2l X
UBHERE, B, M L OTrHEO L & Ylbmal,  fofE, REES L OVEEEZE & 2 DO,
SO L OBRE 24 L7z, T TORIBMEFIZOWT, ¥, K& S, s
Te X hRraR LT

F7o, HlE LI S TOEMCOWTIES, B, IR, 7E, B JORIRME
W (PR B 5 1011, 2109, 2211, HalR : a5 2007, At - B 5 1008,
2303, JHliE& : Bin&-5 1301, 1302, 1303, 1304, 1305, 1306, 1307, 1309, 1311, 1312,
2208, 2301, 2305, 2307, 2308, 2310, 2311, 2312, &i& : W% - 1006, 1301, 2001,
2007, 2210, 2304, ' : BWES 1301, 1302, 1303, 1305, 1306, 1308, 1309, 1310,
1311, 1312, 2301, 2302, 2304, 2305, 2310, 2312, A&jE : BFS 1310, 2302, /|
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1% : B &S 1306, 1311) % 10 vol%HHHREETA /L= U KT, FEERIS JUMEER ik
7T ARTCRIEIE L7214, 10 vol%HH Mg iR L~ U LARICEE Lz
HEEWZOWTIE, RS LONR LiEoHE RS, & -RFE (PG403-S, A FT7— -
FUR) ZRWCTHIEL, TOEEZGTET S L LB, aFER MREH FAxTER)
o, LN ER A ORERS LUSYEEENLEH L [EREEE / FlIR B OKE) x
100].

S BRRERR P ARA

FTRCOBERT « MG ONT, ~v hF VY v e mf DU REER R,
FEHLdS KOS EIRIC OV TS, ECEMZTRE, PAS ROMEARGIFRIL 7.
*HRRER L ORI HERORRT 8 E Eie2fillz o T, RFEENE ORBMLFERE
AU LTz AREONIRMFAGHAICBI L THEBICSWTHE L. £, 2T
g, R Lo Tr 8, W% RS St Tk e & ONZIHR A ASL O Z DU
Th, TREERRE OB R L T2 L7z,

BTl BB ORERER X OMREEIZ DUV Cagk L 72 ASES T OWER HRIZ VT,
N XY e A VU RER TR A A IRAE L, ETEWEZERE PAS Kk
WRTH TR A 20 (IEZEVD 2k L7 2.

AT

RE, (KEMINE, BiFE, REEEE, FCOMNEY), SR, SRR, MR,
HEERS, AFRE, SRS, RIS, BEWEOMEtL, BRE, SR, HRHK
HRIER, WERO 0 AR I AEFE, FEERDS JUOMERERICOWTIEHEH
FIFAUSHE, RIS Bartlett DZHURE V% %hE L7z, 803513 Dunnett D%
EHEE Y CXIIRRE & BB BRI OA A HUE L7z, Bartlett 055y HOIRE TRy
BB Steel ORRTE D CRBARE & SIS OFEZEBRE L.

HIFESR, AR LUSZIHRIZ OV T * BoE 2 A=,

BV AT IS X OV PRARMRAT RO FE 4412 D\ T Fisher ORI ARET ©
THRE L7z,

FFIARA A 7 VDB AT — ORIREERIZ DV YTl Mann-Whitney 0 U F&7E % 3Eh
L.

—RRIRBEDFTH, HIRRAT RIS KL O F1 R ORERREST RAZ DV CORGFHRITII T 72
oTz.

BB/, Bartlett O3 HIREIZ DU TIE 5%, FOMORBRET 5% L OV %D
AsEE T L 7.

7ok, VBRI T OINVERIZET 2 08T 1 R T72 0 OIFEE % 1AEAE UTESL
7=

-16-



Exp. No. C539 ( 115-222)
FINAL REPORT

13. HERER

13.1.

13.1.1.

13.1.2.

13.1.3.

B (F0) (CRIETRE

FECH L O—AZIRAE (Table 1-1~1-3, Appendix 1-1~1-3)

1,000 mg/kg #EDOMERE T BRSO L=, BETHE, 5.4, 6, 7B XTN12 AIC
FENL 2, | BLO2HOE 66, MTHE, 55 7THBILOG10 HIZERER 3,
1B X0 BIOF S B L.

FEARRED & LT, 1,000 mg/kg BEOMERECIE, FETEMAE S0, WERE, HERM,
AIRAG, RIS L OIS, MECIIRIE LRl btz 2o DIekiE, Bk
F1% 5~30 CRBL L, U UIEES# 60~120 /7023 T bhilkke L TEREE S 273,
BEFRIZIFEE LTV, E512 1,000 mgkg FETHEL, MEHETIADEHITN, HT
MERARIE S K OB MR 5 7S, M CHRES T IR L OWEEDIGI IRAETHEREF) 23,
WG DEGICERZ S, HEO 200 mgkg BETIE, —iBPEOFTEEDS DI B HIEH)
(TR iz, F O, HEOXTHRRED 1 4T, SIEOXIAL G 37 2256 41 BIZhiTT
D BTz, MEED 40 mg/kg TR L OUED 200 mg/kg FETIE, —ARIREEDAAIZERD &
Loz,

{KI (Figure 1~2, Table2-1~2-3, Appendix 2-1~2-3)

HETIE, 1,000 mgkg #EC, $&GBLIE (55 7 AL OKEMED, *THHEEL b
RN B EE S L, REFF (k5 0~42 1) OFEBIIE LA EARKE
LTz

HMETIE, 1,000 mghkg BET, REBHGLIE (857 AL OEEMEDHEFENLRT
EAGRD OV OO A~ L, QBRI (&5 0~14 B) OFEEMNE
bR A 2R~ U, R - B EIROEEFEIZ OV TS, 1,000 mgkg HETIIAER
B E 7 HMEREEm A2 R L, 22 oI ORESSING & A B 7R £ 72 (RAERN
o Lic.

Efi& (Figurc 3~4, Tablc 3-1~3-3, Appendix 3-1~3-3)

HECIE, 1,000 mgkg BECRGBAMA 2 M (85-0~7 H, 7~14 H) OTH1 HiE
fEEds L ORTEEAED, <HREE L AFGEHEMICE EREE LR Lz, 7ed5, 200
mg/kg BETITRE 35~42 B | AREEENT ERma R L72hs, hofllE HH
DOHIEEEREOETHY, £72, 1,000 mgkg BETIXRAROELHTRD LRI &
D, HEERER G ORI L T Lo T,

MECIE, 1,000 mg/kg BECHeL-BRMA 1M (%5 0~7 B) OFH 1 AEBHERS, A
EMMEA TR L, ZOACRTEIR (R G- 0~14 A) OREBERLARRMEME R~ L. 4
HRAARIES O BAR O A B 21X, *HRRTE & HBR B e 5 & O CREHE e
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13.14.1.

13.14.2.

13.14.3.
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BEELRD LN
PR

R EE (Table4, Appendix 4)

1,000 mgkg HETHEROFAM BRI & LB ARNCE R amE, R RO
MREENSMEAEZ R L. L LS, Witted 1,000 mgkg FEOMKAREIZLRA
LI2ZETHY, MRS O L TRk Lo Tz

FFEFT R, (Table 5-1~5-4, Appendix 5)

W ER G L OBENE X SNAFTR & LT, 1,000 mgkg BEOMEMETHRD S
FECENY (o b, M S H) o, ATEORGELR (FE3H, #f14]), s OEBBER
(HE3 1, ME2 ), RTROIE HE2 F), Ao EES F, 260, NEOIRE
BEAT (RE 1§ BLOBEOREL WS 16D 235580 b

TR A BT ST ETIE, 1,000 mg/kg #ECRIE OIREDR 4/6 i, 88 ORGSR T
IEABLEAIAES 1/6 5, TRt RN 5/6 BIllZG8D b,

BRI UT-ETIE, 1,000 mg/kg BETRITE OILES 3/7 B, Ftligotataikss 5/7 61,
FHBROIER A 17 FlZ585D BT~

ZOfh, WO OLIFTRY, BAERBIOCRELFEL T, Wb AR
kB L BT

23R LIs o - AR e B D RV L B 2 B ATTRIIEERD LT, iR AL
SESEAR o T/, RN ORERS L OVREIRFE T O DI -/ELZ, BATET RLIERE
eNinoT.

ﬁ-m

TREAER AT R, (Table 6-1~6-5, 7, Appendix 6, 7)

PR E G & OBENE 2 b AFTR.E LT, 1,000 mgkg BEOMERET, HTEMW
ZEh, BIE ORYE LA L ORHRO NET ORI AR 2= s hv-. JT8
DR ERRuERE, #o 1 I CREDR: (PEE) GLilo b, X6, T
T TIL, BEORE, FIEOULAF-INBEELRD bIL-.

FEH, RS R, RISZIR, Fras LOURRICEIE SN TR ORARITIE, *HREE -
AR L OMNCHEH ARG EATRO LT, £7-, HEBLIOEIZIE, RiTA

NNV (WA i Ny el

SHEREOME | BICIXEIEESRD b LosL, BIEETT v MIAREAETH Z
EREHNTIHEY 7, RO TR RS H OG22 R LTV

FOM, BEIPUFTL, WSRO S W IEIRHREEZ B D7 8ETH
v, BARBAEMOEBILEEZ LN,

TR A 7 M OBIE T, 1,000 mgkg FEOE /L N U HRLECS 72 OFSHEAMIREL,
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13.2.1.

13.2.2.
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TV VT N OISR, 35T IR REMIE G K ONE RN I T b xR
FELFRRETH Y, HWRWERS OREIIRO b7

SSE UTpipo T- e (200 mgrkg #E) T, HECTRISZARO USRI, M CIIED
FEhn, TEAEOFEIAGED DI, WTh BRFBEROELEE X bive. HRE:
BN S W72 o To R L OMTHR A ROTOMETHE, BEETRIERD bz o7z, 4hist
CORBHLNTMETIE, BARRBEMDOTE OGN ELSMIEETT I bz
ol

AFae A

R L OZHAEE (Table 8, Appendix 8, 9)

RREIE, 200 mg/kg BED 2 HTHRNZET, FEEORZRRIIMREL b 83.3% Th 7.
SRREEEZ B TMMOBE T, 2FITRENBOLL, RERILWTRE 1000%TH 7.
ZAEIE, 200 mgkg BED 1 BITRALET, RIFHOZIEERIT 90.0% Tho7z. LS
L OBETHE, EHITRMASLL, ZHFEIOVTIE 100.0% TH 7.

PEEABIL T, TPEEEEAE, SHERRE, 40, 200 3L 001,000 mgke BET, FnE
42, 40, 42FBXV40 ATHY, <HHEHEE BB RS L ORI FII7RE
BRIGERO N o7z, BEWREZ ST 785l 40, 200 35 KT8 1,000 mgkg
HT2, 2, 3BLC ISR b, REMEMBHEL, AERATROLN
otz

ks X OVEE (Table 9, Appendix 10)

HREA STV TORGHETL A RRBICEFIIBE SN T, HEETWTho®
H#EY 100% Th o7z, £77, FHOMRK S L OEARL, [ ZXRMEOEE =~ L.
STHRRE & b, 200 3500 1,000 mgkg BECIE, HEEREMEMla 2R L, HHREE
[ZOWTh, TS HMEEEMZ R L. HH 0 B OHPEA LISV TiE 200
mg/kg BECHETEANCE T /2INE, 1,000 mg/kg B CIMBEMBM AR L. E5IZ, 20038
FTUN1,000 mg/kg BECIE, BRER LU R G EEER 27 L.

W 0 ADBIETH, MERIIWTIORC BB SR o7z, FEERITHREE,
40, 200 3L TN1,000 mgkg TET, FNE4L0, 2, 3 BLCOHIBIE SN0, A
BICHEMZEITED U7, E 0 A OB RAFRICLEIRO LRoTe.

W B AR OB T, 200 mgke TEOD 1 5] (@b 5 2212) T, HELME RS
HE 2 HIZABFEL Lz, 200 mgkg BECrE, WHE 4 HOEARENHEEEREZRL,
E 4 AOWME AL LEMEEIAZTR L, [HiE 0 ABL U4 AOMhiziE, Bz

TR Lo T,
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1323, HEROIE, (KRER IOFWREFTH (Table9, 10, 11, Appendix 10, 11-1~11-2)

FrAERDOAFRE T, MREZEDWLTIORERICH BEIIBE SN o T,
B ORI O—BRAEEIES T, MPERE, 40 BX U200 mgkg BEORET 1, 0
BRU246, HETO, 1FBLU2 FIOEED/NZMERBRZE 728, 40 3 LT 200
mg/kg BRI DA TH Y, MIBEZBWTHERD HILD Z &0 LERmE
BeHOFB LT Lo To, Fofild, MiEE S, RRECREIIZID btk
ol

5 0 AOFAERDOIKEIZIL, cHREE L YERE R AR L O TG FNRREE

B BRI oo, WHE 4 DOEEIZHOUVTIE, STRBIEL B, 200 mgkg FEOHET
ﬁ%&ﬁm;ﬂmmygﬁ@M% U 1,000 mg/kg FEOHEME CTRafEftim 2~ Lz,

B AR R O R OFIRTIE, 200 mg/kg BEORECRARERTS L UM HATE B A3
—ﬂM@Jﬁ?M%@%ﬁmﬁzm:ﬁmbMﬁﬁ:w?ﬂ%Hﬁﬁiﬁwsz%D,
FEA & OFEME TR CE e oTn, T AT RIFEEO bR o T
(Table, Appendix {Z137R LTV,

HE 4 QORRTIE, S, HEMEREOVELZX LILSEEITRLITRDS
WproTe. e LT, HETIX 200 mgkg B0 1 6 (E)ES 2208-9M) (2D A
GOER, METIIIRED 1] (@& 2004-4F) ICHIENLMBIER Sz,

F72, 200 mgkg FEOBE | HITEIEE SO B ABLICOWT, EfFERE L E
M LTRSS, IR BIESES R iz,

14. EZ8EB IR

141,  EHRSEE

1,000 mg/kg FETIE, #E 6 FlI L OMES BB L, SECEWAEED, T4 fRREE
DEALE LT, VR, iR, MERMZ, B, RS K ORIV B S 47
WELHERME 0> 28 A MIRER G3BRIZIVCh, FiiE, R8s X OB B0 R A
ROBNTND, Fio, BZPERWE ORI E THD 2-7uu 7 x /) —/Ld 28 A/
AR G3B NCB 0T, MR L ORGSO PR A~ OB L £ X HNBIE
EDGFRO HAILTNAD Z &k, SRIORER TRD b e —HeRIEO £ LR e 5
(LA U7z HARRR OB L B 2 Hiv7c. R EWIORMFRA CIIaE OmE Lk
FOBRICINZ, AlIEOUD A LB, RIEOHZNIGRD b, $EWEOT TS
FEHEDSTR BN R E B2 Dde. b2 Lnh, BOSERIZIY, WERWE
DHENKR DIEEF I LOHIRERR O BE L T Ve b D LR S,

—77, 1,000 mgkg BEOEMABNONTIE, MEEORE BRI 238 U TRl 4 7=
L, WEBRYE RS U7 REEIMGIERS S, BEEEIC OV, BRI
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DOFTHETEALIGZRD BT, FREEREIC BT, ST E U GRD BIV=RTE Ok
BOE, BRI LORREIHYS T 2T R E LT, BT LR8I S,
WEYE DA T DRRIEICRR U mEf B EEA LB oni. 51T, 1,000
mg/kg FECIE, OB ELB L OIERITHEY T 5T R.E LT, ML & I1/NEROME
DRFHIFUALRDSZED bz, UM EOTGWE Thd 2-raunrx ) —LD 28
H FpA %53%&;kwf% HHBEEREIC LA L LB 2 b/ E
HOLPED BRI DSFED LAV TR Y, S EIORBRTIB T L RIROZELO rlREMEA R
e i,

ZOfth, —BAREEOL L E LT, HED 200 mgkg TEZIBNTE, AEHIC M0
DR DAV, SEEEMWEES L OSSR & BI85 W E R G OBERE L
ITHIBTC & 2o . IWERERREICR O C, MDA TR S ORI TR SR e
HBOEEIIRD LivimoTz.

AR A

200 mg/kg HETIE, IR L ORI ZNE 2 BI O MIZERH Hi
2. LnLehin, ZioO#odikks: LONRFRE T, RNEEZ 60585
DIIRHERIYE R G- ORETRO b T, F72, 1,000 mgkg B TIEEFIORERS LU
FRDIEIL LTS Z &b, BIMRALEE X b, #RWEIRSIRZERER LU
FREEIC I GRD Diven - 7.

PEEHIRER T, SHREEA S 109~ CORBREE Tk L2 RN IR 2R L -8
D B, WIS AITIRINEEZ 2 L T ATREMEDS % 2 b7z, £77, 1,000 mg/kg
BECIL, BTPREC L7=BO%Fic & lifks L7 IER I BE Sy, b i@
MOREEB(LAIRIN & & 2 bz, Lo T, e RS A RT3
2R & L7

SIS T, SERBORE IO NORSH THLRO bivn ol £,
B OITHRIIRLR X OEREICHERI B 5 OB Do 7=, WE I
200 mg/kg FED 1 §C, ERORIEILTIZRD SN, | FIOLOFRIRTHHZ L,
B EUN,000 mgkg BETIIRD LILVTWRNT LD, BRI FA & HIWT L7z,

M baM T b 2-7 v n 7 =/ —/ug, 500 ppm DIREE CAIELAT 10 WD B IR,
AT, PHEHARIZ 8 U THOKERS LIoRER, AR 72 ) OSSR IR B Lz & oW
DB Y. ATORBIZIHNTE, 200 35 1 0V1,000 mgkg BECEREE, HEEREES
JOHEA RSB £ 3B AR R L, BIAES LU hE L IEER 2R LT
T En, MEBRIEICBW T, -7 mn 7 ) —/L b RREICHEE R D LT
AIREMEAVRIE X417o. 70d, 200 mgkg FETIE, THE 4 H AR L OWE AR
%%ﬁ@@ﬁ%mbtm,m#@1m_mw%ntéﬁﬁt®%ﬁEW&%z%ht.
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B A T O REW O REIZHSU TS, B 4 H 12 200 me/kg REOME TR, 200 mgkg
FEDMES L T8 1,000 mg/kg FEOMEME CifffBlIMANGRD HAVZAS, ZAL D OFEOHEAR
B3P 72307 Z TR LT b & F 2 vz, /R OME I C iRy E & 5 DR 2

RO LT, AERELSLOWE 4 BOFRIZOW TS, R ERGICBE L&

TRO B>

U bDZ Enb, RERBRSGM T T, RERSIZBT 25 E (NOAEL) 1L, M
HEE D 1,000 mgkg/day FFIZRVVTIELD, HARARRGR~OREE (Fiit, #REE, R
R, REEMIE, BHEORVBLOHORARBO bR/ &b 200
mg/kg/day, AFHFEAEIZEIT D NOAEL i3, 200 mg/kg/day & GV THERIES, FE
¥ KOHEA IR E OB RGRO -2 E0vD 40 mgkg/day, F1 ##Ickt4 5
NOAEL (% 1,000 mg/kg/day $£ 542330 VT b A FEROREELICEENTED HRho7=
Z L5 1,000 mg/kg/day & HIETL7-.

15. ZEIR

1) ALEE SRS ER SRS 4-r a7 = ) — 0T v MBS 28 ARRER
G, (b EHEEEER vol. 8 (2001)

2) EHBMEAGR) : DREHEFEMEHROT D ORE T k7 2] V7 A = A4, HR
(1994), pp. 15-20.

3) Snedecor GW, Cochran WG: “Statistical Methods” 8th ed., Towa State University Press,
Ames (1989).

4) Yoshida M: Exact probabilities associated with Tukey’s and Dunnett’s multiple comparisons
procedurcs in imbalanced onc-way ANOVA. J Japancsc Soc Comp Stat, 1: 111-122 (1988).

5)  Steel RGD: A multiple comparison rank sum test: Treatments versus control. Biometrics, 15:
560-572 (1959).

6) Hollander M, Wolfe DA: Nonparametric Statistical Methods, Second edition, John Wiley &
Sons; New York (1999).

7) Cardesa A, Ribalts T: Nephroblastoma, Kidney, Rat. /n "Monographs on Pathology of
Laboratory Animals, Urinary system”, Second edition, Jones TC, Hard GC, Mohr U (eds).
Springer; Berlin (1998), pp. 129-138.

8) (VLFWE SRS - nn T = — DT v MIBiT 5 28 HEILEH

TR, (LB EHERBREE vol8 (2001) .

9) Jerry HE, Loren DK: Effects of transplacental exposure to chlorinated phenols.

Environmental Health Perspectives, 46: 137-140 (1982).
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16. HERBREEIOMRIT

LZARO TRLERHT, LT v 4 — BRI S TR EERR 10 R

HFEND . EDBRDRIAT W T, BBREEE LT o X — T L, BIRED 5.

BT (RUR)

wE 29

PR EIZBIT DR (3 L OWHREDR, € o)

Eds UM 2 BE9 % Rk

BT — 2 (BRI R, WENERSE,, IATREIE R, e ERNETH,
AEBOECER, SPErBlaGER, RIS R, T OM)

BREEAR (e v 758, REHREEAR, kiR, FECREAR, T off)
wiScEE (RA)

17. FRTDZ LN TERDPTRROGEMICEEL RITTRVOH HHER L USBREHE
Eltoled ol b

1)

2)

3)

2010 4 12 A 5 HIZFEM L7 IETESFRSRNEEICE, SEERO 2R A7
L7 7o DT B DI U7e GRBERFR « ek 114734 F). LasL, SRdE
FEHIHEREORIZEEY 25 L CKIMOETIREWTEY, £, NHRKTH#,
BB OBIEAEIN & B 2 5id X9 R —HeREEOB TR s »7- 2
L, EHEORMS BRI BT T R T/ &Ik L7e.

2010 FF 12 A 5 HIC 3k LI ERER MBS, BIROY D B 2 R 25
BSRAE L, FRENEERIC L DEEEOWE - A ARTHE & 72 2 R (4Fa1 9
B 15 47 49 #07» %fFﬁu 9 W 17 47 47 #0353 LOVTH2 12 B 55 45 6 B0 4% 12 BF 55
A6 F) MEEL. ok, THOOREEDORE - BEORFHIRHAIZ Iy
77 v 7 HIRBEHZHOCCTUE L TEY, REHHIRFEA O « 18D EYETN
THoTeZ L EHER L=,

2010 4 12 H 19 HIZ 200 mg/kg D 1 61 (B3 7 2212) TELIETHEE8D ST,
ARGHEE T, LFBECORS LN OWTE, MERRICHFTT 52 L 25
I TV, ERANARA ThHo/izd, HEMOHRITFHAICERE L.
UL, #IBEORTHETREEFERLTEY, ZO@BARRIC &IET e e
V&M LT,
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Figure 1. Body weight change in male rats
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Table 1-1. Clinical observations in male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)
Finding 0------- > l1------- > 2------- > 3------- > 4------- > B------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
loss of teeth - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
+ 0 o] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 0------- > l1------- > 2------- > 3------- > 4------- > B------- > 6------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)
Finding 0------- > l1------- > 2------- > 3------- > 4------- > B------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 11 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 11 12
salivation - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 11 12

+
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 03 p-Chlorophenol 1000 mg/kg
Administration period (day)
Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 7 12 12 5 12 12 2 11 12 4 12 12 0 S 11 0 S 11 0 5
Total 12 7 12 12 5 12 12 2 11 12 4 12 12 0 9 11 0 9 11 0 5
salivation - 12 7 12 12 5 12 12 2 11 12 4 12 12 0 9 11 0 10 11 0 5
+ 0 5 0 0 7 0 0 10 1 0 8 0 0 12 2 0 11 1 0 11 5
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10
prone position - 12 11 12 12 12 12 12 12 11 12 12 12 12 8 11 11 8 10 11 5 7
+ 0 1 0 0 0 0 0 0 1 0 0 0 0 4 0 0 3 1 0 6 3
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10
lateral position - i2 12 12 12 12 12 12 11 12 12 11 12 12 11 11 11 10 11 11 9 10
+ 0 0 0 0 0 0 0 1 0 0 1 0 0 1 0 0 1 0 0 2 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10
staggering gait - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 11 11 11 11 11 10
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10
tachypnea - 12 12 12 12 11 12 12 12 12 12 12 12 12 11 117 11 11 11 11 11 10
+ 0 0 0 0 1 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10
abnormal resp. noise - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 190
irregular respiration - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10
tremor - 12 12 12 12 12 12 12 12 11 12 12 12 12 12 11 11 7 11 11 8 10
+ 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 4 0 0 3 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 11 11 11 11 10
clonic convulsion - 12 12 12 12 12 12 12 11 12 12 11 12 12 6 11 11 7 11 11 3 7
+ 0 0 0 0 0 0 0 1 0 0 1 0 0 6 0 0 4 0 0 8 3
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 117 11 11 11 11 11 10

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)
Finding T------- > 8------- > 9------- > 10------- > 1l------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
loss of teeth - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

+
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding T------- > 8------- > 9------- > 10------- > 1l------- > 12------- > 13------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)
Finding T------- > 8------- > 9------- > 10------- > 1l------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 11 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 11 12 12 12 12 12 12 12 12 12 12
salivation - 12 12 12 12 12 12 12 12 12 12 11 12 12 12 12 12 12 12 12 12 12

+
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Exp.No.

-continued Clinical observations in male rats

Table 1-1.

Sex:Male

p-Chlorophenol 1000 mg/kg
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)
Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
loss of teeth - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)
Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
salivation - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Exp.No.

-continued Clinical observations in male rats

Table 1-1.

Sex:Male

p-Chlorophenol 1000 mg/kg
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)
Finding 21------- > 22------- > 23------- > 24------- > 25------- > 26------- > 27------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
loss of teeth - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 21------- > 22------- > 23------- > 24------- > 25------- > 26------- > 27------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)
Finding 21------- > 22------- > 23------- > 24------- > 25------- > 26------- > 27------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
salivation - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Exp.No.

-continued Clinical observations in male rats

Table 1-1.

Sex:Male

p-Chlorophenol 1000 mg/kg
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)
Finding 28------- > 29------- > 30------- > 31------- > 32------- > 33------- > 34------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
loss of teeth - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 28------- > 29------- > 30------- > 31------- > 32------- > 33------- > 34------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)
Finding 28------- > 29------- > 30------- > 31------- > 32------- > 33------- > 34------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
salivation - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Exp.No.

-continued Clinical observations in male rats

Table 1-1.

Sex:Male

p-Chlorophenol 1000 mg/kg
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)
Finding 35------- > 36------- > 37------- > 38------- > 39------- > 40------- > 4l------- > 42
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 12
Total 12 12 12 12 12 12 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 12
loss of teeth - iz 12 12 12 12 12 11 117 112 11 11 112 11 11 11 11 11 11 11 11 11 12
+ 0 o] 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Exp.No. C539(115-222)

Table 1-1. -continued Clinical observations in male rats
Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg

Administration period (day)

Finding 35------- > 36------- > 37------- > 38------- > 39------- > 40------- > 4l------- > 42
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-1. -continued Clinical observations in male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)
Finding 35------- > 36------- > 37------- > 38------- > 39------- > 40------- > 4l------- > 42
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
salivation - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Exp.No.

-continued Clinical observations in male rats

Table 1-1.

Sex:Male

p-Chlorophenol 1000 mg/kg
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Table 1-2. Clinical observations in female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Pre-mating period (day)
Finding 0------- > l------- > 2------- > 3------- > 4------- > 5------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)
Sex:Female
Group-No.: 01 p-Chlorophenol 40 mg/kg
Pre-mating period (day)

Finding 0------- > 1l------- > 2------- > 3------- > 4------- > B------- > 6------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)
Sex:Female
Group-No.: 02 p-Chlorophenol 200 mg/kg
Pre-mating period (day)

Finding 0------- > 1l------- > 2------- > 3------- > 4------- > B------- > 6------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Pre-mating period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 2 4 12 3 10 12 3 16 12 4 11 12 4 16 11 0 8 9 0 5
Total 12 2 4 12 3 10 12 3 10 12 4 11 12 4 10 11 0 8 9 0 5
soiled fur - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 10 10 9 9 9
urogenital aroud + 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 1 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9
lacrimation - 12 11 7 12 12 11 12 12 12 12 12 11 12 11 12 12 10 9 E] 9 9
+ 0 1 5 0 0 1 0 0 0 0 0 1 0 1 0 0 1 2 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9
ptosis - 12 12 10 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9
+ 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9
salivation - 12 3 7 12 3 12 12 3 12 12 4 11 12 5 12 12 1 9 9 0 6
+ 0 9 5 0 9 0 0 9 0 0 8 1 0 7 0 0 10 2 0 9 3
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9
diarrhea - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 11 11 9 9 9
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9
prone position - 12 10 11 12 12 12 12 10 12 12 10 12 12 9 12 12 10 10 9 5 7
+ 0 2 1 0 0 0 0 2 0 0 2 0 0 3 0 0 1 1 0 4 2
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 S 9
lateral position - 2 11 12 12 11 11 12 11 11 12 11 12 12 12 12 12 8 9 9 7 8
+ 0 1 0 0 1 1 0 1 1 0 1 0 0 0 0 0 3 2 0 2 1
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9
staggering gait - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 8
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9
tachypnea - 12 12 12 12 12 12 12 12 12 12 12 12 12 11 12 12 10 10 9 9 9
+ 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 1 1 0 0 0
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Pre-mating period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
tremor - 12 9 12 12 9 12 12 10 11 12 12 12 12 12 12 12 10 11 9 8 8
+ 0 3 0 0 3 0 0 2 1 0 0 0 0 0 0 0 1 0 0 1 1
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9
clonic convulsion - 12 10 11 12 11 11 12 9 11 12 8 12 12 10 12 12 7 8 9 3 7
+ 0 2 1 0 1 1 0 3 1 0 4 0 0 2 0 0 4 3 0 6 2
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11 9 9 9

1: Before dosing
2: 5 to 30 minutes after dosin
3: 60 to 120 minutes after dosing



_Ls_

Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)
Sex:Female
Group-No.: 00 control 0 mg/kg
Pre-mating period (day)

Finding T------- > 8------- > 9------- > 10------- > 1l------- > 12------- > 13------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)
Sex:Female
Group-No.: 01 p-Chlorophenol 40 mg/kg
Pre-mating period (day)

Finding T------- > 8------- > 9------- > 10------- > 1l------- > 12------- > 13------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)
Sex:Female
Group-No.: 02 p-Chlorophenol 200 mg/kg
Pre-mating period (day)

Finding T------- > 8------- > 9------- > 10------- > 1l------- > 12------- > 13------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Pre-mating period (day)

Finding T------- > 8------- > 9------- > 10------- > 1l------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
tremor - 9 9 8 8 8 8 8 6 8 8 7 8 7 6 7 7 6 7 7 7 7
+ 0 0 0 0 0 0 0 2 0 0 1 0 0 1 0 0 1 0 0 0 0
Total 9 9 8 8 8 8 8 8 8 8 8 8 7 7 7 7 7 7 7 7 7
clonic convulsion - 9 0 4 8 2 8 8 3 6 8 4 5 7 2 6 7 3 7 7 2 6
+ 0 9 4 0 6 0 0 5 2 0 4 3 0 5 1 0 4 0 0 5 1
Total 9 9 8 8 8 8 8 8 8 8 8 8 7 7 7 7 7 7 7 7 7

1: Before dosing
2: 5 to 30 minutes after dosin
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)
Sex:Female
Group-No.: 00 control 0 mg/kg
Pre-mating period (day) Mating period (day)

Finding 14------- > 1------- > 2------- > 3------- >  4------- >

Part 1 2 3 1 2 3 2 3 1 2 3 2 3
normal - 12 12 12 10 10 10 9 9 3 3 3 2 2

Total 12 12 12 10 10 10 9 9 3 3 3 2 2

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Pre-mating period (day) Mating period (day)
Finding 14------- > 1------- > 2------- > 3------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 10 10 10 7 7 7 4 4 4
Total 12 12 12 10 10 10 7 7 7 4 4 4

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Pre-mating period (day) Mating period (day)
Finding 14------- > 1------- > 2------- > 3------- > 4------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 9 9 9 6 6 6 6 6 6 2 2 2
Total 12 12 12 9 9 9 3 6 6 3 6 6 2 2 2

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Exp.No.

-continued Clinical observations in female rats

Table 1-2.

Sex:Female

p-Chlorophenol 1000 mg/kg
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Pre-mating period (day) Mating period (day)

Finding 14------- > 1------- > 2------- > 3------- > 4------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
tremor - 7 6 7 5 3 5 5 4 5 2 2 2 1 0 1
+ 0 1 0 0 2 0 0 1 0 0 0 0 0 1 0
Total 7 7 7 5 5 5 5 5 5 2 2 2 1 1 1
clonic convulsion - 7 3 7 5 5 5 5 3 5 2 2 2 1 1 1
+ 0 4 0 0 0 0 0 2 0 0 0 0 0 0 o]
Total 7 7 7 5 5 5 5 5 5 2 2 2 1 1 1

1: Before dosing
2: 5 to 30 minutes after dosin
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats

Sex:Female

Exp.No.

C539(115-222)

Group-No.: 00 control 0 mg/kg
Mating period (day)
Finding 5------- > 6------- T---==== 8-------»  O9------- 10------- 11------- >
Part 1 2 3 1 2 1 2 1 2 2 1 2 1 2 3
normal - 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Total 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)
Sex:Female
Group-No.: 02 p-Chlorophenol 200 mg/kg
Mating period (day)

Finding 5------- > 6------->  7------->  B------->  9------- 10------- > 1l------- >

Part 1 2 3 1 2 2 2 2 1 2 3 1 2 3
normal - 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Total 2 2 2 2 2 2 2 2 2 2 2 2 2 2

1: Before dosing
2: 5 to 30 minutes after dosing

3: 60 to 120

minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Mating period (day)

Finding 5------- >  6------- > T-----—- >
Part 1 2 3 1 2 3 1 2 3
normal - 1 0 1 1 0 1 0 0 0
Total 1 0 1 1 0 1 0 0 0
soiled fur - 1 1 1 1 1 1 0 0 0
urogenital aroud + 0 0 0 0 0 0 1 1 1
Total 1 1 1 1 1 1 1 1 1
lacrimation - 1 1 1 1 1 1 1 1 1
+ 0 0 0 0 0 0 0 0 0
Total 1 1 1 1 1 1 1 1 1
ptosis - 1 1 1 1 1 1 1 1 1
+ 0 0 0 0 0 0 0 0 0
Total 1 1 1 1 1 1 1 1 1
salivation - 1 0 1 1 0 1 1 0 1
+ 0 1 0 0 1 0 0 1 0
Total 1 1 1 1 1 1 1 1 1
diarrhea - 1 1 1 1 1 1 1 1 1
+ 0 0 0 0 0 0 0 0 0
Total 1 1 1 1 1 1 1 1 1
prone position - 1 1 1 1 1 1 1 1 1
+ 0 0 0 0 0 0 0 0 0
Total 1 1 1 1 1 1 1 1 1
lateral position - 1 1 1 1 1 1 1 1 1
+ 0 0 0 0 0 0 0 0 0
Total 1 1 1 1 1 1 1 1 1
staggering gait - 1 1 1 1 1 1 1 1 1
+ 0 0 0 0 0 0 0 0 0
Total 1 1 1 1 1 1 1 1 1
tachypnea - 1 1 1 1 1 1 1 1 1
+ 0 0 0 0 0 0 0 0 0
Total 1 1 1 1 1 1 1 1 1

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Mating period (day)

Finding 5------- > 6----—--- > T-----—- >
Part 1 2 3 1 2 3 1 2 3
tremor - 1 ¢} 1 1 Q 1 1 0 1
+ 0 1 0 0 1 0 0 1 0
Total 1 1 1 1 1 1 1 1 1
clonic convulsion - 1 1 1 1 1 1 1 1 1
+ 0 0 0 0 0 0 0 0 0
Total 1 1 1 1 1 1 1 1 1

1: Before dosing
2: 5 to 30 minutes after dosin
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Mating period (day)
Finding 12-----_"_ >
Part 1 2 3
normal 1 1 1

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats

Sex:Female

Exp.No.

C539(115-222)

Group-No.: 02 p-Chlorophenol 200 mg/kg
Mating period (day) Administration period (day)
Finding 12------- > 13------- 14------- 29------- 30------- 31------- >
Part 1 2 3 1 2 1 2 1 2 1 2 1 2 3
normal - 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 2 2 2 2 2 2 2 2 2 2 2 2 2 2

1:
2:
3:

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats Exp.No. C539(115-222)
Sex:Female
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)

Finding 32------- > 33------- > 34------- 35------- 36------- 37------- 38------- >

Part 1 2 3 1 2 3 1 2 1 2 1 2 1 2 1 2 3
normal - 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

Total 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

1:
2:
3:

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats

Sex:Female

Exp.No.

C539(115-222)

Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)
Finding 39------- > 40------- > 1------- 42------- 43 ------- 44------- 45------- >
Part 1 2 3 1 2 3 1 2 1 2 1 2 1 2 1 2 3
normal - 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

1:
2:
3:

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing
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Table 1-2. -continued Clinical observations in female rats

Sex:Female

Exp.No.

C539(115-222)

Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)
Finding 46------- > 47------- > 8------- 49------- 50------- 5l------- 52
Part 1 2 3 1 2 3 1 2 1 2 1 2 1 2
normal - 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2
Total 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2

1:
2:
3:

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing
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Table 1-3. Clinical observations in dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Gegtation period (day)
Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-3. -continued Clinical observations in dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Gegtation period (day)
Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-3. -continued Clinical observations in dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Gegtation period (day)
Finding 0------- > l------- > 2------- > 3------- > 4------- > B------- > 6------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



C539(115-222)

Exp.No.

-continued Clinical observations in dams

Table 1-3.

Sex:Female

p-Chlorophenol 1000 mg/kg
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Table 1-3. -continued Clinical observations in dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Gegtation period (day)
Finding T------- > 8------- > 9------- > 10------- > 1l------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-3. -continued Clinical observations in dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Gegtation period (day)
Finding T------- > 8------- > 9------- > 10------- > 1l------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-3. -continued Clinical observations in dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Gegtation period (day)
Finding T------- > 8------- > 9------- > 10------- > 1l------- > 12------- > 13------- >
Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



C539(115-222)

Exp.No.

-continued Clinical observations in dams

Table 1-3.

Sex:Female

p-Chlorophenol 1000 mg/kg

03
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Table 1-3. -continued Clinical observations in dams Exp.No. C539(115-222)
Sex:Female
Group-No.: 00 control 0 mg/kg
Gegtation period (day)

Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-3. -continued Clinical observations in dams Exp.No. C539(115-222)
Sex:Female
Group-No.: 01 p-Chlorophenol 40 mg/kg
Gegtation period (day)

Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

Total 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-3. -continued Clinical observations in dams Exp.No. C539(115-222)
Sex:Female
Group-No.: 02 p-Chlorophenol 200 mg/kg
Gegtation period (day)

Finding 14------- > 15------- > 16------- > 17------- > 18------- > 19------- > 20------- >

Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
normal - 10 10 10 10 10 10 10 10 1¢ 10 10 1¢ 10 10 1¢ 10 10 10 10 10 10

Total 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



C539(115-222)

Exp.No.

-continued Clinical observations in dams

Table 1-3.

Sex:Female

p-Chlorophenol 1000 mg/kg

03
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Table 1-3.

Sex:Female

-continued Clinical observations in dams

Exp.No.

C539(115-222)

Group-No.: 00 control 0 mg/kg
Gegtation period (day)
Finding 21------- > 22------- >
Part 1 2 3 2 3
normal - 12 12 12 4 4
Total 12 12 12 4 4

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-3. -continued Clinical observations in dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Gegtation period (day)
Finding 21------- > 22------- >
Part 1 2 3 1 2 3
normal 12 12 12 2 2 2

Total 12 12 12 2 2 2

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-3. -continued Clinical observations in dams

Sex:Female

Exp.No.

C539(115-222)

Group-No.: 02 p-Chlorophenol 200 mg/kg
Gegtation period (day)
Finding 21------- > 22------- > 23------- 24------- 25
Part 1 2 3 1 2 3 1 2 1 2
normal - 10 10 10 3 3 3 1 1 1 1 1
Total 10 10 10 3 3 3 1 1 1 1 1

1:
2:
3:

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing
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Table 1-3. -continued Clinical observations in dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Gegtation period (day)
Finding 21------- > 22------- >
Part 1 2 3 1 2 3
normal - 7 1 6 2 0 1
Total 7 1 6 2 0 1
soiled fur - 7 7 7 2 2 2
urogenital aroud + 0 0 0 0 0 0
Total 7 7 7 2 2 2
lacrimation - 7 7 7 2 2 2
+ 0 0 0 0 0 0
Total 7 7 7 2 2 2
salivation - 7 1 7 2 0 2
+ 0 6 0 0 2 0
Total 7 7 7 2 2 2
prone position - 7 5 6 2 2 1
+ 0 2 1 0 0 1
Total 7 7 7 2 2 2
lateral position - 7 7 7 2 2 2
+ 0 0 0 0 0 0
Total 7 7 7 2 2 2
tremor - 7 7 7 2 2 2
+ 0 0 0 0 0 0
Total 7 7 7 2 2 2
clonic convulsion - 7 4 6 2 0 1
+ 0 3 1 0 2 1
Total 7 7 7 2 2 2

1: Before dosing
2: 5 to 30 minutes after desing
3: 60 to 120 minutes after dosing



_Z6_

Table 1-3.

Sex:Female

-continued Clinical observations in dams

Exp.No.

C539(115-222)

Group-No.: 00 control

mg/kg

Lactation period (day)
1

Finding 0------- > l------- > 2------- > 3------- > 4

Part 1 2 3 1 2 3 1 2 3 1 2 3
normal - 11 11 11 12 12 12 12 12 12 12 12 12 12
Total 11 11 11 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-3. -continued Clinical

Sex:Female

observations in dams

Exp.No.

C539(115-222)

Group-No.: 01 p-Chlorophenol

40 mg/kg
Lactation period (day)
1

Finding 0------- > l------- > 2------- > 3------- > 4

Part 1 2 3 1 2 3 1 2 3 1 2 3
normal - i2 12 12 12 12 12 12 12 12 12 12 12 12
Total 12 12 12 12 12 12 12 12 12 12 12 12 12

1: Before dosing
2: 5 to 30 minutes after dosing

3: 60 to 120 minutes after dosing
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Table 1-3.

Sex:Female

-continued Clinical observations in dams

Exp.No.

C539(115-222)

Group-No.: 02 p-Chlorophenol mg/kg
Lactation period (day)
Finding 0------- > 1------- > 2------- > 3-------
Part 1 2 3 1 2 3 1 2 3 1 2
normal - 9 9 9 9 9 9 9 9 S 9 8
Total 9 9 9 9 9 9 9 9 9 9 8

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 1-3.

Sex:Female

-continued Clinical observations in dams

Exp.No.

C539(115-222)

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Lactation period (day)
Finding 0------- > 1------- > 2------- > 3------- > 4
Part 1 2 3 1 2 3 1 2 3 1 2 3

normal - 7 ¢} 4 7 Q 6 7 0 7 7 2 7 7
Total 7 0 4 7 0 6 7 0 7 7 2 7 7
soiled fur - 7 7 7 7 7 7 7 7 7 7 7 7 7
urogenital aroud + 0 o] 0 0 0 0 0 0 0 0 0 0 0
Total 7 7 7 7 7 7 7 7 7 7 7 7 7
lacrimation - 7 7 7 7 7 7 7 7 7 7 7 7 7
+ 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 7 7 7 7 7 7 7 7 7 7 7 7 7
ptosis - 7 6 7 7 7 7 7 7 7 7 7 7 7
+ 0 1 0 0 0 0 0 0 0 0 0 0 0
Total 7 7 7 7 7 7 7 7 7 7 7 7 7
salivation - 7 2 7 7 2 7 7 1 7 7 2 7 7
+ 0 5 0 0 5 0 0 6 0 0 5 0 0
Total 7 7 7 7 7 7 7 7 7 7 7 7 7
prone position - 7 4 6 7 4 7 7 5 7 7 6 7 7
+ 0 3 1 0 3 0 0 2 0 0 1 0 0
Total 7 7 7 7 7 7 7 7 7 7 7 7 7
lateral position - 7 6 5 7 7 6 7 7 7 7 6 7 7
+ 0 1 2 0 0 1 0 0 0 0 1 0 0
Total 7 7 7 7 7 7 7 7 7 7 7 7 7
tremor - 7 7 7 7 7 7 7 7 7 7 7 7 7
+ 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 7 7 7 7 7 7 7 7 7 7 7 7 7
clonic convulsion - 7 1 4 7 2 6 7 2 7 7 4 7 7
+ 0 6 3 0 5 1 0 5 0 0 3 0 0
Total 7 7 7 7 7 7 7 7 7 7 7 7 7

1: Before dosing

2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Table 2-1. Body weight change in male rats Exp.No. C539(115-222)
Sex:Male
Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg 0 7 14 21 28 35 42 ( 0-42)
00 N 12 12 12 12 12 12 12 12
control Mean 359.6 394.9 431.8 453.9 480.9 494.9 513.8 154.3
0 S.D. 12.8 17.6 21.5 23.8 27.9 26.9 23.9 16.8
01 N 12 12 12 12 12 12 12 12
p-Chlorophenol Mean 358.6 396.3 431.0 455.1 481.2 501.4 520.7 162.1
40 S.D. 12.4 20.1 24 .2 27.9 33.5 37.8 43.9 35.5
02 12 12 12 12 12 12 12 12
p-Chlorophenol Mean 359.2 393.6 427.3 451 .4 477.9 497.8 526.3 167.1
200 S.D. 13.3 16.9 20.3 23.6 25.1 33.1 35.3 29.1
03 N 12 9 6 6 6 6 6 6
p-Chlorophenol Mean 358.8 364.7*%* 377.2%% 390.6%* 409.2%%* 429.4%*%* 446 ,3%* 88.6%%*
1000 S.D. 12.4 15.0 17.5 20.4 28.1 24.6 26.3 20.8
Significantly different from 00 group ** P < 0.01 (Dunnett)



Table 2-2. Body weight change in female rats Exp.No. C539(115-222)
Sex:Female
Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg 0 7 14 21 28 35 42 49 52 ( 0-14)
00 N 12 12 12 1 12
control Mean 225.0 242.3 258.4 284 .6 33.4
0 S.D. 9.2 9.1 11.3 - 8.5
01 N 12 12 12 12
p-Chlorophenol Mean 224 .3 242.5 255.7 31.4
40 S.D. 9.3 17.4 20.1 14 .4
02 12 12 12 2 2 2 2 2 2 12
p-Chlorophenol Mean 224 .1 241.6 255.0 277.7 302.0 285.6 295.6 299.4 302.4 30.9
200 S.D. 10.6 12.0 16.8 15.8 22.2 19.3 17.9 7.4 10.3 16.7
1
O 03 N 12 9 7 1 7
~ p-Chlorophenol Mean 224.1 231.5 243.0 252.5 19.6
' 1000 S.D. 10.4 12.5 21.2 - 15.5
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Table 2-3. Body weight change in dams Exp.No. C539(115-222)

Sex:Female

Group-No. Gestation period (day) Unit:g

Dose Gain
mg/kg 0 7 14 20 ( 0-20)

00 N 12 12 12 12 12
control Mean 266.2 294 .6 329.4 409.3 143.1
0 S.D. 14.1 14.9 17.9 20.6 12.3

01 N 12 12 12 12 12
p-Chlorophenol Mean 263.0 293.7 330.4 404 .1 141.1
40 S.D. 21.1 22.4 25.9 28.1 10.4

02 N 9 9 9 9 9
p-Chlorophenol Mean 264.1 292.3 327.5 402.4 138.3
200 S.D. 13.9 15.2 15.3 18.3 18.4

03 N 7 7 7 7 7
p-Chlorophenol Mean 247.4 273.8%* 305.8 373.3%* 125.9+%
1000 S.D. 21.7 15.1 18.5 24.9 9.2

Significantly different from 00 group * P £ 0.05 , ** P < 0.01 (Dunnett)



Table 2-3. -continued Body weight change in dams Exp.No. C539(115-222)

Sex:Female

Group-No. Lactation period (day) Unit:g
Dose Gain
mg/kg 0 4 ( 0- 4)
00 N 12 12 12
control Mean 304.6 317.8 13.2
0 S.D. 22.1 20.0 14.8
01 N 12 12 12
p-Chlorophenol Mean 304.9 320.6 15.8
40 S.D. 27.9 22.8 13.9
02 N 9 8 8
p-Chlorophenol Mean 305.8 327.3 13.8
200 S.D. 26.5 13.3 15.8
1
O 03 N 7 7 7
© p-Chlorophencl Mean 291.0 298.0 7.1

1000 S.D. 19.5 18.5 11.0
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Table 3-1. Food consumption in male rats Exp.No. C539(115-222)

Sex:Male
Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 21 28 35 0 21
mg/kg => 7 => 14 => 28 => 35 => 42 => 14 => 42
00 N 12 12 11 12 12 12 11
control Mean 24 23 21 20 19 325 420
0 S.D. 2 2 2 2 2 25 29
01 N 12 12 12 12 12 12 12
p-Chlorophenol Mean 24 23 21 21 20 327 432
40 S.D. 2 2 2 2 3 31 47
02 N 12 12 10 12 12 12 10
p-Chlorophenol Mean 24 23 22 22 22%*% 328 457
200 S.D. 2 1 2 2 1 19 28
03 N 9 6 5 6 6 6 5
p-Chlorophenol Mean 19%** 19** 22 22 20 262%* 452
1000 S.D. 2 2 2 2 2 29 40

Significantly different from 00 group ** P < 0.01 (Dunnett)



- 101 -

Table 3-2. Food consumption in female rats Exp.No. C539(115-222)

Sex:Female

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 28 35 42 49 0
mg/kg => 7 => 14 => 35 => 42 => 49 => 52 => 14
00 N 12 12 12
control Mean 17 17 233
0 S.D. 1 1 14
01 N 12 12 12
p-Chlorophenol Mean 16 17 231
40 S.D. 2 2 24
02 N 12 12 2 2 2 2 12
p-Chlorophenol Mean 16 16 13 13 15 15 229
200 S.D. 1 1 1 0 1 0 17
03 N 9 7 7

p-Chlorophenol Mean 14## 15 202%**

1000 S.D. 1 3 18

0.01 (Steel)

Significantly different from 00 group ## P
0.01 (Dunnett)

Significantly different from 00 group ** P

*
IAIA



Table 3-3. Food consumption in dams

Sex:Female

Exp.No. C539(115-222)

Group-No. Gestation period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 14 18 0
mg/kg == 7 => 14 => 18 => 20 => 20
00 N 12 12 12 12 12
control Mean 19 20 21 17 391
0 S.D. 2 2 2 3 30
01 N 12 12 12 12 12
p-Chlorophenol Mean 19 20 21 16 388
40 .D. 2 2 2 2 37
02 9 9 9 9 9
p-Chlorophenol Mean 19 20 21 17 397
200 S.D. 2 2 1 2 33

1

= 03 N 7 7 7 7 7
N p-Chlorophenol Mean 18 20 21 18 387
! 1000 S.D. 1 2 2 4 29




Table 3-3. -continued Food consumption in dams Exp.No. C539(115-222)

Sex:Female

Group-No. Lactation period (day) Unit:g/animal/day
Dose 0
mg/kg => 4
00 N 12
control Mean 23
0 S.D. 6
01 N 12
p-Chlorophenol Mean 25
40 .D. 3
02 N 8
p-Chlorophenol Mean 26
200 .D. 3

1

= 03 N 7
W p-Chlorophenol Mean 27

! 1000 S.D. 3
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Table 4. Absolute and relative organ weights of male rats Exp.No. C539(115-222)

Group-No.

Dose Body weight Testes Epididymides
mg/kg (9) (9 (g%) (mg) (mg%)

00 N 12 12 12
control Mean 513.8 3.37 0.66 1262 246
0 S.D. 23.9 0.20 0.03 104 20

01 N 12 12 12
p-Chlorophenol Mean 520.7 3.37 0.65 1268 245
40 S.D. 43.9 0.26 0.06 89 20

02 N 12 12 12
p-Chlorophenol Mean 526.3 3.24 0.62 1183 226
200 S.D. 35.3 0.38 0.10 102 26

03 N 6 6 6
p-Chlorophenol Mean 446.3 3.34 0.75 1209 272
1000 S.D. 26.3 0.17 0.08 43 20

* % ##

0.01 (Steel)

Significantly different from 00 group ## P
.01 (Dunnett)

Significantly different from 00 group ** P

IAIA
(@)
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Table 5-1. Summary of gross findings of dead rats Exp. No. C539 (115-222)

Generation: F0

Male animals Female animals
Dose level ( mg/kg ) 0 40 200 1,000 0 40 200 1,000
No. of animals necropsied 0 0 0 6 0 0 0 5
Organ Findings
DIGESTIVE SYSTEM
esophagus reddish - - - 1 - - - 1
stomach red patch - - - 3 - - - 1
thick - - - 2 - - - 0
white patch - - - 3 - - - 2
small intestine
red patch - - - 1 - - - 0
liver enlarged - - - 5 - - - 2
REPRODUCTIVE SYSTEM
epididymis nodule - - - 1 - - -
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Table 5-2. Summary of gross findings of male rats ( sacrificed ) Exp. No. C539 (115-222)

Generation: F0

Male animals

Dose level ( mg/kg ) 0 40 200 1,000
No. of animals necropsied 12 12 9 6
Organ Findings

RESPIRATORY SYSTEM

lung brown patch 1 0 0 0
DIGESTIVE SYSTEM
stomach red patch 0 0 0 1
thick 0 0 o] 4
white patch 0 0 0 1
small intestine
diverticulum 0 0 0 1
liver brown 0 0 0 5
URINARY SYSTEM
kidney scarred 1 0 0 1
REPRODUCTIVE SYSTEM
testis small 0 0 1 0

ENDOCRINE SYSTEM
pituitary gland
black patch 1 0 0 0
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Table 5-3.

Generation: F0

Summary of gross findings of dams

Exp. No. C539 (115-222)

Female animals

Dose level ( mg/kg ) 0 40 200 1,000
No. of animals necropsied 12 12 8 7
Organ Findings
HEMATOPOIETIC SYSTEM
thymus atrophic 1 0 0 0
RESPIRATORY SYSTEM
lung brown patch 0 0 0 1
DIGESTIVE SYSTEM
stomach thick 0 0 o] 3
liver brown 0 0 0 5
enlarged 0 0 0 1
hepatodiaphragmatic nodule 0 0 1 0
URINARY SYSTEM
kidney enlarged 1 0 0 0
nodule 1 0 0 0
scarred 1 0 1 1
ENDOCRINE SYSTEM
pituitary gland
cyst 0 1 0 0
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Table 5-4. Summary of gross findings of rats ( not copulation ) Exp. No. C539 (115-222)

Generation: F0

Male animals Female animals

Dose level ( mg/kg ) 0 40 200 1,000 0 40 200 1,000
No. of animals necropsied 0 0 2 0 0 0 2 0
Organ Findings
ENDOCRINE SYSTEM
pituitary gland
- - 0 - - - 1 -

cyst
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Table 6-1. Summary of histological findings of dead rats Exp. No. C539 (115-222)
Sex: Male Generation: FO0
Dose level ( mg/kg ) 0 40 200 1,000
No. of animals initially in study 0 0 0 6
No. of animals necropsied 0 0 0 6
No. of animals examined histologically 0 0 0 6
Organ Findings 2 3 T 1 2 2 3 T 1 2 3 T
DIGESTIVE SYSTEM
esophagus (1)
ulcer - - - - - - - - 1 0 0 1
forestomach ( 5)
erosion - - - - - - - - 1 0 0 1
hyperplasia, squamous cell - - - - - - - - 5 0 0 5
duodenum (1)
hemorrhage - - - - - - - - 1 0 0 1
liver (5)
hypertrophy, hepatocyte, centrilobular - - - - - - - - 1 0 0 1
REPRODUCTIVE SYSTEM
epididymis ( 6)
spermatic granuloma - - - - - - - - 1 0 0 1
prostate ( 6)
cellular infiltration, mononuclear cell - - - - - - - - 3 0 0 3
1l: slight 2: moderate 3: marked T: total

(): No. of animals examined microscopically at this site.

-: Not applicable.
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Table 6-1. -continued Summary of histological findings of dead rats Exp. No. C539 (115-222)

Sex: Female Generation: FO0
Dose level ( mg/kg ) 0 40 200 1,000
No. of animals initially in study 0 0 0 5
No. of animals necropsied 0 0 0 5
No. of animals examined histologically 0 0 0 5
Organ Findings 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
DIGESTIVE SYSTEM
esophagus (1)
ulcer - - - - - - - - - - - - 1 00
forestomach (3)
ulcer - - - - - - - - - - - - 2 0 0
hyperplasia, squamous cell - - - - - - - - - - - - 3 0 0
1l: slight 2: moderate 3: marked T: total
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 6-2. Summary of histological findings of male rats ( sacrificed ) Exp. No. C539 (115-222)

Sex: Male Generation: F0
Dose level ( mg/kg ) 0 40 200 1,000
No. of animals initially in study 12 12 9 6
No. of animals necropsied 12 12 9 6
No. of animals examined histologically 12 0 1 6
Organ Findings 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
RESPIRATORY SYSTEM
lung (1) (0) (0) (0)
pneumonia 1 0 0 1 - - - - - - - - - - -
DIGESTIVE SYSTEM
forestomach (0) (0) (0 (5
hyperplasia, squamous cell - - - - - - - - - - - - 4 1 0
ileum (0) (0) (0) (1)
diverticula - - - - - - - - - - - - 1 0 O
liver ( 0) (0) (0 (5)
hypertrophy, hepatocyte, centrilocbular - - - - - - - - - - - - 5 0 0
URINARY SYSTEM
kidney (1) (0) (0) (1)
basophilic tubule 1 0 0 1 - - - - - - - - 0 0 0 O
fibrosis, focal 0 0 0 O - - - - - - - - 1 0 0 1
REPRODUCTIVE SYSTEM
testis (12) (0) (1 { 6)
atrophy, seminiferous tubule 0 0 0 O - - - - 1 0 0 1 0 0 0 O
epididymis (12) (0 (0 ( 6)
cellular infiltration, mononuclear cell 1 0 ¢ 1 - - - - - - - - 0 0 0 O
prostate (12) (0) (0) ( 6)
cell debris, lumen 1 0 0 1 - - - - - - - - 1 0 0 1
cellular infiltration, mononuclear cell 8 0 0 8 - - - - - - - - 2 0 0 2
ENDOCRINE SYSTEM
pituitary gland (1) (0) (0 ( 0)
cyst 1 0 0 1 - - - - - - - - - - -

1: slight 2: moderate  3: marked T: total
(): No. of animals examined microscopically at this site. -: Not applicable.
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Table 6-3. Summary of histological findings of dams ( sacrificed ) Exp. No. C539 (115-222)
Sex: Female Generation: FO0
Dose level ( mg/kg ) 0 40 200 1,000
No. of animals initially in study 12 12 8 7
No. of animals necropsied 12 12 8 7
No. of animals examined histologically 12 1 2 7
Organ Findings 1 2 3 T 1 2 2 3 T 2
HEMATOPOIETIC SYSTEM
thymus (1) (0) 0) ( 0)
atrophy 1 0 0 1 - - - - = -
RESPTRATORY SYSTEM
lung (0 (0 0) (1)
pneumonia - - - - - - - - - 0
DIGESTIVE SYSTEM
forestomach (0) (0) 0 (3)
hyperplasia, squamous cell - - - - - - - - - 0
liver (0) (0) 1) ( 5)
hepatodiaphragmatic nodule - - - - - - 0 0 1 0
hypertrophy, hepatocyte, centrilobular - - - - - - 0 0 O 0
URINARY SYSTEM
kidney (2) (0) 1) (1)
fibrogis, focal 1 0 0 1 - - 0 0 1 0
#inephroblastoma 1 0
REPRODUCTIVE SYSTEM
uterus (12) (0) 0) «7)
post delivery lesion 12 0 0 12 - - - - - 0
ENDOCRINE SYSTEM
pituitary gland (0) (1) 0) (0)
cyst - - - - 1 0 - - - -
1l: slight 2: moderate  3: marked T: total

#: malignant tumor
(): No. of animale examined microscopically at this site.

: Not applicable.



-ell-

Table 6-4. Summary of histological findings of rats ( not copulation ) Exp. No. C539 (115-222)
Sex: Male Generation: FO0
Dose level ( mg/kg ) 0 40 200 1,000
No. of animals initially in study 0 0 2 0
No. of animals necropsied 0 0 2 0
No. of animals examined histologically 0 0 2 0
Organ Findings 2 3 T 1 2 2 3 T 1 2
REPRODUCTIVE SYSTEM
prostate (2)

cellular infiltration, mononuclear cell - - - - - 0 0 2 - -
1: slight 2: moderate 3: marked T: total

(): No. of animals examined microscopically at this site.

-: Not applicable.
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Table 6-4. -continued Summary of histological

Sex: Female Generation: F0

findings of rats

(

not copulation )

Exp. No. C539 (115-222)

Dose level ( mg/kg )
No. of animals initially in study

No. of animals necropsied

No. of animals examined histologically
Organ Findings

NOOOO

REPRODUCTIVE SYSTEM
ovary
cyst

ENDOCRINE SYSTEM
pituitary gland
cyst

1: slight 2: moderate 3: marked

T: total

(): No. of animals examined microscopically at this site.

Not applicable.
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Table 6-5. Summary of histological findings of dams ( all pups died ) Exp. No. C539 (115-222)
Sex: Female Generation: FO0
Dose level ( mg/kg ) 0 40 200 1,000
No. of animals initially in study 0 0 1 0
No. of animals necropsied 0 0 1 0
No. of animals examined histologically 0 0 1 0
Organ Findings 2 3 T 1 2 1 2 3 T 1 2 3
REPRODUCTIVE SYSTEM
uterus (1)

post delivery lesion - - - - - 1 0 0 1 - - -
1: slight 2: moderate 3: marked T: total

(): No. of animals examined microscopically at this site.

-: Not applicable.
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Table 7. Stage VII - VIl of spermatogenesis of male rats

Exp. No. C539 (115-222)

Dose level (mg/kg) 0 1,000

No. of animals examined histologically 12 6
Spermatogonia type A 0.20 + 0.03 0.21 + 0.02
Preleptotene spermatocyte 2.10 + 0.24 1.99 + 0.23
Pachytene spermatocyte 3.02 + 0.28 3.00 + 0.36
Round spermatid 7.44 + 0.84 7.38 + 0.69

Mean + S.D.
Values are expressed the number of cell type per Sertoli cell.
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Table 8. Copulation and fertility results in rats Exp.No. C539(115-222)
Group-No. 00 01 03
Dose control p-Chlorophenol p-Chlorophenol p-Chlorophenol
mg/kg 0 40 200 1000
No. of pairs mated 12 12 12 7
No. of pairs copulated 12 12 10 7
No. of pregnant females 12 12 9 7
Copulation index (%) 1) 100.0 100.0 83.3 100.0
Fertility index (%) 2) 100.0 100.0 90.0 100.0
Estrus cycle
No. of animals examined 12 12 12 7
Mean estrus cycle (Days, MeantS.D.) 4.2+ 0.4 4.0 0.0 (11) 2+ 0 (11) 4.0 0.0 ( o)
No. of animals with irregular estrous cycle 2 2 3 1
1) (No. of animals with successful copulation / no. of animals mated) x 100
2) (No. of pregnant animals / no. of animals with successful copulation) x 100
Values in parentheses were expressed number of animals calculated.
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Table 9. Findings of delivery in dams (F0) and observations on their offsprings(F1) Exp.No. C539(115-222)
Group-No. 00 o1l 02 03
Dose control p-Chlorophenol p-Chlorophenol p-Chlorophenol
mg/kg 0 40 200 1000
No. of dams 12 12 9 7
No. of dams with live offspring 12 12 9 7
Gestation length (days) MeantS.D. 22.3%x 0.5 22.2 0.4 22.2x 0.4 22.3t 0.5
No. of corpora lutea MeantS.D. 16.7¢ 1.3 17.0 2.3 l6.6x 2.9 17.7 3.4
No. of implantation sites Mean*S.D. 15.8% 1.5 16.0 1.7 l4.6 2.0 15.0+ 2.8
No. of offspring delivered Mean*S.D. 15.2+ 1.7 15.3% 1.1 13.6x 1.7 13.7+ 3.1
No. of live offspring
on day 0 MeantS.D. 15.2+ 1.7 15.1+ 1.1 13.2 1.3 # 13.7 3.1
on day 4 MeantS.D. 14.7t 2.4 15.1+ 1.1 11.6f 4.5 13.6x 3.0

No. of dead offspring MeantS.D. 0.0 0.0 0.2 0.4 0.3 0.7 0.0 0.0
No. of cannibalism MeantS.D. 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
Sex ratio of total number of offspring

at birth (M/Total) .50(91/182) .45(83/183) .56(68/122) .53(51/ 96)
Sex ratio of live offspring

at birth (M/Total) .50(91/182) .46(83/181) .56(67/119) .53(51/ 96)
Sex ratio of live offspring

on day 4 (M/Total) .51(89/176) .46(83/181) .57(59/104) a) .54 (51/ 95)

Sex ratio of total number of offspring

at birth (M/Total,litter)

Sex ratio of live offspring
at birth (M/Total,litter)

Sex ratio of live offspring
on day 4 (M/Total,litter)

.497+t 0.120

.497% 0.120

.501+ 0.121

.451+ 0.111

.455%f 0.109

.455%f 0.109

.556tf 0.202

.563%f 0.205

.565%f 0.215 a)

.534% 0.114

.534% 0.114

.538% 0.111

Significantly different from

00 group # P <

0.05 (Steel)

a) N=8, Excluded one litter that all pups died on day 2.
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Table 9. -continued Findings of delivery in dams (F0) and observations on their offsprings(F1) Exp.No. C539(115-222)

Group-No. 00 o1l 02 03
Dose control p-Chlorophenol p-Chlorophenol p-Chlorophenol
mg/kg 0 40 200 1000
Gestation index (%) 1) 100.0 100.0 100.0 100.0
Implantation index (%) 2) 94.44+ 4.83 94.70x 7.56 89.06% 11.38 86.60% 16.78
Delivery index (%, MeantS.D.) 3) 96.19t 3.40 95.69 5.33 93.60f 7.89 90.96% 13.70
Live birth index (%, MeantS.D.) 4) 100.00x 0.00 98.97x 2.41 97.90x 4.33 100.00x 0.00
Viability index on day 4 (%, MeantS.D.) 5) 96.56%+ 10.29 100.00f 0.00 87.36%+ 32.89 99.11+ 2.34
Body weight of live offspring (g)
on day 0 male MeantS.D. 6.44+ 0.54 6.30x 0.46 6.62+ 0.64 6.80x 0.87
female MeantS.D. 6.09t 0.53 6.03t 0.33 6.15F 0.69 6.46x 0.65
on day 4 male MeantS.D. 9.58+ 1.16 9.77t 0.86 10.97 0.62 # a) 10.54%+ 1.96
female MeantS.D. 9.19x 1.01 9.32x 0.60 10.29 0.9¢6 a) 10.02 1.81
No. of live offgpring
with anomalies Total (%) o( 0.0) o( 0.0) 0( 0.0) 0( 0.0)

Significantly different from 00 group # P £ 0.05 (Steel)

1) (No. of dams with live offspring / no. of pregnant female) x 100

2) (No. of implantation sites / no. of corpora lutea) x 100

3) (No. of offspring delivered / no. of implantation sites) x 100

4) (No. of live offspring on day 0 / no. of offspring delivered) x 100

5) {(No. of live offspring on day 4 / no. of live offspring on day 0) x 100
a) N=8, Excluded one litter that all pups died on day 2.
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. No. C539 (115-222)

Table 10. Summary of gross findings of pups (F1) Exp
Dose level (mg/kg) 0 40 200 1000
Organ Findings
Male
Number of pups necropsied 89 83 59 51
DIGESTIVE SYSTEM
liver white patch 0 0 1 0
Female
87 98 45 44
0

Number of pups necropsied

OTHER
situs inversus
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Exp. No. C539 (115-222)

Table 11. Summary of histological findings of pups (F1)
Dose level (mg/kg) 0 40 200 1,000
Organ Findings
Male
Number of pups necropsied 89 83 59 51
DIGESTIVE SYSTEM
liver necrosis, hepatocyte, focal 0 0 1 0
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Appendix 1-1. Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1001 normal - - - - - - - - - - - - - - - - - -
1002 normal - - - - - - - - - - - - - - - - - -
1003 normal - - - - - - - - - - - - - - - - - -
1004 normal - - - - - - - - - - - - - - - - - -
1005 normal - - - - - - - - - - - - - - - - - -
1006 loss of teeth - - - - - - - - - - - - - - - - - -
1007 normal - - - - - - - - - - - - - - - - - -
1008 normal - - - - - - - - - - - - - - - - - -
1009 normal - - - - - - - - - - - - - - - - - -
1010 normal - - - - - - - - - - - - - - - - - -
1011 normal - - - - - - - - - - - - - - - - - -
1012 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 normal - - - - - - - - - - - - - - - - - -
1102 normal - - - - - - - - - - - - - - - - - -
1103 normal - - - - - - - - - - - - - - - - - -
1104 normal - - - - - - - - - - - - - - - - - -
1105 normal - - - - - - - - - - - - - - - - - -
1106 normal - - - - - - - - - - - - - - - - - -
1107 normal - - - - - - - - - - - - - - - - - -
1108 normal - - - - - - - - - - - - - - - - - -
1109 normal - - - - - - - - - - - - - - - - - -
1110 normal - - - - - - - - - - - - - - - - - -
1111 normal - - - - - - - - - - - - - - - - - -
1112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)

Finding 0-------  l-=------ > R Q. Qi [ >
Animal-No. Part 1 2 2 3 1 2 2 2 1 2 3
1201 normal - - - - - - - - - - - . _
1202 normal - - - - - - - - - - - . _
1203 normal - - - - - - - - - - - - -
1204 normal - - - - - - - - - - - - -
1205 normal - - - - - - - - - - - - -
1206 normal - - - - - - - - - - - - -
1207 salivation - - - - - - - - - - - + -
1208 normal - - - - - - - - - - - - -
1209 normal - - - - - - - - - - - - -
1210 normal - - - - - - - - - - - - -
1211 normal - - - - - - - - - - - - -
1212 salivation - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Administration period (day)
Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1301 salivation - - - - - - - + - - - - - + - - + -
lateral position - - - - - - - - - - - - - - - - - _
tachypnea - - - - - - - - - - - - - - - - - -
tremor - - - - - - - - - - - - - - - - + -
clonic convulsion - - - - - - - - - - - - - - - - - -

1302 salivation - - - - + - - - - - + - - + - - + -
prone position - - - - - - - - - - - - - - - - - -
tremor - - - - - - - - - - - - - - - _ _ _
clonic convulsion - - - - - - - - - - - - - - - - - -

1303 salivation - + - - + - - + - - - - -
prone position - + - - - - - - - - - - -
tremor - - - - - - - - - - - - -
clonic convulsion - - - - - - - - - - - - -

+ 1+ +
]
1
L+ o+
]

1304 salivation - + - - + - - + - - +
promne position - - - - - - - - - - -
lateral position - - - - - - - - - - + - -
tachypnea - - - - + - - - - - -
clonic convulsion - - - - - - - - +

4+ o+ o+ o+
oououog

1305 salivation - + - - + - -
prone position - - - - - - - -
lateral position - - - - - - - -
tremor - - - - - - - -
clonic convulsion - - - - - - - -

I
+
|
I
+
|
I
+
I

I+ 1+ +
1
1
|
1
+
!
1
+
1

1306 salivation - - - - - - - +
prone position - - - - - - - -

lateral position - - - - - - - + - - - - - - - - - -
+

|
I
|
I
+
+
I
I

staggering gait - - - - - - -
clonic convulsion - - - - - - -

:dead

Before dosing

5 to 30 minutes after dosing
60 to 120 minutes after dosing

whRYg
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Administration period (day)
Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1307 salivation - - - - + - - + - - + - - + - - + -
prone position - - - - - - - - - - - - - - - - - _
lateral position - - - - - - - - - - - - - - - - - _
tremor - - - - - - - - - - - - - - - -
clonic convulsion - - - - - - - - - - - - - - - - - -

+
1

1308 salivation - + - - - - - + - - + - - + + -
prone position - - - - - - - - - - - - - - _ _
lateral position - - - - - - - - - - - - - - - -
tachypnea - - - - - - - - - - - - - - - -
clonic convulsion - - - - - - - - - - - - - + - -

+ o+ o+
I

1309 salivation - - - - + - - + - - - - - + - -
prone position - - - - - - - - - - - - - - - -
lateral position - - - - - - - - - - - - - - - _
clonic convulsion - - - - - - - - - - - - - + - -

+ o+ o+
]

1310 salivation - + - - - - - + - - + - - + - -
prone position - - - - - - - - - - - - - - _ _
tremor - - - - - - - - - - - - - _ _ _
clonic convulsion - - - - - - - - - - - . - - _ -

L+ 1+
I

1311 salivation - - - - - - - - - - - - - + - - + -
prone position - - - - - - - - - - - - - - - - - -
abnormal resp. noise - - - - - - - - - - - - - - - - - -
irregular respiration - - - - - - - - - - - - - - - - - _
clonic convulsion - - - - - - - - - - - - - - . - - -

1312 salivation - - - - + - - + - - + - - + - -
prone position - - - - - - - - - - - - - - - -
lateral position - - - - - - - - - - - - - - _ -
clonic convulsion - - - - - - - - - - - - - + - -

+ o+ o+

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)

Finding 6------->  T------- >  8------->  9------- 10------- 11------- >
Animal-No. Part 1 2 2 3 1 2 2 1 2 1 2 3
1001 normal - - - - - - - - - - - - - - -
1002 normal - - - - - - - - - - - - - - -
1003 normal - - - - - - - - - - - - - - -
1004 normal - - - - - - - - - - - - - - -
1005 normal - - - - - - - - - - - - - - -
1006 loss of teeth - - - - - - - - - - - - - - -
1007 normal - - - - - - - - - - - - - - -
1008 normal - - - - - - - - - - - - - - -
1009 normal - - - - - - - - - - - - - - -
1010 normal - - - - - - - - - - - - - - -
1011 normal - - - - - - - - - - - - - - -
1012 normal - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 6------- > T > 8------- > 9------- > 10------- > 1l------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 normal - - - - - - - - - - - - - - - - - -
1102 normal - - - - - - - - - - - - - - - - - -
1103 normal - - - - - - - - - - - - - - - - - -
1104 normal - - - - - - - - - - - - - - - - - -
1105 normal - - - - - - - - - - - - - - - - - -
1106 normal - - - - - - - - - - - - - - - - - -
1107 normal - - - - - - - - - - - - - - - - - -
1108 normal - - - - - - - - - - - - - - - - - -
1109 normal - - - - - - - - - - - - - - - - - -
1110 normal - - - - - - - - - - - - - - - - - -
1111 normal - - - - - - - - - - - - - - - - - -
1112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)

Finding 6------->  T------- >  8------->  9------- 10------- 11------- >
Animal-No. Part 1 2 2 3 1 2 2 1 2 1 2 3
1201 normal - - - - - - - - - - - - - - -
1202 normal - - - - - - - - - - - - - - -
1203 normal - - - - - - - - - - - - - - -
1204 normal - - - - - - - - - - - - - - -
1205 normal - - - - - - - - - - - - - - -
1206 normal - - - - - - - - - - - - - - -
1207 salivation + - - - - - - - - - - - - - -
1208 normal - - - - - - - - - - - - - - -
1209 normal - - - - - - - - - - - - - - -
1210 normal - - - - - - - - - - - - - - -
1211 normal - - - - - - - - - - - - - - -
1212 gsalivation - - - - - - - - - - + - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Administration period (day)
Finding 6------- > T > 8------- > 9------- > 10------- > 1l------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1301 salivation - + + - + - - + - - + - - + - - + -
lateral position - - - - - - - - - - - - - - - - - _
tachypnea - - - - - - - - - - - - - - - - - -
tremor -
clonic convulsion - - - - - - - - - - - - - - - -
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clonic convulsgion -
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tremor -
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1306 salivation -
prone position -
lateral position -
staggering gait -
clonic convulsion -

o+ +
viviviviw]

:dead

Before dosing

5 to 30 minutes after dosin

60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Administration period (day)
Finding 6------- > T > 8------- > 9------- > 10------- > 1l------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1307 salivation - + - - + _ -
prone position - - - - + - -
lateral position - - - -
tremor -
clonic convulsion - - - -
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1308 salivation -
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Before dosing

5 to 30 minutes after dosing
60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)

Finding 12------- 13------- > 14------- 15------- 16------- 17------- >
Animal-No. Part 1 2 1 2 3 1 2 1 2 1 2 1 2 3
1001 normal - - - - - - - - - - - - - - - - - -
1002 normal - - - - - - - - - - - - - - - - - -
1003 normal - - - - - - - - - - - - - - - - - -
1004 normal - - - - - - - - - - - - - - - - - -
1005 normal - - - - - - - - - - - - - - - - - -
1006 loss of teeth - - - - - - - - - - - - - - - - - -
1007 normal - - - - - - - - - - - - - - - - - -
1008 normal - - - - - - - - - - - - - - - - - -
1009 normal - - - - - - - - - - - - - - - - - -
1010 normal - - - - - - - - - - - - - - - - - -
1011 normal - - - - - - - - - - - - - - - - - -
1012 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 12------- > 13------- > 14------- > 15------- > 16------- > 17------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 normal - - - - - - - - - - - - - - - - - -
1102 normal - - - - - - - - - - - - - - - - - -
1103 normal - - - - - - - - - - - - - - - - - -
1104 normal - - - - - - - - - - - - - - - - - -
1105 normal - - - - - - - - - - - - - - - - - -
1106 normal - - - - - - - - - - - - - - - - - -
1107 normal - - - - - - - - - - - - - - - - - -
1108 normal - - - - - - - - - - - - - - - - - -
1109 normal - - - - - - - - - - - - - - - - - -
1110 normal - - - - - - - - - - - - - - - - - -
1111 normal - - - - - - - - - - - - - - - - - -
1112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)

Finding 12------- 13------- > 14------- 15------- 16------- 17------- >
Animal-No. Part 1 2 1 2 3 1 2 1 2 1 2 1 2 3
1201 normal - - - - - - - - - - - - - - - - - -
1202 normal - - - - - - - - - - - - - - - - - -
1203 normal - - - - - - - - - - - - - - - - - -
1204 normal - - - - - - - - - - - - - - - - - -
1205 normal - - - - - - - - - - - - - - - - - -
1206 normal - - - - - - - - - - - - - - - - - -
1207 salivation - - - - - - - - - - - - - - - - - -
1208 normal - - - - - - - - - - - - - - - - - -
1209 normal - - - - - - - - - - - - - - - - - -
1210 normal - - - - - - - - - - - - - - - - - -
1211 normal - - - - - - - - - - - - - - - - - -
1212 gsalivation - - - - - - - - - - - - - - . - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Administration period (day)
Finding 12------- > 13------- > 14------- > 15------- > 16------- > 17------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1301 salivation - + - - + - - + - - + - - + + +
lateral position - - - - - - - - - - - - - + + -
tachypnea - - - - - - - - - - - - - - + - +
tremor - - -
clonic convulsion - + +

+ +

1302 salivation - + - - + - -
prone position - - - - - - -
tremor - - - - - - -
clonic convulsion -

o+ o+
I
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I
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1303 salivation -
prone position -
tremor -
clonic convulsion -
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vl wiw]lw]

1305 gsalivation -
prone position - - - - - - - - - - - - - - . - - -
lateral position -
tremor - + - - - - - - - - - - - _ - _ _ _
clonic convulsion - - - - - - - - - - - - - - . - - _
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1307 salivation - + - - + - - + - - + - - + + - + -
prone position - - - - - - - - - - - - - - + - - -
lateral position - - - - - - - - - - - - - - - - - -
tremor - - - - - - - - - - - - - - - - - -
clonic convulsion - + - - + - - + - - + - - + + - + -

1308 salivation - + - - + - - + - - + - - + + - + -
prone position - - - - - - - - - - + - - + + - - -
lateral position - - - - - - - - - - - - - - _ - - _
tachypnea - - - - - - - - - - - - - - - - - -
clonic convulsion - + - - + - - + - - + - - + + - + -

:dead

Before dosing

5 to 30 minutes after dosing
60 to 120 minutes after dosing

whRYg
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 03 p-Chlorophenol 1000 mg/kg
Administration period (day)
Finding 12------- > 13------- > 14------- > 15------- > 16------- > 17------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1309 salivation - + D
prone position - + D
lateral position - - D
clonic convulsion - + D
1311 salivation - + - - + - + - + - + - + _
prone position - - - - - - - - - - - - - - . - - -
abnormal resp. noise - - - + + + + +
irregular respiration - - - - - - - - - - - - - - - - - -
clonic convulsion - - - - - - - - - - - - - - - - - _
D :dead
1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)

Finding 18------- 19------- > 20------- 21------- 22------- 23------- >
Animal-No. Part 1 2 1 2 3 1 2 1 2 1 2 1 2 3
1001 normal - - - - - - - - - - - - - - - - - -
1002 normal - - - - - - - - - - - - - - - - - -
1003 normal - - - - - - - - - - - - - - - - - -
1004 normal - - - - - - - - - - - - - - - - - -
1005 normal - - - - - - - - - - - - - - - - - -
1006 loss of teeth - - - - - - - - - - - - - - - - - -
1007 normal - - - - - - - - - - - - - - - - - -
1008 normal - - - - - - - - - - - - - - - - - -
1009 normal - - - - - - - - - - - - - - - - - -
1010 normal - - - - - - - - - - - - - - - - - -
1011 normal - - - - - - - - - - - - - - - - - -
1012 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 18------- > 19------- > 20------- > 21------- > 22------- > 23------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 normal - - - - - - - - - - - - - - - - - -
1102 normal - - - - - - - - - - - - - - - - - -
1103 normal - - - - - - - - - - - - - - - - - -
1104 normal - - - - - - - - - - - - - - - - - -
1105 normal - - - - - - - - - - - - - - - - - -
1106 normal - - - - - - - - - - - - - - - - - -
1107 normal - - - - - - - - - - - - - - - - - -
1108 normal - - - - - - - - - - - - - - - - - -
1109 normal - - - - - - - - - - - - - - - - - -
1110 normal - - - - - - - - - - - - - - - - - -
1111 normal - - - - - - - - - - - - - - - - - -
1112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)

Finding 18------- 19------- > 20------- 21------- 22------- 23------- >
Animal-No. Part 1 2 1 2 3 1 2 1 2 1 2 1 2 3
1201 normal - - - - - - - - - - - - - - - - - -
1202 normal - - - - - - - - - - - - - - - - - -
1203 normal - - - - - - - - - - - - - - - - - -
1204 normal - - - - - - - - - - - - - - - - - -
1205 normal - - - - - - - - - - - - - - - - - -
1206 normal - - - - - - - - - - - - - - - - - -
1207 salivation - - - - - - - - - - - - - - - - - -
1208 normal - - - - - - - - - - - - - - - - - -
1209 normal - - - - - - - - - - - - - - - - - -
1210 normal - - - - - - - - - - - - - - - - - -
1211 normal - - - - - - - - - - - - - - - - - -
1212 gsalivation - - - - - - - - - - - - - - . - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Administration period (day)
Finding 18------- > 19------- > 20------- > 21------- > 22------- > 23------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1301 salivation - +
lateral position - -
tachypnea - + - - - - - - - - - - - - - - - -
tremor - -
clonic convulsion - +

1302 salivation - + - - + - - + - - + + - + - - + -
prone position - - - - - - - - - - - - - - - - - -
tremor - - - - - - - - . - - _ _ _ _ _ _ _
clonic convulsion - + - - + - - + - - - - - - - - _ _

1305 salivation - + - - + + + +
prone position - - - - + + + +
lateral position - - - - - - - - - - - - - - - - - -
tremor - - - - + + + +
clonic convulsion - - - - + + + +

1307 salivation - + - - + - - + - - + - - + - - + _
prone position - - - - - - - - - - - - - - - - - -
lateral position - - - - - - - - - - - - - - - - - _
tremor - - - - - - - - - - - - - - - - - .
clonic convulsion - + - - - - - + - - - - - + - - + -

1308 salivation - + - -
prone position - - - -
lateral position - - - -
tachypnea -
clonic convulsgion -

+ +
+ +
+ +
+ +
+ +
+ +
+ +

+
+
L
+
L
+

1311 salivation -
prone position -
abnormal resp. noise
irregular respiration -
clonic convulsion - - - - - - - - - - - - - - - - - -

L+
L+
L+
L+
L+
L+

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)

Finding 24------- 25------- > 26------- 27------- 28------- 29------- >
Animal-No. Part 1 2 1 2 3 1 2 1 2 1 2 1 2 3
1001 normal - - - - - - - - - - - - - - - - - -
1002 normal - - - - - - - - - - - - - - - - - -
1003 normal - - - - - - - - - - - - - - - - - -
1004 normal - - - - - - - - - - - - - - - - - -
1005 normal - - - - - - - - - - - - - - - - - -
1006 loss of teeth - - - - - - - - - - - - - - - - - -
1007 normal - - - - - - - - - - - - - - - - - -
1008 normal - - - - - - - - - - - - - - - - - -
1009 normal - - - - - - - - - - - - - - - - - -
1010 normal - - - - - - - - - - - - - - - - - -
1011 normal - - - - - - - - - - - - - - - - - -
1012 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 24------- > 25------- > 26------- > 27------- > 28------- > 29------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 normal - - - - - - - - - - - - - - - - - -
1102 normal - - - - - - - - - - - - - - - - - -
1103 normal - - - - - - - - - - - - - - - - - -
1104 normal - - - - - - - - - - - - - - - - - -
1105 normal - - - - - - - - - - - - - - - - - -
1106 normal - - - - - - - - - - - - - - - - - -
1107 normal - - - - - - - - - - - - - - - - - -
1108 normal - - - - - - - - - - - - - - - - - -
1109 normal - - - - - - - - - - - - - - - - - -
1110 normal - - - - - - - - - - - - - - - - - -
1111 normal - - - - - - - - - - - - - - - - - -
1112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



-evl -

Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)

Finding 24------- 25------- > 26------- 27------- 28------- 29------- >
Animal-No. Part 1 2 1 2 3 1 2 1 2 1 2 1 2 3
1201 normal - - - - - - - - - - - - - - - - - -
1202 normal - - - - - - - - - - - - - - - - - -
1203 normal - - - - - - - - - - - - - - - - - -
1204 normal - - - - - - - - - - - - - - - - - -
1205 normal - - - - - - - - - - - - - - - - - -
1206 normal - - - - - - - - - - - - - - - - - -
1207 salivation - - - - - - - - - - - - - - - - - -
1208 normal - - - - - - - - - - - - - - - - - -
1209 normal - - - - - - - - - - - - - - - - - -
1210 normal - - - - - - - - - - - - - - - - - -
1211 normal - - - - - - - - - - - - - - - - - -
1212 gsalivation - - - - - - - - - - - - - - . - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of

Sex:Male

male rats

Exp.No.

C539(115-222)

Group-No.: 03 p-Chlorophenol 1000 mg/kg

Finding
Animal-No. Part

Administration period

1301 salivation
lateral position
tachypnea
tremor
clonic convulsion

1302 salivation
prone position
tremor
clonic convulsgion

1305 salivation
prone position
lateral position
tremor
clonic convulsion

1307 salivation
prone position
lateral position
tremor
clonic convulsion

1308 salivation
prone position
lateral position
tachypnea
clonic convulsgion

1311 salivation
prone position
abnormal resp. noise
irregular respiration
clonic convulsion
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I+ 1+

o+ o+
1

I+ 1+
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+ o+ o+
I I

+
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L+ 1+
|

L+ o+
1

I+ 1+

L+ o+
1
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Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)

Finding 30------- 31------- > 32------- 33------- 34------- 35------- >
Animal-No. Part 1 2 1 2 3 1 2 1 2 1 2 1 2 3
1001 normal - - - - - - - - - - - - - - - - - -
1002 normal - - - - - - - - - - - - - - - - - -
1003 normal - - - - - - - - - - - - - - - - - -
1004 normal - - - - - - - - - - - - - - - - - -
1005 normal - - - - - - - - - - - - - - - - - -
1006 loss of teeth - - - - - - - - - - - - - - - - - -
1007 normal - - - - - - - - - - - - - - - - - -
1008 normal - - - - - - - - - - - - - - - - - -
1009 normal - - - - - - - - - - - - - - - - - -
1010 normal - - - - - - - - - - - - - - - - - -
1011 normal - - - - - - - - - - - - - - - - - -
1012 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 30------- > 31------- > 32------- > 33------- > 34------- > 35------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 normal - - - - - - - - - - - - - - - - - -
1102 normal - - - - - - - - - - - - - - - - - -
1103 normal - - - - - - - - - - - - - - - - - -
1104 normal - - - - - - - - - - - - - - - - - -
1105 normal - - - - - - - - - - - - - - - - - -
1106 normal - - - - - - - - - - - - - - - - - -
1107 normal - - - - - - - - - - - - - - - - - -
1108 normal - - - - - - - - - - - - - - - - - -
1109 normal - - - - - - - - - - - - - - - - - -
1110 normal - - - - - - - - - - - - - - - - - -
1111 normal - - - - - - - - - - - - - - - - - -
1112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- LYl -

Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)
Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)

Finding 30------- 31------- > 32------- 33------- 34------- 35------- >
Animal-No. Part 1 2 1 2 3 1 2 1 2 1 2 1 2 3
1201 normal - - - - - - - - - - - - - - - - - -
1202 normal - - - - - - - - - - - - - - - - - -
1203 normal - - - - - - - - - - - - - - - - - -
1204 normal - - - - - - - - - - - - - - - - - -
1205 normal - - - - - - - - - - - - - - - - - -
1206 normal - - - - - - - - - - - - - - - - - -
1207 salivation - - - - - - - - - - - - - - - - - -
1208 normal - - - - - - - - - - - - - - - - - -
1209 normal - - - - - - - - - - - - - - - - - -
1210 normal - - - - - - - - - - - - - - - - - -
1211 normal - - - - - - - - - - - - - - - - - -
1212 gsalivation - - - - - - - - - - - - - - . - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 8Pl -

Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Administration period (day)
Finding 30------- > 31------- > 32------- > 33------- > 34------- > 35------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1301 salivation - - - - + - - - - - - - - - - - + -
lateral position - - - - - - - - - - - - - - - - - _
tachypnea - - - - - - - - - - - - - - - - - -
tremor - - - - - - - - - - - - - - - - - -
clonic convulsion - - - - - - - - - - - - - - - - - -

1302 salivation - + - - + - - + - - +
prone position - - - - - - - - - - 4
tremor - - - - - - - - - - -
clonic convulsion - + - - + - - + - _ +

1305 salivation - + - - + - - + - - + - - + - -
prone position - - - - - - - - - - - - - - - -
lateral position - - - - - - - - - - - - - - - -
tremor - - - - - - - - - - - - _ _ _ _
clonic convulsion - + - - + - - - - - - - - - - -

+ o+ o+
]

1307 salivation - + - - + - - + - - + - - + - -
prone position - - - - - - - - - - - - - - _ _
lateral position - - - - - - - - - - - - - - - - - _
tremor - - - - - - - - - - - - - - - - - -
clonic convulsion - + - - + - - + - - - - - + - - + -

+
I

1308 salivation -
prone position -
lateral position - - - - - - - - - - - - -
tachypnea - - - - - _ -
clonic convulsgion - + - - - _ _

1+ o+
]
1
o+
1

+
)
I
I
)
I

+
)
I

+
I

1311 salivation - - - - +
prone position - - - - -
abnormal resp. noise + + + + +
irregular respiration - - - - -
clonic convulsion - - - - - - - - - - - - - - - - - -

I+ 1+
I+ 1+
I+ 1+

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing

[SSHN



-6vl -

Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 00 control 0 mg/kg
Administration period (day)

Finding 36------- > 37------- > 38------- > 39------- > 40------- > 41------- > 42
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1001 normal - - - - - - - - - - - - - - - - - - _ §scC
1002 normal - - - - - - - - - - - - - - - - - - - gcC
1003 normal - - - - - - - - - - - - - - - - - - Y Te.
1004 normal - - - - - - - - - - - - - - - - - . Yo,
1005 normal - - - - - - - - - - - - - - - - - - -Te.
1006 loss of teeth - - - + + + + + + + + + + + + + + + - SC
1007 normal - - - - - - - - - - - - - - - - - - - gC
1008 normal - - - - - - - - - - - - - - - - - - -Te.
1009 normal - - - - - - - - - - - - - - - - - - - sC
1010 normal - - - - - - - - - - - - - - - - - - - scC
1011 normal - - - - - - - - - - - - - - - - - - _ scC
1012 normal - - - - - - - - - - - - - - - - - - T
SC:sacrificed
1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 081 -

Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 01 p-Chlorophenol 40 mg/kg
Administration period (day)

Finding 36------- > 37------- > 38------- > 39------- > 40------- > 41------- > 42
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1101 normal - - - - - - - - - - - - - - - - - - _ §scC
1102 normal - - - - - - - - - - - - - - - - - - - gcC
1103 normal - - - - - - - - - - - - - - - - - - Y Te.
1104 normal - - - - - - - - - - - - - - - - - . Yo,
1105 normal - - - - - - - - - - - - - - - - - - -Te.
1106 normal - - - - - - - - - - - - - - - - - - T
1107 normal - - - - - - - - - - - - - - - - - - - gc¢
1108 normal - - - - - - - - - - - - - - - - - - -Te.
1109 normal - - - - - - - - - - - - - - - - - - - sC
1110 normal - - - - - - - - - - - - - - - - - . - gC
1111 normal - - - - - - - - - - - - - - - - - - _ scC
1112 normal - - - - - - - - - - - - - - - - - - T
SC:sacrificed
1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 161 -

Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)

Finding 36------- > 37------- > 38------- > 39------- > 40------- > 41------- > 42
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
1201 normal - - - - - - - - - - - - - - - - - - -  sC
1202 normal - - - - - - - - - - - - - - - - - - - sC
1203 normal - - - - - - - - - - - - - - - - - - - 8C
1204 normal - - - - - - - - - - - - - - - - - - - scC
1205 normal - - - - - - - - - - - - - - - - - - - 8¢
1206 normal - - - - - - - - - - - - - - - - - - - Ssc
1207 salivation - - - - - - - - - - - - - - - - - - - scC
1208 normal - - - - - - - - - - - - - - - - - - - 8scC
1209 normal - - - - - - - - - - - - - - - - - - - 8sC
1210 normal - - - - - - - - - - - - - - - - - - - scC
1211 normal - - - - - - - - - - - - - - - - - - -  8C
1212 salivation - - - - - - - - - - - - - - - - - - - 8¢
SC:sacrificed
1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- ¢8I -

Appendix 1-1. -continued Clinical observations of male rats Exp.No. C539(115-222)

Sex:Male
Group-No.: 03 p-Chlorophenol 1000 mg/kg
Administration period (day)

Finding 36------- > 37------- > 38------- > 39------- > 40------- > 41------- > 42

Animal-No. Part i 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

1301 salivation - - - - - - - + - - - - - - - - - _ - gC
lateral position - - - - - - - - - - - - - - - - - - - sc
tachypnea - - - - - - - - - - - - - - - - - - Yo
tremor - - - - - - - - - - - - - - - - - - - g¢
clonic convulsion - - - - - - - - - - - - - - - - - - - 8sc

1302 salivation - + - - + - - + - - + - - + - - + - - 8cC
prone position - - - - - - - - - - - - - - - - - - e
tremor - - - - - - - - - - - - - - - - - - - acC
clonic convulsion - - - - - - - + - - + - - + - - + - - sC

1305 salivation - + - - + - - + - - + - - + - - + - - 8C
prone position - - - - - - - - - - - - - - - - - - - gc
lateral position - - - - - - - - - - - - - - - - - - - 8¢
tremor - - - - - - - - - - - - - - - . _ _ Te
clonic convulsion - - - - - - - - - - - - - + - - + - - scC

1307 salivation - + - - + - - + + - + - - + - - + - - gC
prone position - - - - - - - - - - - - - - - - - - - scC
lateral position - - - - - - - - - - - - - - - - - - - 8cC
tremor - - - - - - - - - - - - - - - - - - _ scC
clonic convulsion - - - - - - - + - - - - - + - - + - _ 8c

1308 salivation - + - - - - + - - + + - + + - + - - ac
prone positicon - + - - - - - + - - + - - + - - + - - scC
lateral position - - - - - - - - - - - - - - - - - - - 8sC
tachypnea - - - - - - - - - - - - - - _ - - - -~ gacC
clonic convulsion - + - - + - - + - - + - - + - - + - - sC

1311 salivation - + - - + + - + - - + - - + - - + - - 8sC
prone position - - - - - - - - - - - - - - - - - - _ 8c
abnormal resp. noise + + + + + + + sC
irregular respiration - - - - + + - - - - - - - - - - - - T
clonic convulsion - - - - - - - - - - - - - - - gac

SC:sacrificed

1: Before dosing

2: 5 to 30 minutes after dosing

3: 60 to 120 minutes after dosing



- €SI -

Appendix 1-2. Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Pre-mating period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 normal - - - - - - - - - - - - - - - - - -
2002 normal - - - - - - - - - - - - - - - - - -
2003 normal - - - - - - - - - - - - - - - - - -
2004 normal - - - - - - - - - - - - - - - - - -
2005 normal - - - - - - - - - - - - - - - - - -
2006 normal - - - - - - - - - - - - - - - - - -
2007 normal - - - - - - - - - - - - - - - - - -
2008 normal - - - - - - - - - - - - - - - - - -
2009 normal - - - - - - - - - - - - - - - - - -
2010 normal - - - - - - - - - - - - - - - - - -
2011 normal - - - - - - - - - - - - - - - - - -
2012 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



1

Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Pre-mating period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 normal - - - - - - - - - - - - - - - - - -
2102 normal - - - - - - - - - - - - - - - - - -
2103 normal - - - - - - - - - - - - - - - - - -
2104 normal - - - - - - - - - - - - - - - - - -
2105 normal - - - - - - - - - - - - - - - - - -
2106 normal - - - - - - - - - - - - - - - - - -
2107 normal - - - - - - - - - - - - - - - - - -
2108 normal - - - - - - - - - - - - - - - - - -
2109 normal - - - - - - - - - - - - - - - - - -
2110 normal - - - - - - - - - - - - - - - - - -
2111 normal - - - - - - - - - - - - - - - - - -
2112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 661 -

Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Pre-mating period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 normal - - - - - - - - - - - - - - - - - -
2202 normal - - - - - - - - - - - - - - - - - -
2203 normal - - - - - - - - - - - - - - - - - -
2204 normal - - - - - - - - - - - - - - - - - -
2205 normal - - - - - - - - - - - - - - - - - -
2206 normal - - - - - - - - - - - - - - - - - -
2207 normal - - - - - - - - - - - - - - - - - -
2208 normal - - - - - - - - - - - - - - - - - -
2209 normal - - - - - - - - - - - - - - - - - -
2210 normal - - - - - - - - - - - - - - - - - -
2211 normal - - - - - - - - - - - - - - - - - -
2212 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 961 -

Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg

Finding 0------- > l1------- > 2------- > 3------- > 4------- > B------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

2301 lacrimation - - + - - - _
salivation - - - - - _ _
prone position - - - - - - -
tremor -
clonic convulsion -

+
1
1
1
1
L+ o+ o+
I
I
I
I
I
I
I
I
I
I

2302 lacrimation -
salivation -
prone position -
tremor -
clonic convulsion -

[ I S|
1
1
L4+
1
1
L4+
1
1
+ o+
1
1
1
1
googogo

2303 lacrimation -
salivation - - - -
prone position - . _ _
tremor - - - -
clonic convulsion - - - -

L+ o+
1
1
1
1
1
1
1
1
1
1
1
1

2304 gsoiled fur - - - -
urogenital aroud

salivation - + - - + - - + - - + - - + - - + -

prone position - - - - - - - - - - + - - - - - - -

lateral position - - - - - - - - - - - - - - - - - -

tremor - - - - - - - - - - - - - - - - - -

clonic convulsion - - - - - - - - - - + - - - - - - -

2305 ptosis -
salivation -
prone position -
lateral position -
tremor - - - - - - - - - - - - - - - - + -
clonic convulsion - + - - - - - + - - - _ - - _ _ _ _

2306 lacrimation - - + - - - - - - - - - - - _ -
salivation - - - - - - - + - - + - - + - -
diarrhea - - - - - - - - - - - - - - + -
lateral position - - - - - - - - - - - - - - _ _
clonic convulsion - - - - - - - - - - - . - - _ -

+ 4+ 1+ 1
+ 4+ o+ +
gguogo

:dead

Before dosing

5 to 30 minutes after dosing
60 to 120 minutes after dosging

wNhR g



- LST -

Appendix 1-2. -continued Clinical observations of

Sex:Female

female rats

C539(115-222)

Group-No.: 03 p-Chlorophenol 1000 mg/kg

Finding
Animal-No. Part

Exp.No.
B
1 2

2307 ptosis
salivation
prone position
tremor
clonic convulsion

2308 lacrimation
ptosis
salivation
prone position
lateral position
staggering gait
clonic convulsion

2309 soiled fur
urogenital aroud

lacrimation
salivation
prone position
lateral position
tachypnea
clonic convulsion

2310 salivation
prone position
lateral position
clonic convulsion

2311 salivation
prone position
lateral position
staggering gait
clonic convulsion

2312 lacrimation
salivation
lateral position
staggering gait
tremor
clonic convulsion

O _____
1

- +

- +

- +

- +

- +

- +

- +

L+ o+

L+ 4+
1

o+ +
I

+ 1+ +
1

I S

+ o4+

4+ ++ +

+ 1+

vlviviviviviNw]

:dead

Before dosing

5 to 30 minutes after dosing
60 to 120 minutes after dosing

whRg



- &SI -

Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Pre-mating period (day)

Finding 6------- > T > 8------- > 9------- > 10------- > 1l------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 normal - - - - - - - - - - - - - - - - - -
2002 normal - - - - - - - - - - - - - - - - - -
2003 normal - - - - - - - - - - - - - - - - - -
2004 normal - - - - - - - - - - - - - - - - - -
2005 normal - - - - - - - - - - - - - - - - - -
2006 normal - - - - - - - - - - - - - - - - - -
2007 normal - - - - - - - - - - - - - - - - - -
2008 normal - - - - - - - - - - - - - - - - - -
2009 normal - - - - - - - - - - - - - - - - - -
2010 normal - - - - - - - - - - - - - - - - - -
2011 normal - - - - - - - - - - - - - - - - - -
2012 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 681 -

Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Pre-mating period (day)

Finding 6------- > T > 8------- > 9------- > 10------- > 1l------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 normal - - - - - - - - - - - - - - - - - -
2102 normal - - - - - - - - - - - - - - - - - -
2103 normal - - - - - - - - - - - - - - - - - -
2104 normal - - - - - - - - - - - - - - - - - -
2105 normal - - - - - - - - - - - - - - - - - -
2106 normal - - - - - - - - - - - - - - - - - -
2107 normal - - - - - - - - - - - - - - - - - -
2108 normal - - - - - - - - - - - - - - - - - -
2109 normal - - - - - - - - - - - - - - - - - -
2110 normal - - - - - - - - - - - - - - - - - -
2111 normal - - - - - - - - - - - - - - - - - -
2112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 091 -

Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Pre-mating period (day)

Finding 6------- > T > 8------- > 9------- > 10------- > 1l------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 normal - - - - - - - - - - - - - - - - - -
2202 normal - - - - - - - - - - - - - - - - - -
2203 normal - - - - - - - - - - - - - - - - - -
2204 normal - - - - - - - - - - - - - - - - - -
2205 normal - - - - - - - - - - - - - - - - - -
2206 normal - - - - - - - - - - - - - - - - - -
2207 normal - - - - - - - - - - - - - - - - - -
2208 normal - - - - - - - - - - - - - - - - - -
2209 normal - - - - - - - - - - - - - - - - - -
2210 normal - - - - - - - - - - - - - - - - - -
2211 normal - - - - - - - - - - - - - - - - - -
2212 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 191 -

Appendix 1-2. -continued Clinical observations of

Sex:Female

female rats

Exp.No.

C539(115-222)

Group-No.: 03 p-Chlorophenol 1000 mg/kg

Finding
Animal-No. Part

Pre-mating

2301 lacrimation
salivation
prone position
tremor
clonic convulsion

2303 lacrimation
salivation
prone position
tremor
clonic convulsion

2304 soiled fur
urogenital aroud
salivation
prone position
lateral position
tremor
clonic convulsion

2305 ptosis
salivation
prone position
lateral position
tremor
clonic convulsion

2307 ptosis
salivation
prone position
tremor
clonic convulsion

|
+ 1

1 1 1
1+ 4+ + + 1+ + 0

1
+ 1

I
|

L

1 1 I
F 4+ 0+ 0+ 0+ + +

I
+ 1+ +

+  +

+ 1+ 4+
| |

+ 1+ +
I

+ 1+ 4+
I

L+
1

+
|

+ 11+ 4+
| |

+ 1+ +
I

L+ o+
1

+ 1+ 4+

+ 1+ +
I

+ o0+

I I

+ 1+ +

+ 1+

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing

[OSH N



- 291 -

Appendix 1-2. -continued Clinical observations of

Sex:Female

female rats

Exp.No.

C539(115-222)

Group-No.: 03 p-Chlorophenol 1000 mg/kg

Finding
Animal-No. Part

Pre-mating

2308 lacrimation
ptosis
salivation
prone position
lateral position
staggering gait
clonic convulsion

2310 salivation
prone position
lateral position
clonic convulsion

2311 salivation
prone position
lateral position
staggering gait
clonic convulsion

2312 lacrimation
salivation
lateral position
staggering gait
tremor
clonic convulsion

++ 1+

4+ o+

I
+ o+ 1+

I 1
+ +

1
+ 1

L+ + 1

oooug

+ 1
1

L+ + 1

+ o+

+ 1+

ggouoouog

:dead

Before dosing

5 to 30 minutes after dosing
60 to 120 minutes after dosing

[SSENEE N w)



- €91 -

Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Pre-mating period (day) Mating period (day)

Finding 12------- > 13------- > 14------- > 1------- > 2------- > 3------- >
Animal-No. Part i 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 normal - - - - - - - - -
2002 normal - - - - - - - - - - . -
2003 normal - - - - - - - - - - - - - - -
2004 normal - - - - - - - - - - - - - - _
2005 normal - - - - - - - - - - - - - - - - - -
2006 normal - - - - - - - - .
2007 normal - - - - - - - - - - - - - - -
2008 normal - - - - - - - - - - - - - - -
2009 normal - - - - - - - - - - - - - - - - - -
2010 normal - - - - - - - - - - - - - - _
2011 normal - - - - - - - - - - - - - . -
2012 normal - - - - - - - - - - - . - . - - _ _

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



-9l -

Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Pre-mating period (day) Mating period (day)

Finding 12------- > 13------- > 14------- > 1------- > 2------- > 3------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 normal - - - - - - - - - - . -
2102 normal - - - - - - - - - - - - - . -
2103 normal - - - - - - - - - - - - - - - - - -
2104 normal - - - - - - - - - - - - - - _
2105 normal - - - - - - - - .
2106 normal - - - - - - - - - - - - - - - - - -
2107 normal - - - - - - - - -
2108 normal - - - - - - - - - - - - - - - - - -
2109 normal - - - - - - - - - - - -
2110 normal - - - - - - - - - - - - - - _
2111 normal - - - - - - - - - - - - - . - - _ _
2112 normal - - - - - - - - - - - .

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 691 -

Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Pre-mating period (day) Mating period (day)

Finding 12------- > 13------- > 14------- > 1------- > 2------- > 3------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 normal - - - - - - - - - - - - - - - - . .
2202 normal - - - - - - - - -
2203 normal - - - - - - - - - - - - - - - - - -
2204 normal - - - - - - - - - - - - - - - - - -
2205 normal - - - - - - - - - - - _
2206 normal - - - - - - - - - - - _
2207 normal - - - - - - - - -
2208 normal - - - - - - - - - - - -
2209 normal - - - - - - - - - - - - - - - - - -
2210 normal - - - - - - - - - - - - - - - - - -
2211 normal - - - - - - - - - - - - - - - - . .
2212 normal - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 991 -

Appendix 1-2. -continued Clinical observations of

Sex:Female

female rats

Exp.No.

C539(115-222)

Group-No.: 03 p-Chlorophenol 1000 mg/kg

Finding
Animal-No. Part

Pre-mating

12
1

Mating period

2301 lacrimation
salivation
prone position
tremor
clonic convulsion

2303 lacrimation
salivation
prone position
tremor
clonic convulsion

2304 soiled fur
urogenital aroud
salivation
prone position
lateral position
tremor
clonic convulsion

2305 ptosis
salivation
prone position
lateral position
tremor
clonic convulsion

2307 ptosis
salivation
prone position
tremor
clonic convulsion

o0+ +
] I I

+ 1+ o+
I

+ 11+ 4+

+ 1+ +

+ 0+ +

+ 1
)

+ 1+ +
I

L4+ 1
1 1
1 1

L4+ 1
1 1

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing

[OSH N



- L91 -
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Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Pre-mating period (day) Mating period (day)
Finding 12------- > 13------- > 14------- > 1------- > 2------- > 3------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3

2308 lacrimation - - - - - - - - -
ptosis - - - - - - - -
salivation - + - - + - - +
prone position - - - - - - - + -
lateral position - - - - - - - -
staggering gait - - - - - - - - -
clonic convulsion - - - - + - - + -

2311 salivation - + - - + - - + - - + - - + - - + -
prone position - - - - - - - - - - - - - - - - - -
lateral position - - - - - - - - - - - - - - - - - _
staggering gait - - - - - - - - - - - - - - - - - _
clonic convulsion - - - - - - - + - - - - - + - - - -

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosing



- 891 -

Appendix 1-2. -continued Clinical observations of female rats

Sex:Female

C539(115-222)

Group-No.: 00 control

0

mg/kg

Exp.No.
R
1 2

Finding
Animal-No. Part
2005 normal
2009 normal

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 691 -

Appendix 1-2. -continued Clinical observations of female rats

Sex:Female

C539(115-222)

Exp.No.
R
1 2

Group-No.: 02 p-Chlorophenol 200 mg/kg
Finding

Animal-No. Part

2209 normal

2211 normal

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



-0L1 -

Appendix 1-2. -continued Clinical observations of female rats

Sex:Female

Exp.No.

C539(115-222)

Mating period

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Finding
Animal-No. Part
2304 soiled fur
urogenital aroud
salivation

prone position
lateral position
tremor

clonic convulsion

1: Before dosing
2: 5 to 30 minutes after dosin
3: 60 to 120 minutes after dosing



C539(115-222)

Appendix 1-2. -continued Clinical observations of female rats Exp.No.
Sex:Female
Group-No.: 00 control 0 mg/kg
Mating period (day)
Finding 10------- > 1l1------- 12-------
Animal-No. Part 1 2 3 1 2 1 2
2009 normal - - - - - - - - -

wWN

- ILT -

Before dosing
5 to 30 minutes after dosing
60 to 120 minutes after dosging



Exp.No. C539(115-222)

-continued Clinical observations of female rats

Appendix 1-2.
Sex:Female
Group-No.: 02 p-Chlorophenol 200 mg/kg
Mating period (day)
Finding 10------- > l1------- > 12------- > 13------- > 14------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2209 normal - - - - - - - - - - - - - - -
2211 normal - - - - - - - - - - - - - - -
1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing

-CLL-



Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)
Sex:Female
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)

Finding 29------- > 30------- > 31------- 32------- 33------- 34------- >
Animal-No. Part 1 2 3 1 2 3 1 2 1 2 1 2 1 2 3
2209 normal - - - - - - - - - - - - - - - - - -
2211 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing

-eLl-



C539(115-222)

Appendix 1-2. -continued Clinical observations of female rats Exp.No.
Sex:Female
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)
Finding 35------- 36------- 37------- 38------- 39------- 40------- >
Animal-No. Part 1 2 1 2 1 2 1 2 1 2 1 2 3
2209 normal - - - - - - - - - - - - - - - - - -
2211 normal - - - - - - - - - - - - -
1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing

“vLL -



Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)
Sex:Female
Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)

Finding 41------- > 42------- > 43------- 44------- 45------- 46------- >
Animal-No. Part 1 2 3 1 2 3 1 2 1 2 1 2 1 2 3
2209 normal - - - - - - - - - - - - - - - - - -
2211 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing

-SLL-



“9L1 -

Appendix 1-2. -continued Clinical observations of female rats Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Administration period (day)
Finding 47------- > 48------- > 49------- > BQ------- > Bl------- > 52
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2209 normal - - - - - - - - - - - - - - - - s8¢
2211 normal - - - - - - - - - - - - - - - -  8C

C:sacrificed

Before dosing

5 to 30 minutes after dosing
60 to 120 minutes after dosing

[OVH S ) R fs]
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Appendix 1-3. Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Gestation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 normal - - - - - - - - - - - - - - - - - -
2002 normal - - - - - - - - - - - - - - - - - -
2003 normal - - - - - - - - - - - - - - - - - -
2004 normal - - - - - - - - - - - - - - - - - -
2005 normal - - - - - - - - - - - - - - - - - -
2006 normal - - - - - - - - - - - - - - - - - -
2007 normal - - - - - - - - - - - - - - - - - -
2008 normal - - - - - - - - - - - - - - - - - -
2009 normal - - - - - - - - - - - - - - - - - -
2010 normal - - - - - - - - - - - - - - - - - -
2011 normal - - - - - - - - - - - - - - - - - -
2012 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



-8L1-

Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Gestation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 normal - - - - - - - - - - - - - - - - - -
2102 normal - - - - - - - - - - - - - - - - - -
2103 normal - - - - - - - - - - - - - - - - - -
2104 normal - - - - - - - - - - - - - - - - - -
2105 normal - - - - - - - - - - - - - - - - - -
2106 normal - - - - - - - - - - - - - - - - - -
2107 normal - - - - - - - - - - - - - - - - - -
2108 normal - - - - - - - - - - - - - - - - - -
2109 normal - - - - - - - - - - - - - - - - - -
2110 normal - - - - - - - - - - - - - - - - - -
2111 normal - - - - - - - - - - - - - - - - - -
2112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



-6L1 -

Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Gestation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4------- > 5------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 normal - - - - - - - - - - - - - - - - - -
2202 normal - - - - - - - - - - - - - - - - - -
2203 normal - - - - - - - - - - - - - - - - - -
2204 normal - - - - - - - - - - - - - - - - - -
2205 normal - - - - - - - - - - - - - - - - - -
2206 normal - - - - - - - - - - - - - - - - - -
2207 normal - - - - - - - - - - - - - - - - - -
2208 normal - - - - - - - - - - - - - - - - - -
2210 normal - - - - - - - - - - - - - - - - - -
2212 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosin
3: 60 to 120 minutes after dosing



- 081 -

Appendix 1-3. -continued Clinical observations of dams

Sex:Female

C539(115-222)

Gestation period

(day)

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Finding

Animal-No. Part

2301 salivation
prone position
tremor

clonic convulsion

2303 salivation
prone position
lateral position
tremor
clonic convulsion

2304 soiled fur
urogenital aroud
lacrimation
salivation
prone position
tremor
clonic convulsion

2305 salivation
prone position
clonic convulsion

2307 salivation
prone position
tremor
clonic convulsion

2308 salivation
prone position
clonic convulsion

2311 salivation
clonic convulsion

+ 1+ + + o+ U+ o+
1 1 1 +

+ +
[

i+ o+

+ + +

+ 1+ +

+ +

+ U+ o+
! +

+
|

+ o+ o+

+ + +

+ 1+ +

+

+ 1+ +
1

+ +
[

Exp.No.
B
1 2

+ +

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Gestation period (day)

Finding 6------- > T > 8------- > 9------- > 10------- > 1l------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 normal - - - - - - - - - - - - - - - - - -
2002 normal - - - - - - - - - - - - - - - - - -
2003 normal - - - - - - - - - - - - - - - - - -
2004 normal - - - - - - - - - - - - - - - - - -
2005 normal - - - - - - - - - - - - - - - - - -
2006 normal - - - - - - - - - - - - - - - - - -
2007 normal - - - - - - - - - - - - - - - - - -
2008 normal - - - - - - - - - - - - - - - - - -
2009 normal - - - - - - - - - - - - - - - - - -
2010 normal - - - - - - - - - - - - - - - - - -
2011 normal - - - - - - - - - - - - - - - - - -
2012 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 281 -

Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Gestation period (day)

Finding 6------- > T > 8------- > 9------- > 10------- > 1l------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 normal - - - - - - - - - - - - - - - - - -
2102 normal - - - - - - - - - - - - - - - - - -
2103 normal - - - - - - - - - - - - - - - - - -
2104 normal - - - - - - - - - - - - - - - - - -
2105 normal - - - - - - - - - - - - - - - - - -
2106 normal - - - - - - - - - - - - - - - - - -
2107 normal - - - - - - - - - - - - - - - - - -
2108 normal - - - - - - - - - - - - - - - - - -
2109 normal - - - - - - - - - - - - - - - - - -
2110 normal - - - - - - - - - - - - - - - - - -
2111 normal - - - - - - - - - - - - - - - - - -
2112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- €81 -

Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Gestation period (day)

Finding 6------- > T > 8------- > 9------- > 10------- > 1l------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 normal - - - - - - - - - - - - - - - - - -
2202 normal - - - - - - - - - - - - - - - - - -
2203 normal - - - - - - - - - - - - - - - - - -
2204 normal - - - - - - - - - - - - - - - - - -
2205 normal - - - - - - - - - - - - - - - - - -
2206 normal - - - - - - - - - - - - - - - - - -
2207 normal - - - - - - - - - - - - - - - - - -
2208 normal - - - - - - - - - - - - - - - - - -
2210 normal - - - - - - - - - - - - - - - - - -
2212 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosin
3: 60 to 120 minutes after dosing



- ¥8I1 -

Appendix 1-3. -continued Clinical observations of dams

Sex:Female

Exp.No.

C539(115-222)

Gestation period (day)

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Finding

Animal-No. Part

2301 salivation
prone position
tremor

clonic convulsion

2303 salivation
prone position
lateral position
tremor
clonic convulsion

2304 soiled fur
urogenital aroud
lacrimation
salivation
prone position
tremor
clonic convulsion

2305 salivation
prone position
clonic convulsion

2307 salivation
prone position
tremor
clonic convulsion

2308 salivation
prone position
clonic convulsion

2311 salivation
clonic convulsion

4+ + |
1 I

I+
1

L+ 1+ |
] |

I+
1

+ +
[

L+ 4+
|

I+
1

I+ 4+ |
] |

I+
1

I+ 1+ |
1 I

+
1

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Gestation period (day)

Finding 12------- > 13------- > 14------- > 15------- > 16------- > 17------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 normal - - - - - - - - - - - - - - - - - -
2002 normal - - - - - - - - - - - - - - - - - -
2003 normal - - - - - - - - - - - - - - - - - -
2004 normal - - - - - - - - - - - - - - - - - -
2005 normal - - - - - - - - - - - - - - - - - -
2006 normal - - - - - - - - - - - - - - - - - -
2007 normal - - - - - - - - - - - - - - - - - -
2008 normal - - - - - - - - - - - - - - - - - -
2009 normal - - - - - - - - - - - - - - - - - -
2010 normal - - - - - - - - - - - - - - - - - -
2011 normal - - - - - - - - - - - - - - - - - -
2012 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 981 -

Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Gestation period (day)

Finding 12------- > 13------- > 14------- > 15------- > 16------- > 17------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 normal - - - - - - - - - - - - - - - - - -
2102 normal - - - - - - - - - - - - - - - - - -
2103 normal - - - - - - - - - - - - - - - - - -
2104 normal - - - - - - - - - - - - - - - - - -
2105 normal - - - - - - - - - - - - - - - - - -
2106 normal - - - - - - - - - - - - - - - - - -
2107 normal - - - - - - - - - - - - - - - - - -
2108 normal - - - - - - - - - - - - - - - - - -
2109 normal - - - - - - - - - - - - - - - - - -
2110 normal - - - - - - - - - - - - - - - - - -
2111 normal - - - - - - - - - - - - - - - - - -
2112 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- L8I -

Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Gestation period (day)

Finding 12------- > 13------- > 14------- > 15------- > 16------- > 17------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 normal - - - - - - - - - - - - - - - - - -
2202 normal - - - - - - - - - - - - - - - - - -
2203 normal - - - - - - - - - - - - - - - - - -
2204 normal - - - - - - - - - - - - - - - - - -
2205 normal - - - - - - - - - - - - - - - - - -
2206 normal - - - - - - - - - - - - - - - - - -
2207 normal - - - - - - - - - - - - - - - - - -
2208 normal - - - - - - - - - - - - - - - - - -
2210 normal - - - - - - - - - - - - - - - - - -
2212 normal - - - - - - - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosin
3: 60 to 120 minutes after dosing



- 881 -

Appendix 1-3. -continued Clinical observations of dams

Sex:Female

Exp.No.

C539(115-222)

Group-No.: 03 p-Chlorophenol 1000 mg/kg

Finding
Animal-No. Part

12

2301 salivation
prone position
tremor
clonic convulsion

2303 salivation
prone position
lateral position
tremor
clonic convulsion

2304 soiled fur
urogenital aroud
lacrimation
salivation
prone position
tremor
clonic convulsion

2305 salivation
prone position
clonic convulsion

2307 salivation
prone position
tremor
clonic convulsion

2308 salivation
prone position
clonic convulsion

2311 salivation
clonic convulsion

L+ o+
1

I+
1

L+ 1+ |
] |

+
|

L+ 1+ |
] |

I+
1

++ o+ + + +E 4+ o+ 4+ o+
1 I 1 + ]

+
|

L4+ 0+ +
| +

I+
1

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 681 -

Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Gestation period (day)

Finding 18------- > 19------- > 20------- > 21------- > 22------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2001 normal - - - - - - - - - - . -
2002 normal - - - - - - - - - - . -
2003 normal - - - - - - - - - - - -
2004 normal - - - - - - - - - - - -
2005 normal - - - - - - - - - - - _ - - _
2006 normal - - - - - - - - - - - _
2007 normal - - - - - - - - - - - - - - -
2008 normal - - - - - - - - - - - -
2009 normal - - - - - - - - - - - -
2010 normal - - - - - - - - - - - - - - _
2011 normal - - - - - - - - - - - - - . -
2012 normal - - - - - - - - . - . -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- 061 -

Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Gestation period (day)

Finding 18------- > 19------- > 20------- > 21------- > 22------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2101 normal - - - - - - - - - - . -
2102 normal - - - - - - - - - - . -
2103 normal - - - - - - - - - - - - - - -
2104 normal - - - - - - - - - - - -
2105 normal - - - - - - - - - - - _
2106 normal - - - - - - - - - - - _
2107 normal - - - - - - - - - - - - - - -
2108 normal - - - - - - - - - - - -
2109 normal - - - - - - - - - - - -
2110 normal - - - - - - - - - - - -
2111 normal - - - - - - - - - - - -
2112 normal - - - - - - - - - - - .

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing



- lel -

Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Gestation period (day)

Finding 18------- > 19------- > 20------- > 21------- > 22------- > 23------- >
Animal-No. Part i 2 3 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2201 normal - - - - - - - - - - . -
2202 normal - - - - - - - - - - - - - . - - _ _
2203 normal - - - - - - - - - - - -
2204 normal - - - - - - - - - - - -
2205 normal - - - - - - - - - - - _
2206 normal - - - - - - - - - - - _
2207 normal - - - - - - - - - - - -
2208 normal - - - - - - - - - - - -
2210 normal - - - - - - - - - - - - - - -
2212 normal - - - - - - - - - - - - - - _

1: Before dosing
2: 5 to 30 minutes after dosin
3: 60 to 120 minutes after dosing



- 261 -

Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Gestation period (day)

Finding 18------- > 19------- > 20------- > 21------- > 22------- >
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3 1 2 3
2301 salivation - + - - + - - - - - + -

prone position - - - - - - - - - - - -

tremor - - - - - - - - - - - _

clonic convulsion - + - - - - - + - - - -
2303 salivation - + - - + - - + - - + -

prone position - - - - - - - - - - - _
lateral position - - - - - - - - - - - -
tremor - - - - - - - - - _ _ -
clonic convulsion - - - - - - - - - - - _

2304 soiled fur - - - - - - - - - - - - - -
urogenital aroud
lacrimation - - - - - - - - - - - - - - -
salivation - + - - T - - + - - + . _ _
prone position - - - - - - - - - - - - - - "
tremor - - - - - - - - - - - - - - -
clonic convulsion - - - - - - - + - - + - - +
2305 salivation - + - - + - - + - - + - - + -
prone position - - - - - - - - - - - - - - -
clonic convulsion - - - - - - - + - - - - - + -
2307 salivation - + - - + - - + - - + -
prone position - - - - - - - + - - + +
tremor - - - - - - - - - - - -
clonic convulsion - - - - + - - + - - + +
2308 salivation - + - - + - - + - - + -
prone position - - - - + - - - - - + -
clonic convulsion - - - - + - - + - - + -
2311 salivation - + - - - - - + - - - -

clonic convulsion - - - - - - - - - - - -

1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-3. -continued Clinical observations of dams

Sex:Female

Exp.No.

C539(115-222)

Group-No.: 02 p-Chlorophenol 200 mg/kg
Gestation period (day)
Finding 24-—--o-- 25
Animal-No. Part 1 2
2202 normal - - - - ND

ND:not delivery

1: Before dosing

2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 00 control 0 mg/kg
Lactation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3
2001 normal - - - - - - - - - - - - - s8¢
2002 normal - - - - - - - - - - - - - a¢
2003 normal - - - - - - - - - - - - - a¢
2004 normal - - - - - - - - - - - _ I-Te.
2005 normal - - - - - - - - - - - - -~ gac
2006 normal - - - - - - - - - - - - e
2007 normal - - - - - - - - - - - - - gc¢
2008 normal - - - - - - - - - - - - Y Te.
2009 normal - - - - - - - - - - - - - s8¢
2010 normal - - - - - - - - - - sC
2011 normal - - - - - - - - - - - - - 8C
2012 normal - - - - - - - - - - - - - ac
SC:sacrificed
1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 01 p-Chlorophenol 40 mg/kg
Lactation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3
2101 normal - - - - - - - - - - - - - s8¢
2102 normal - - - - - - - - - - - - - a¢
2103 normal - - - - - - - - - - - - - a¢
2104 normal - - - - - - - - - - - _ I-Te.
2105 normal - - - - - - - - - - - - -~ gac
2106 normal - - - - - - - - - - - - e
2107 normal - - - - - - - - - - - - - gc¢
2108 normal - - - - - - - - - - - - Y Te.
2109 normal - - - - - - - - - - - - - s8¢
2110 normal - - - - - - - - - - - _ - gC
2111 normal - - - - - - - - - - - - - 8C
2112 normal - - - - - - - - - - - - - ac
SC:sacrificed
1: Before dosing
2: 5 to 30 minutes after dosing
3: 60 to 120 minutes after dosing
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Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 02 p-Chlorophenol 200 mg/kg
Lactation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4
Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3
2201 normal - - - - - - - - - - - - _ scC
2203 normal - - - - - - - - - - - - - gC
2204 normal - - - - - - - - - - - - - gC
2205 normal - - - - - - - - - - - - - 8¢
2206 normal - - - - - - - - - - - - N Te
2207 normal - - - - - - - - - - - - _ s8¢
2208 normal - - - - - - - - - - - - - gc
2210 normal - - - - - - - - - - - - - gcC
2212 normal - - - - - - - - - - AP

AP:all pups died

SC:sacrificed

1: Before dosing

2: 5 to 30 minutes after dosin

3: 60 to 120 minutes after dosing
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Appendix 1-3. -continued Clinical observations of dams Exp.No. C539(115-222)

Sex:Female

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Lactation period (day)

Finding 0------- > 1------- > 2------- > 3------- > 4

Animal-No. Part 1 2 3 1 2 3 1 2 3 1 2 3

2301 prone position - + - - + - - + - - - - - 8¢
clonic convulsion - + - - + - - + - - - - e

2303 salivation - - - - + - - + - - + - - sc
lateral position - + + - - n - - - + - - gac
clonic convulsion - + + - + + - - - - + - - 8¢

2304 ptosis - + - - - - - - - - - - Yo
salivation - + - - - - + - - - -~ ac¢
prone position - + + - - - - - - - - - - sC
clonic convulsion - + + - - - - + - - - - - sC

2305 salivation - + - - + - - + - - + - - sc
clonic convulsion - - - - - - - + - - - - - gaC

2307 salivation - + - - + - - + - - + - - sc
prone position - + - - + - - + - - + - - gc
lateral position - - + - - - - - - - - - - ac
clonic convulsion - + + - + - - + - - + - - SC

2308 salivation - + - - + - - + - - + - _ gcC
clonic convulsion - + - - + - - + _ - + _ - gC

2311 salivation - + - - - - - + - - - - - sc
prone position - - - - + - - - - - - - - gacC
clonic convulsion - + - - + - - - - - - - - gac

SC:sacrificed

1: Before dosing

2: 5 to 30 minutes after dosing

3: 60 to 120 minutes after dosing
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Appendix 2-1. Body weight of male rats Exp.No. C539(115-222)
Sex:Male
Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg Animal-No. 0 7 14 21 8 5 42 ( 0-42)
00 1001 371.9 413.1 451.7 482.2 521.3 533.9 546.0 174.1
control 1002 361.6 396.5 434 .4 462.5 484.5 513.4 527.5 165.9
0 1003 373.8 413.9 463.3 485.4 519.4 539.1 547.6 173.8
1004 357.9 387.4 422.0 440.3 465.4 486.9 508.7 150.8
1005 343.2 369.1 404 .8 426.3 453.1 465.8 487 .4 144 .2
1006 365.7 415.1 461.9 484 .9 515.8 478.4 506.2 140.5
1007 350.3 391.9 428.0 450.6 477.6 497.7 519.3 169.0
1008 339.2 363.5 391.2 410.4 429.7 442 .6 458.7 119.5
1009 380.2 411.1 439.3 461 .4 481.7 498.0 517.2 137.0
1010 347.3 381.7 420.9 442.5 472.4 495.3 515.1 167.8
1011 367.0 406.3 440.2 463.2 488.7 503.5 521.8 154.8
1012 356.5 388.9 424.3 436.7 460.6 483.8 510.3 153.8
N 12 12 12 12 12 12 12 12
Mean 359.6 394.9 431.8 453.9 480.9 494.9 513.8 154.3
S.D. 12.8 17.6 21.5 23.8 27.9 26.9 23.9 16.8
01 1101 353.5 383.5 411.9 434 .4 465 .4 483 .8 487.6 134.1
p-Chlorophenol 1102 366.7 403.6 445.0 472.0 488.6 507.5 523.0 156.3
40 1103 340.4 363.1 390.9 409.8 424 .8 439.1 454 .2 113.8
1104 362.7 392.2 427.7 451.1 477.5 496.1 512.8 150.1
1105 375.4 421.5 440.7 457.0 485.6 502.8 516.9 141.5
1106 358.2 391.6 418.4 436.9 462.6 479.9 498.3 140.1
1107 361.9 405.9 448.3 479.0 512.1 535.5 558.8 196.9
1108 345.1 380.6 418.5 441.5 465.3 482.3 502.9 157.8
1109 342.6 376.0 407.7 425.5 441 .4 459.0 480.8 138.2
1110 350.5 390.6 426.0 458.0 483.9 503.6 518.3 167.8
1111 378.2 432 .4 477.5 506.7 542.0 564.9 596.8 218.6
1112 367.5 414.9 459.9 489.0 525.5 561.9 597.5 230.0
N 12 12 12 12 12 12 12 12
Mean 358.6 396.3 431.0 455.1 481.2 501.4 520.7 162.1
S.D. 12.4 20.1 24.2 27.9 33.5 37.8 43.9 35.5




Appendix 2-1. -continued Body weight of male rats Exp.No. C539(115-222)
Sex:Male
Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg Animal-No. 0 7 14 21 8 5 42 ( 0-42)
02 1201 376.5 411.3 451.3 472.1 498.6 521.4 548.1 171.6
p-Chlorophenol 1202 366.6 399.2 435.2 464 .1 494 .7 515.5 544.7 178.1
200 1203 342.6 374.7 409.0 433.9 459.0 483.0 512.0 169.4
1204 365.8 410.6 449.4 472.0 496.5 521.7 553.6 187.8
1205 358.2 389.7 420.5 439.6 470.1 489.2 517.7 159.5
1206 349.1 386.1 418.3 444 .1 470.6 482.2 512.6 163.5
1207 350.2 374.1 396.3 413.7 433.3 436.4 453.1 102.9
1208 360.6 391.0 421.9 446.1 471.3 489.7 512.8 152.2
1209 367.0 418.8 454 .3 480.1 498 .4 528.1 566.5 199.5
1210 381.7 411.2 444 .7 465.0 488.3 514.3 541.1 159.4
1211 337.0 366.3 396.9 411.3 439.3 446.0 480.1 143.1
;‘ 1212 354.8 390.5 429.8 474 .6 514.6 546.5 573.1 218.3
8 N 12 12 12 12 12 12 12 12
! Mean 359.2 393.6 427.3 451.4 477.9 497.8 526.3 167.1
S.D. 13.3 16.9 20.3 23.6 25.1 33.1 35.3 29.1
03 1301 343.9 353.5 375.2 374.6 405.2 430.7 452 .0 108.1
p-Chlorophenol 1302 370.2 382.4 393.8 409.9 434.8 435.6 460.3 90.1
1000 1303 358.7 354.2 - - - - - -
1304 343.0 - - - - - - -
1305 366.0 367.5 381.4 395.1 405.7 419.0 442.8 76.8
1306 355.6 - - - - - - -
1307 359.0 357.2 377.1 401.3 428.8 455.9 465.7 106.7
1308 364.8 381.0 390.8 405.0 423 .2 448.2 461.4 96.6
1309 375.2 370.5 - - - - - -
1310 349.8 - - - - - - -
1311 342.1 338.0 344.7 357.4 357.3 386.7 395.3 53.2
1312 377.5 378.3 - - - - - -
N 12 9 6 6 6 6 6 6
Mean 358.8 364.7 377.2 390.6 409.2 429.4 446.3 88.6
S.D. 12.4 15.0 17.5 20.4 28.1 24.6 26.3 20.8




Appendix 2-2. Body weight of female rats Exp.No. C539(115-222)
Sex:Female
Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg Animal-No. 0 7 14 21 ( 0-14)
00 2001 221.2 233.3 258.8 - 37.6
control 2002 214.0 233.7 252.7 - 38.7
0 2003 236.4 260.9 277.3 - 40.9
2004 217.4 230.5 242.5 - 25.1
2005 219.3 245.6 255.6 - 36.3
2006 239.7 251.7 278.2 - 38.5
2007 224 .7 236.9 251.7 - 27.0
2008 225.8 248.0 270.7 - 44 .9
2009 208.8 234 .2 250.1 284 .6 41.3
2010 232.5 240.6 253.9 - 21.4
2011 229.5 247.0 259.4 - 29.9
L) 2012 230.4 245.6 249.5 - 19.1
8 N 12 12 12 1 12
! Mean 225.0 242.3 258.4 284.6 33.4
S.D. 9.2 9.1 11.3 - 8.5
01 2101 220.2 241.5 250.5 - 30.3
p-Chlorophenol 2102 225.1 253.1 269.7 - 44 .6
40 2103 223.9 244.3 253.2 - 29.3
2104 235.4 249.1 260.1 - 24.7
2105 208.7 216.4 233.6 - 24.9
2106 215.4 226.9 239.0 - 23.6
2107 222.0 232.4 247.6 - 25.6
2108 211.8 222.8 233 .4 - 21.6
2109 239.4 280.8 303.1 - 63.7
2110 231.5 241.9 252.1 - 20.6
2111 231.1 241.8 247.3 - 16.2
2112 226.8 259.4 279.0 - 52.2
N 12 12 12 - 12
Mean 224.3 242.5 255.7 - 31.4
S.D. 9.3 17.4 20.1 - 14.4
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Appendix 2-2. -continued Body weight of female rats Exp.No. C539(115-222)
Sex:Female
Group-No. Administration period (day) Unit:g
Dose Gain
mg/kg Animal-No. Q 7 14 21 28 35 42 49 52 ( 0-14)
02 2201 236.1 244 .3 247.9 - - - - - - 11.8
p-Chlorophenol 2202 226.5 238.1 245.3 - - - - - - 18.8
200 2203 230.0 234.0 241.8 - - - - - - 11.8
2204 221.7 233.6 233.8 - - - - - - 12.1
2205 215.3 244 .0 257.7 42 .4
2206 222.5 254 .9 283.9 - - - - - - 61.4
2207 232.6 242.2 264.7 - - - - - 32.1
2208 202.1 236.6 253.7 - - - - - - 51.6
2209 220.8 242.1 252.2 266.5 286.3 271.9 282.9 294.1 295.1 31.4
2210 241.3 267.2 283.0 - - - - - - 41.7
2211 225.7 244.2 263.7 288.9 317.7 299.2 308.2 304.6 309.6 38.0
2212 214 .4 217.7 232.1 - - - - - - 17.7
N 12 12 12 2 2 2 2 2 2 12
Mean 224.1 241.6 255.0 277.7 302.0 285.6 295.6 299.4 302.4 30.9
S.D. 10.6 12.0 16.8 15.8 22.2 19.3 17.9 7.4 10.3 16.7
03 2301 209.3 231.3 241.6 - - - - - - 32.3
p-Chlorophenol 2302 224 .1 - - - - - - - - -
1000 2303 226.0 223.7 230.4 - - - - - - 4.4
2304 230.1 229.7 237.6 252.5 - - - - - 7.5
2305 206.0 210.8 220.4 - - - - - - 14.4
2306 237.5 - - - - - - - - -
2307 231.6 231.2 242.3 - - - - - - 10.7
2308 239.7 258.8 287.5 - - - - - - 47.8
2309 228.8 - - - - - - - - -
2310 219.2 234.2 - - - - - - - -
2311 221.3 229.6 241.3 - - - - - - 20.0
2312 216.1 234.1 - - - - - - - -
N 12 9 7 1 - - - - - 7
Mean 224.1 231.5 243.0 252.5 - - - - - 19.6
S.D. 10.4 12.5 21.2 - - - - - - 15.5
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Appendix 2-3. Body weight of dams Exp.No. C539(115-222)
Sex:Female
Group-No. Gestation period (day) Unit:g
Dose Gain
mg/kg Animal-No. 0 7 14 0 ( 0-20)
00 2001 257.9 301.1 340.0 423.6 165.7
control 2002 254.6 274.8 309.2 385.8 131.2
0 2003 285.6 318.0 350.2 422.0 136.4
2004 252.4 276.7 306.0 377.6 125.2
2005 270.2 293.1 327.6 416 .4 1l46.2
2006 277.1 314 .6 360.1 436 .4 159.3
2007 251.9 279.3 304.2 381.3 129.4
2008 270.6 299.7 335.0 415.6 145.0
2009 294 .5 311.0 342.1 433.8 139.3
2010 250.8 281.3 318.0 388.5 137.7
2011 264.5 288.7 322.4 413.2 148.7
2012 264 .7 297.4 338.1 417.9 153.2
N 12 12 12 12 12
Mean 266.2 294.6 329.4 409.3 143.1
S.D. 14.1 14.9° 17.9 20.6 12.3
01 2101 255.0 283.1 321.3 395.4 140.4
p-Chlorophenol 2102 266 .4 293.3 315.0 384.8 118.4
40 2103 273.2 314.8 353.0 425.0 151.8
2104 264.3 293.3 331.5 407.1 142.8
2105 232.8 259.8 295.8 362.9 130.1
2106 258.7 284.1 322.0 405.5 146.8
2107 251.0 277.6 310.6 391.1 140.1
2108 231.5 265.9 300.1 370.8 139.3
2109 307.5 339.2 384.7 461.2 153.7
2110 258.2 290.3 325.7 389.1 130.9
2111 269.0 309.9 348.1 419.1 150.1
2112 287.8 312.6 356.8 436.9 149.1
N 12 12 12 12 12
Mean 263.0 293.7 330.4 404.1 141.1
S.D. 21.1 22.4 25.9 28.1 10.4




Appendix 2-3. -continued Body weight of dams Exp.No. C539(115-222)
Sex:Female
Group-No. Gestation period (day) Unit:g
Dose Gain
mg/kg Animal-No. 0 7 14 20 ( 0-20)
02 2201 264.9 283.3 310.3 387.2 122.3
p-Chlorophenol 2202 NP 245.3+ 279.6+ 290.2+ 284 .2+ 38.9+
200 2203 258.7 277.2 314.1 388.3 129.6
2204 259.6 290.5 334.7 434.0 174 .4
2205 264.0 296 .4 335.3 398.3 134.3
2206 284.0 303.9 330.3 402.2 118.2
2207 264.5 306.3 339.9 423.1 158.6
2208 262.3 301.9 338.8 407.5 145.2
2210 282.2 307.9 344.0 406.1 123.9
2212 236.4 262.9 300.4 374.7 138.3
! N S 9 9 9 9
Eg Mean 264.1 292.3 327.5 402.4 138.3
W S.D. 13.9 15.2 15.3 18.3 18.4
1
03 2301 251.0 284.3 316.3 396.0 145.0
p-Chlorophenol 2303 226.1 256.5 283.8 342.3 116.2
1000 2304 255.2 279.7 307.6 383.0 127.8
2305 215.7 255.3 289.9 338.6 122.9
2307 246.8 270.8 301.4 371.9 125.1
2308 282.9 297.8 339.8 403.9 121.0
2311 254.0 272 .4 301.6 377.4 123.4
N 7 7 7 7 7
Mean 247 .4 273.8 305.8 373.3 125.9
S.D. 21.7 15.1 18.5 24 .9 9.2
NP:non-pregnancy, the values with plus sign(+) were excluded from the calculation
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Appendix 2-3. -continued Body weight of dams Exp.No. C539(115-222)
Sex:Female
Group-No. Lactation period (day) Unit:g
Dose Gain
mg/kg Animal-No. 0 4 ( 0- 4)
00 2001 311.2 318.2 7.0
control 2002 294.9 298.2 3.3
0 2003 334.1 338.3 4.2
2004 302.4 292.1 -10.3
2005 292.8 319.2 26.4
2006 328.7 343.3 14.6
2007 254 .4 292.9 38.5
2008 297.9 326.4 28.5
2009 336.3 348.7 12.4
2010 300.8 294.5 -6.3
2011 300.1 327.7 27.6
2012 301.1 314.1 13.0
N 12 12 12
Mean 304.6 317.8 13.2
S.D. 22.1 20.0 14.8
01 2101 293.9 313.6 19.7
p-Chlorophenol 2102 307.1 311.8 4.7
40 2103 318.3 320.0 1.7
2104 317.9 336.6 18.7
2105 282.1 284.5 2.4
2106 295.9 306.9 11.0
2107 270.3 303.7 33.4
2108 271.5 295.0 23.5
2109 358.8 358.3 -0.5
2110 285.9 322.9 37.0
2111 308.7 342.7 34.0
2112 348.1 351.7 3.6
N 12 12 12
Mean 304.9 320.6 15.8
S.D. 27.9 22.8 13.9




Appendix 2-3. -continued Body weight of dams Exp.No. C539(115-222)
Sex:Female
Group-No. Lactation period (day) Unit:g
Dose Gain
mg/kg Animal-No. 0 4 ( 0- 4)
02 2201 308.9 310.2 1.3
p-Chlorophenol 2203 309.2 325.8 16.6
200 2204 323.9 316.9 -7.0
2205 298.5 317.5 19.0
2206 338.9 346.0 7.1
2207 307.7 346.8 39.1
2208 322.1 324.8 2.7
2210 299.4 330.7 31.3
2212 244.0 - -
N 9 8 8
! Mean 305.8 327.3 13.8
g S.D. 26.5 13.3 15.8
h
1
03 2301 301.5 308.1 6.6
p-Chlorophenol 2303 263.0 272.3 9.3
1000 2304 289.1 302.1 13.0
2305 294 .4 300.2 5.8
2307 271.0 292.9 21.9
2308 321.9 329.2 7.3
2311 295.9 281.4 -14.5
N 7 7 7
Mean 291.0 298.0 7.1
S.D. 19.5 18.5 11.0
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Appendix 3-1. Food consumption of male rats Exp.No. C539(115-222)

Sex:Male

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g

Dose 0 7 21 28 35 0 21

mg/kg Animal-No. => 7 => 14 => 28 => 35 => 42 => 14 => 42

00 1001 24 22 22 23 19 324 450

control 1002 23 23 20 21 18 320 413

0 1003 27 26 23 22 20 368 453

1004 22 22 21 20 20 310 427

1005 21 20 19 18 17 289 386

1006 26 27 24 15 14 367 376

1007 24 22 21 20 19 323 424

1008 21 20 19 19 17 290 386

1009 24 23 - 21 21 325 -

1010 25 24 23 22 21 339 464

1011 25 23 20 20 19 336 418

1012 23 22 20 21 20 311 427

N 12 12 11 12 12 12 11

Mean 24 23 21 20 19 325 420

S.D. 2 2 2 2 2 25 29

01 1101 22 20 21 20 17 291 401

p-Chlorophenol 1102 24 23 18 19 17 329 381

40 1103 21 20 18 18 17 286 373

1104 23 22 21 21 19 315 428

1105 26 23 21 19 18 346 406

1106 22 20 20 19 18 298 398

1107 25 25 23 23 21 349 475

1108 23 23 22 22 22 326 460

1109 24 22 20 19 19 320 413

1110 23 22 21 20 21 313 433

1111 28 26 24 24 23 379 493

1112 28 26 25 26 25 377 525

N 12 12 12 12 12 12 12

Mean 24 23 21 21 20 327 432

S.D. 2 2 2 2 3 31 47
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Appendix 3-1. -continued Food consumption of male rats Exp.No. C539(115-222)

Sex:Male

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g

Dose 0 7 21 28 35 0 21

mg/kg Animal-No. => 7 => 14 => 28 => 35 => 42 => 14 => 42

02 1201 26 25 24 24 22 357 482

p-Chlorophenol 1202 23 23 23 22 20 326 452

200 1203 22 23 22 22 22 314 464

1204 25 25 23 24 23 345 486

1205 23 23 20 20 20 323 420

1206 22 22 20 21 21 307 427

1207 22 22 20 20 20 310 418

1208 24 22 22 22 21 326 454

1209 27 26 - 24 24 366 -

1210 24 24 21 22 23 335 467

1211 23 22 - 19 21 310 -

1212 24 22 24 25 23 321 500

N 12 12 10 12 12 12 10

Mean 24 23 22 22 22 328 457

S.D. 2 1 2 2 1 19 28

03 1301 21 22 24 23 22 299 480

p-Chlorophenol 1302 20 19 22 21 20 277 436

1000 1303 18 - - - - - -

1305 17 18 - 20 19 244 -

1307 17 21 24 23 22 268 484

1308 19 19 22 24 21 271 472

1309 19 - - - - - -

1311 16 15 18 20 17 215 390

1312 22 - - - - - -

N S 6 5 6 6 6 5

Mean 19 19 22 22 20 262 452

S.D. 2 2 2 2 2 29 40




Appendix 3-2.

Sex:Female

Food consumption of female rats

ExXp.No.

C539(115-222)

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 0
mg/kg Animal-No. => 7 => 14 => 14
00 2001 16 17 235
control 2002 16 17 232
0 2003 18 19 260
2004 16 16 223
2005 16 15 219
2006 17 18 247
2007 16 16 221
2008 18 17 246
2009 18 17 244
2010 15 16 215
2011 17 17 234
! 2012 16 15 219
=
7S] N 12 12 12
! Mean 17 17 233
S.D. 1 1 14
01 2101 17 16 226
p-Chlorophenol 2102 17 17 238
40 2103 16 16 223
2104 15 15 215
2105 15 16 212
2106 15 16 217
2107 17 17 240
2108 16 15 215
2109 21 21 293
2110 15 16 218
2111 14 16 211
2112 19 19 261
N 12 12 12
Mean 16 17 231
S.D. 2 2 24
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Appendix 3-2. -continued Food consumption of female rats Exp.No. C539(115-222)

Sex:Female

Group-No. Administration period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 28 35 42 49 0
mg/kg Animal-No. => 7 => 14 => 35 => 42 => 49 => 52 => 14
02 2201 15 16 - - - - 215
p-Chlorophenol 2202 15 15 - - - - 214
200 2203 15 16 - - - - 221
2204 15 15 - - - - 211
2205 17 16 - - - - 233
2206 17 20 - - - - 259
2207 17 18 - - - - 244
2208 18 17 - - - - 250
2209 16 15 12 13 15 15 219
2210 17 17 - - - - 243
2211 16 16 14 13 14 15 225
2212 14 16 - - - - 211
N 12 12 2 2 2 2 12
Mean 16 16 13 13 15 15 229
S.D. 1 1 1 0 1 0 17
03 2301 14 13 - - - - 192
p-Chlorophenol 2303 13 14 - - - - 186
1000 2304 13 14 - - - - 194
2305 13 15 - - - - 199
2307 14 16 - - - - 211
2308 13 21 - - - - 240
2310 13 - - - - - -
2311 14 14 - - - - 195
2312 15 - - - - - -
N S 7 - - - - 7
Mean 14 15 - - - - 202

S.D. 1 3 - - - - 18




Appendix 3-3.

Sex:Female

Food consumption of dams

ExXp.No.

C539(115-222)

Group-No. Gestation period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 14 18 0
mg/kg Animal-No. => 7 => 14 => 18 => 20 => 20
00 2001 21 20 21 17 403
control 2002 18 20 19 15 368
0 2003 21 23 22 16 431
2004 17 17 20 18 360
2005 18 19 21 19 376
2006 22 23 25 19 455
2007 18 18 20 15 362
2008 18 20 21 16 379
2009 18 19 22 24 393
2010 17 18 21 14 358
2011 19 20 23 17 396
t; 2012 20 21 22 16 412
—_
o N 12 12 12 12 12
! Mean 19 20 21 17 391
S.D. 2 2 2 3 30
01 2101 18 18 22 17 371
p-Chlorophenol 2102 17 17 19 11 339
40 2103 22 24 23 20 448
2104 18 18 19 15 356
2105 17 17 20 16 351
2106 19 20 24 16 400
2107 18 19 21 16 372
2108 18 19 20 15 371
2109 22 23 24 16 440
2110 139 19 19 13 370
2111 20 20 20 16 392
2112 21 23 24 19 440
N 12 12 12 12 12
Mean 19 20 21 16 388
S.D. 2 2 2 2 37
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Appendix 3-3. -continued Food consumption of dams Exp.No. C539(115-222)

Sex:Female

Group-No. Gestation period (day) Unit:g/animal/day Cumulative consumption Unit:g
Dose 0 7 14 18 0
mg/kg Animal-No. => 7 => 14 => 18 => 20 => 20
02 2201 18 18 21 19 374
p-Chlorophenol 2202 NP 19+ 18+ 12+ 9+ 327+
200 2203 18 20 21 18 388
2204 20 22 23 20 428
2205 19 21 20 15 389
2206 18 18 20 18 366
2207 21 20 22 17 408
2208 24 24 24 16 467
2210 18 20 20 14 378
2212 18 19 20 18 374
N 9 9 9 9 9
Mean 19 20 21 17 397
S.D. 2 2 1 2 33
03 2301 18 20 22 19 388
p-Chlorophenol 2303 18 17 18 12 342
1000 2304 17 21 20 23 393
2305 20 22 22 21 426
2307 20 20 23 15 400
2308 19 21 21 18 402
2311 17 18 20 16 357
N 7 7 7 7 7
Mean 18 20 21 18 387
S.D. 1 2 2 4 29

NP:non-pregnancy, the values with plus sign(+) were excluded from the calculation
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Appendix 3-3. -continued Food consumption of dams Exp.No. C539(115-222)

Sex:Female

Group-No. Lactation period (day) Unit:g/animal/day
Dose 0
mg/kg Animal-No. => 4
00 2001 24
control 2002 18
0 2003 21
2004 19
2005 26
2006 25
2007 16
2008 26
2009 28
2010 14
2011 34
2012 24
N 12
Mean 23
S.D. 6
01 2101 22
p-Chlorophenol 2102 26
40 2103 23
2104 29
2105 23
2106 23
2107 32
2108 25
2109 20
2110 27
2111 27
2112 26
N 12
Mean 25

S.D. 3
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Appendix 3-3. -continued Food consumption of dams Exp.No. C539(115-222)

Sex:Female

Group-No. Lactation period (day) Unit:g/animal/day
Dose 0
mg/kg Animal-No. => 4
02 2201 21
p-Chlorophenol 2203 29
200 2204 24
2205 26
2206 23
2207 26
2208 27
2210 29
N 8
Mean 26
S.D. 3
03 2301 27
p-Chlorophenol 2303 26
1000 2304 32
2305 24
2307 29
2308 28
2311 24
N 7
Mean 27

S.D. 3
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Appendix 4. Absolute and relative organ weights in male rats Exp.No. C539(115-222)

Group-No.

Dose Body weight Testes Epididymides
mg/kg Animal-No. (g) (g) (g%) (mg) (mg%)
00 1001 546.0 3.70 0.68 1355 248
control 1002 527.5 3.39 0.64 1114 211
0 1003 547.6 3.71 0.68 1397 255
1004 508.7 3.41 0.67 1232 242
1005 487.4 3.37 0.69 1358 279
1006 506.2 3.26 0.64 1215 240
1007 519.3 3.26 0.63 1139 219
1008 458.7 3.08 0.67 1175 256
1009 517.2 3.26 0.63 1370 265
1010 515.1 3.58 0.70 1389 270
1011 521.8 3.19 0.61 1211 232
1012 510.3 3.28 0.64 1189 233

N 12 12 12
Mean 513.8 3.37 0.66 1262 246
S.D. 23.9 0.20 0.03 104 20
01 1101 487.6 3.03 0.62 1150 236
p-Chlorophenol 1102 523.0 3.41 0.65 1300 249
40 1103 454.2 3.30 0.73 1199 264
1104 512.8 3.39 0.66 1344 262
1105 516.9 3.23 0.62 1328 257
1106 498.3 3.40 0.68 1275 256
1107 558.8 3.15 0.56 1189 213
1108 502.9 3.33 0.66 1338 266
1109 480.8 3.18 0.66 1094 228
1110 518.3 4.02 0.78 1379 266
1111 596.8 3.62 0.61 1308 219
1112 597.5 3.33 0.56 1312 220

N 12 12 12
Mean 520.7 3.37 0.65 1268 245
S.D. 43.9 0.26 0.06 89 20
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Appendix 4. -continued Absolute and relative organ weights in male rats Exp.No. C539(115-222)

Group-No.
Dose Body weight Testes Epididymides
mg/kg Animal-No. (g) (g) (g%) (mg) (mg%)
02 1201 548.1 3.08 0.56 1221 223
p-Chlorophenol 1202 544 .7 3.03 0.56 1156 212
200 1203 512.0 3.43 0.67 1255 245
1204 553.6 3.31 0.60 1202 217
1205 517.7 3.24 0.63 1110 214
1206 512.6 3.34 0.65 1166 227
1207 453.1 3.88 0.86 1244 275
1208 512.8 2.59 0.51 1006 196
1209 566.5 2.87 0.51 1156 204
1210 541.1 3.93 0.73 1420 262
1211 480.1 3.06 0.64 1172 244
1212 573.1 3.15 0.55 1083 189
N 12 12 12
Mean 526.3 3.24 0.62 1183 226
S.D. 35.3 0.38 0.10 102 26
03 1301 452.0 3.34 0.74 1150 254
p-Chlorophenol 1302 460.3 3.48 0.76 1254 272
1000 1305 442.8 3.10 0.70 1168 264
1307 465.7 3.23 0.69 1206 259
1308 461.4 3.31 0.72 1248 270
1311 395.3 3.59 0.91 1227 310
N 6 6 6
Mean 446 .3 3.34 0.75 1208 272
S.D. 26.3 0.17 0.08 43 20
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Appendix 5. Individual gross findings Exp. No. C539 (115-222)

Sex: Male Dose level: O (mg/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

1001 sacrificed 42 normal

1002 sacrificed 42 normal

1003 sacrificed 42 normal

1004 sacrificed 42 normal

1005 sacrificed 42 normal

1006 sacrificed 42 kidney scarred, single,right,diameter,1 mm
1007 sacrificed 42 normal

1008 sacrificed 42 lung brown patch, single,left,diameter,2 mm
1009 sacrificed 42 normal

1010 sacrificed 42 normal

1011 sacrificed 42 pituitary gland

black patch, single,diameter,1l mm

1012 sacrificed 42 normal
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Appendix 5. -continued Individual gross findings Exp. No. C539 (115-222)

Sex: Male Dose level: 40 (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1101 sacrificed 42 normal
1102 sacrificed 42 normal
1103 sacrificed 42 normal
1104 sacrificed 42 normal
1105 sacrificed 42 normal
1106 sacrificed 42 normal
1107 sacrificed 42 normal
1108 sacrificed 42 normal
1109 sacrificed 42 normal
1110 sacrificed 42 normal
1111 sacrificed 42 normal

1112 sacrificed 42 normal
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Appendix 5. -continued Individual gross findings Exp. No. C539 (115-222)

Sex: Male Dose level: 200 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1201 sacrificed 42 normal
1202 non-pregnancy 42 normal
1203 sacrificed 42 normal
1204 sacrificed 42 normal
1205 sacrificed 42 normal
1206 sacrificed 42 normal
1207 sacrificed 42 normal
1208 sacrificed 42 testis small, right
1209 not copulation 42 normal
1210 sacrificed 42 normal
1211 not copulation 42 normal

1212 sacrificed 42 normal
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Appendix 5. -continued Individual gross findings Exp. No. C539 (115-222)
Sex: Male Dose level: 1,000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1301 sacrificed 42 stomach white patch, single, forestomach,20x10 mm
liver brown
kidney scarred, single,left,diameter,1l mm
1302 sacrificed 42 stomach red patch, single, forestomach,10x4 mm
thick, single, focal, forestomach,15x10 mm
liver brown
1303 dead 12 [autolysis (moderate) ]
stomach red patch,multiple, forestomach,10x3 mm
thick, forestomach
liver enlarged
1304 dead 4 liver enlarged
epididymis nodule,white, single,bilateral,caudal part,5x4 mm
1305 sacrificed 42 stomach thick, forestomach
liver brown
1306 dead 6 stomach white patch, single, forestomach, 30x15 mm
small intestine
red patch, single, duodenum, 3x1 mm
liver enlarged
1307 sacrificed 42 liver brown
1308 sacrificed 42 stomach thick, single, focal, forestomach, 20x15 mm
1309 dead 12 [autolysis (moderate) ]

stomach

liver

red patch,multiple, forestomach, 30x10 mm
thick, forestomach

enlarged
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Appendix 5. -continued Individual gross findings Exp. No. C539 (115-222)
Sex: Male Dose level: 1,000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1310 dead 6 [autolysis (slight)]
esophagus reddish,single, focal, 3x2x1 mm
stomach white patch,single, forestomach, 30x18 mm
1311 sacrificed 42 stomach thick, single, focal, forestomach, 15x10 mm
small intestine
diverticulum, single, ileum, 10x3x3 mm
liver brown
1312 dead 7 stomach red patch, single, forestomach, diameter,10 mm
white patch, single, forestomach, 35x20 mm
liver enlarged




- 1¢C -

Appendix 5. -continued Individual gross findings Exp. No. C539 (115-222)
Sex: Female Dose level: (ng/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2001 sacrificed L4 kidney scarred, single,right,diameter,1 mm
2002 sacrificed 14 normal

2003 sacrificed 14 normal

2004 sacrificed 14 normal

2005 sacrificed 14 normal

2006 sacrificed 14 normal

2007 sacrificed L4 thymus atrophic

kidney enlarged,white, right
nodule,white,a few,right,diameter,7 mm

2008 sacrificed 14 normal

2009 sacrificed 4 normal

2010 sacrificed 14 normal

2011 sacrificed L4 normal

2012 sacrificed 14 normal

L: lactation period
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Appendix 5. -continued Individual gross findings Exp. No. C539 (115-222)

Sex: Female Dose level: 40 (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2101 sacrificed 14 normal
2102 sacrificed 14 normal
2103 sacrificed 14 normal
2104 sacrificed L4 normal
2105 sacrificed 14 normal
2106 sacrificed 14 normal
2107 sacrificed L4 normal
2108 sacrificed 14 normal
2109 sacrificed L4 pituitary gland

cyst,single, 2x1 mm
2110 sacrificed 4 normal
2111 sacrificed L4 normal
2112 sacrificed L4 normal

L: lactation period
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Appendix 5. -continued Individual gross findings Exp. No. C539 (115-222)
Sex: Female Dose level: 200 (ng/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2201 sacrificed 14 normal

2202 non-pregnancy G25 normal

2203 sacrificed 14 normal

2204 sacrificed L4 normal

2205 sacrificed 14 normal

2206 sacrificed 14 normal

2207 sacrificed L4 normal

2208 sacrificed 14 liver hepatodiaphragmatic nodule,single,adhesion with diaphragma, 8x8x4 mm
2209 not copulation 52 normal

2210 sacrificed 14 kidney scarred, single, left,diameter,1 mm

2211 not copulation 52 pituitary gland

cyst,single, 2x1 mm
2212 all pups died L3 normal

L: lactation period G: gestation period
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Appendix 5. -continued Individual gross findings Exp. No. C539 (115-222)
Sex: Female Dose level: 1,000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2301 sacrificed L4 stomach thick, single, focal, forestomach, 15x10 mm
liver brown
enlarged
2302 dead 5 [autolysis (slight)]
esophagus reddish, single, focal, 15x5x1 mm
gtomach red patch, single, forestomach,10x7 mm
2303 sacrificed L4 lung brown patch, single,right,diameter,2 mm
2304 sacrificed L4 stomach thick, single, focal, 20x20 mm
kidney scarred, single,right,diameter,1l mm
2305 sacrificed 14 stomach thick, single, focal, forestamach, 14x10 mm
liver brown
2306 dead 5 normal
[autolysis (slight)]
2307 sacrificed 4 liver brown
2308 sacrificed 14 liver brown
2309 dead 5 normal
[autolysis (slight)]
2310 dead 7 stomach white patch, single, forestomach,20x15 mm
liver enlarged
2311 sacrificed L4 liver brown
2312 dead 10 stomach white patch,a few, forestomach,10x10 mm
liver enlarged

L: lactation period
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Appendix 6. Individual histological findings Exp. No. C539 (115-222)

Sex: Male Dose level: O (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1001 sacrificed 42 epididymis cellular infiltrat., mononuclear, focal,unilateral
prostate cellular infiltrat., mononuclear,ventral,multifocal

testis and seminal vesicle are non remarkable

1002 sacrificed 42 testis,epididymis,prostate and seminal vesicle are non remarkable

1003 sacrificed 42 prostate cellular infiltrat., mononuclear,ventral,multifocal
testis,epididymis and seminal vesicle are non remarkable

1004 sacrificed 42 prostate cellular infiltrat., mononuclear,ventral,multifocal
testig,epididymis and seminal vesicle are non remarkable

1005 sacrificed 42 prostate cellular infiltrat., mononuclear,ventral,multifocal
testis,epididymis and seminal vesicle are non remarkable

1006 sacrificed 42 kidney basophilic tubule, focal
prostate cellular infiltrat., mononuclear,ventral,multifocal

testis,epididymis and seminal vesicle are non remarkable

1007 sacrificed 42 testis,epididymis,prostate and seminal vesicle are non remarkable
1008 sacrificed 42 lung pneumonia with deposit, hematoidin crystal, focal
prostate cellular infiltrat., mononuclear,ventral,multifocal

testis,epididymis and seminal vesicle are non remarkable
1009 sacrificed 42 testis,epididymis,prostate and seminal vesicle are non remarkable
1010 sacrificed 42 prostate cellular infiltrat., mononuclear,ventral, focal
testis,epididymis and seminal vesicle are non remarkable

1011 sacrificed 42 prostate cell debris, lumen,dorsolateral, focal
cellular infiltrat., mononuclear,ventral,multifocal

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Exp. No. C539 (115-222)

Appendix 6. -continued Individual histological findings
Sex: Male Dose level: O (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1011 pituitary gland
cyst,Rathke’s pouch,pars distalis
testis,epididymis and seminal vesicle are non remarkable
1012 sacrificed 42 testis,epididymis,prostate and seminal vesicle are non remarkable
The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Individual histological findings Exp. No. C539 (115-222)

Sex: Male Dose level: 200 (mg/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

1202 non-pregnancy 42 testis,epididymis,prostate and seminal vesicle are non remarkable
1208 sacrificed 42 testis atrophy, seminiferous tubule, focal,bilateral

1209 not copulation 42 prostate cellular infiltrat., mononuclear,ventral,multifocal

testis,epididymis and seminal vesicle are non remarkable
1211 not copulation 42 prostate cellular infiltrat., mononuclear,ventral,multifocal

testis,epididymis and seminal vesicle are non remarkable

The degree of non-neoplastic

lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Individual histological findings Exp. No. C539 (115-222)
Sex: Male Dose level: 1,000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1301 sacrificed 42 forestomach  hyperplasia, squamous cell with hyperkeratosis
liver hypertrophy, hepatocyte,centrilobular
kidney fibrosis, focal with basophilic tubule and cellular infiltrat., mononuclear
,cortex
testis,epididymis,prostate and seminal vesicle are non remarkable
1302 sacrificed 42 forestomach  hyperplasia, squamous cell,moderate with hyperkeratosis
liver hypertrophy, hepatocyte,centrilcbular
testis,epididymis,prostate and seminal vesicle are non remarkable
1303 dead 12 forestomach  hyperplasia, squamous cell with hyperkeratosis
liver hypertrophy, hepatocyte,centrilobular
[autolysis]
prostate cellular infiltrat., mononuclear,ventral,multifocal
[autolysis]
seminal vesicle
non remarkable
[autolysis]
testis and epididymis are non remarkable
1304 dead 4 liver non remarkable
[no abnormal change corresponding to the gross finding "enlarged" / autolysis]
epididymis spermatic granuloma,bilateral
prostate non remarkable
[autolysis]
testis and seminal vesicle are non remarkable
1305 sacrificed 42 forestomach  hyperplasia, squamous cell with hyperkeratosis

liver hypertrophy, hepatocyte,centrilcbular

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Individual histological findings Exp. No. C539 (115-222)

Sex: Male Dose level: 1,000 (mg/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

1305 testis,epididymis,prostate and seminal vesicle are non remarkable

1306 dead 6 forestomach  hyperplasia, squamous cell with hyperkeratosis
duodenum hemorrhage, focal

[hemorrhage at agonal stage / autolysig]

liver non remarkable
[no abnormal change corresponding to the gross finding "enlarged" / autolysis]

prostate non remarkable
[autolysis]

seminal vesicle
non remarkable
[autolysis]
testis and epididymis are non remarkable
1307 sacrificed 42 liver hypertrophy, hepatocyte,centrilobular
prostate cellular infiltrat., mononuclear,ventral, focal
testis,epididymis and seminal vesicle are non remarkable
1308 sacrificed 42 forestomach hyperplasia, squamous cell with hyperkeratosis
testis,epididymis,prostate and seminal vesicle are non remarkable

1309 dead 12 forestomach  hyperplasia, squamous cell with hyperkeratosis

liver non remarkable
[no abnormal change corresponding to the gross finding "enlarged" / autolysis]

testis non remarkable
[autolysis]

prostate cellular infiltrat., mononuclear,ventral,multifocal
[autolysis]

seminal vesicle
non remarkable

The degree of non-neoplastic lesions was slight, when each degree of them was not described.



-0¢C -

Appendix 6. -continued Individual histological findings Exp. No. C539 (115-222)

Sex: Male Dose level: 1,000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1309 seminal vesicle

[autolysis]

epididymis is non remarkable

1310 dead 6 esophagus ulcer, focal
[autolysis]

forestomach  hyperplasia, squamous cell with hyperkeratosis

prostate non remarkable
[autolysis]

seminal vesicle
non remarkable
[autolysis]

testis and epididymis are non remarkable

1311 sacrificed 42 forestomach  hyperplasia, squamous cell with hyperkeratosis
ileum diverticula
liver hypertrophy, hepatocyte,centrilobular
prostate cell debris, lumen,dorsolateral, focal

cellular infiltrat., mononuclear,ventral,multifocal
testis,epididymis and seminal vesicle are non remarkable

1312 dead 7 forestomach  erosion, focal
hyperplasia, squamous cell with hyperkeratosis

liver non remarkable
[no abnormal change corresponding to the gross finding "enlarged" / autolysis]

prostate cellular infiltrat., mononuclear,ventral, focal
seminal vesicle

non remarkable
[autolysis]

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Exp. No. C539 (115-222)

Appendix 6. -continued Individual histological findings
Sex: Male Dose level: 1,000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
1312 testis and epididymis are non remarkable
The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Individual histological findings Exp. No. C539 (115-222)

Sex: Female Dose level: 0 (ng/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2001 sacrificed L4 kidney fibrosis, focal with basophilic tubule,cortex,unilateral
uterus post delivery lesion,bilateral

ovary and vagina are non remarkable

2002 sacrificed 14 uterus post delivery lesion,bilateral
ovary and vagina are non remarkable

2003 sacrificed 14 uterus post delivery lesion,bilateral
ovary and vagina are non remarkable

2004 sacrificed 14 uterus post delivery lesion,bilateral
ovary and vagina are non remarkable

2005 sacrificed 14 uterus post delivery lesion,bilateral
ovary and vagina are non remarkable

2006 sacrificed L4 uterus post delivery lesion,bilateral

ovary and vagina are non remarkable

2007 sacrificed 14 thymus atrophy
kidney #nephroblastoma
uterus post delivery lesion,bilateral

ovary and vagina are non remarkable

2008 sacrificed L4 uterus post delivery lesion,bilateral
ovary and vagina are non remarkable

2009 sacrificed L4 uterus post delivery lesion,bilateral

ovary and vagina are non remarkable

L: lactation period
The degree of non-neoplastic lesions was slight, when each degree of them was not described.



T4

Appendix 6. -continued Individual histological findings Exp. No. C539 (115-222)
Sex: Female Dose level: 0 (ng/kg) Generation: FO

Animal Classification Day at Organ Findings and comments

ID-No. examination

2010 sacrificed L4 uterus post delivery lesion,bilateral

ovary and vagina are non remarkable

2011 sacrificed L4 uterus post delivery lesion,bilateral
ovary and vagina are non remarkable

2012 sacrificed L4 uterus post delivery lesion,bilateral

ovary and vagina are non remarkable

L: lactation period
The degree of non-neoplastic lesions was slight, when each degree of them was not described.



T4

Exp. No. C539 (115-222)

L: lactation period

Appendix 6. -continued Individual histological findings
Sex: Female Dose level: 40 (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2109 sacrificed L4 pituitary gland
cyst,Rathke’s pouch,pars distalis
The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Individual histological findings Exp. No. C539 (115-222)
Sex: Female Dose level: 200 (ng/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2202 non-pregnancy G25 ovary,uterus and vagina are non remarkable
2208 sacrificed L4 liver hepatodiaphragmatic nodule,adhesion with diaphragma
2209 not copulation 52 ovary,uterus and vagina are non remarkable
2210 sacrificed L4 kidney fibrogis, focal,cortex
2211 not copulation 52 ovary cyst, follicular,bilateral
pituitary gland
cyst,Rathke’s pouch,pars nervosa
uterus and vagina are non remarkable
2212 all pups died L3 uterus post delivery lesion,bilateral

ovary and vagina are non remarkable

G: gestation period

L: lactation period

The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Individual histological findings Exp. No. C539 (115-222)

Sex: Female Dose level: 1,000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2301 sacrificed L4 forestomach  hyperplasia, squamous cell with hyperkeratosis
liver hypertrophy, hepatocyte,centrilobular
uterus post delivery lesion,bilateral

ovary and vagina are non remarkable

2302 dead 5 esophagus ulcer,diffuse
[autolysis]

forestomach  hyperplasia, squamous cell

ovary non remarkable
[autolysis]
uterus non remarkable
[autolysis]
vagina non remarkable
[autolysis]
2303 sacrificed L4 lung pneumonia with deposit, hemosiderin, focal
uterus post delivery lesion,bilateral

ovary and vagina are non remarkable

2304 sacrificed L4 forestomach  hyperplasia, squamous cell with hyperkeratosis
kidney fibrosis, focal with basophilic tubule and cellular infiltrat., mononuclear
,cortex
uterus post delivery lesion,bilateral

ovary and vagina are non remarkable

2305 sacrificed L4 forestomach  hyperplasia, squamous cell with hyperkeratosis
liver hypertrophy, hepatocyte,centrilobular
uterus post delivery lesion,bilateral

L: lactation period
The degree of non-neoplastic lesions was slight, when each degree of them was not described.
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Appendix 6. -continued Individual histological findings Exp. No. C539 (115-222)

Sex: Female Dose level: 1,000 (mg/kg) Generation: FO
Animal Classification Day at Organ Findings and comments
ID-No. examination
2305 ovary and vagina are non remarkable
2306 dead 5 vagina non remarkable

[autolysis]

ovary and uterus are non remarkable

2307 sacrificed 14 liver hypertrophy, hepatocyte,centrilobular
uterus post delivery lesion,bilateral
ovary and vagina are non remarkable

2308 sacrificed L4 liver hypertrophy, hepatocyte,centrilobular
uterus post delivery lesion,bilateral
ovary and vagina are non remarkable

2309 dead 5 ovary,uterus and vagina are non remarkable

2310 dead 7 forestomach  ulcer, focal
hyperplasia, squamous cell with hyperkeratosis

liver non remarkable
[no abnormal change corresponding to the gross finding "enlarged" / autolysis]

ovary,uterus and vagina are non remarkable

2311 sacrificed L4 liver hypertrophy, hepatocyte,centrilobular
uterus post delivery lesion,bilateral
ovary and vagina are non remarkable

2312 dead 10 forestomach  ulcer, focal
hyperplasia, squamous cell with hyperkeratosis

liver non remarkable
[no abnormal change corresponding to the gross finding "enlarged" / autolysis]

ovary,uterus and vagina are non remarkable

L: lactation period
The degree of non-neoplastic lesions was slight, when each degree of them was not described.



Appendix 7. Cell type and number in seminiferous tubules of male rats at VII- VIl stage of spermatogenesis Exp. No. C539 (115-222)

Dose level : 0 mg/kg

- 8¢C -

Animal Cell type and number of cells Cell type and number per Sertoli cell

ID-No. Type A PL p RS SR Type A PL p RS
1001 16 223 301 792 103 0.16 2.17 2.92 7.69
1002 26 257 363 874 123 0.21 2.09 2.95 7.11
1003 21 214 293 751 102 021 2.10 2.87 7.36
1004 26 222 318 861 99 0.26 224 3.21 8.70
1005 21 204 300 672 100 0.21 2.04 3.00 6.72
1006 21 188 303 722 111 0.19 1.69 2.73 6.50
1007 18 232 352 733 105 0.17 2.21 3.35 6.98
1008 21 198 293 781 114 0.18 1.74 2.57 6.85
1009 20 200 287 687 106 0.19 1.89 271 6.48
1010 22 233 324 863 95 0.23 245 3.41 9.08
1011 21 210 329 777 97 0.22 2.16 3.39 8.01
1012 16 271 344 864 110 0.15 2.46 3.13 7.85

Type A: Spermatogonia type A, PL: Preleptotene spermatocyte, P: Pachytene spermatocyte, RS: Round spermatid, SR: Sertoli cell
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Appendix 7. -continued Cell type and number in seminiferous tubules of male rats at VII- VIl stage of spermatogenesis Exp. No. C539 (115-222)

Dose level : 200 mg/kg

Animal Cell type and number of cells Cell type and number per Sertoli cell

ID-No. Type A PL p RS SR Type A PL p RS
1202 27 198 308 657 106 0.25 1.87 291 6.20
1209 ¥ 19 228 312 847 113 0.17 2.02 2.76 7.50
1211 ™ 22 223 346 799 126 0.17 1.77 2.75 6.34

a) Non-pregnancy
b) Not copulation

Dose level : 1,000 mg/kg

Animal Cell type and number of cells Cell type and number per Sertoli cell

ID-No. Type A PL P RS SR Type A PL P RS
1301 20 241 355 846 103 0.19 2.34 3.45 8.21
1302 24 209 316 794 104 0.23 2.01 3.04 7.63
1305 23 200 280 752 119 0.19 1.68 2.35 6.32
1307 24 213 328 749 110 0.22 1.94 2.98 6.81
1308 20 221 326 802 104 0.19 2.13 3.13 7.71
1311 21 187 308 773 102 0.21 1.83 3.02 7.58

Type A: Spermatogonia type A, PL: Preleptotene spermatocyte, P: Pachytene spermatocyte, RS: Round spermatid, SR: Sertoli cell



Appendix 8. Observations of vaginal smear in female rats Exp. No. C539(115-222)

Dose level : 0 mg/kg
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Animal Pre-mating period (day) Mating period (day) Zﬂseifonus |WTQU|ar
ID-No. 12 3 456 7 8 9 10111213 14 123 4 56 7 8 910111213 cycle ijcrlgus
2001 DDEMDDEMDDEMDP C 4.0 -
2002 MDDEMDDEMDZPEMD D C 4.0 -
2003 EMDDEMDUPEMDUPEWM D DZC 4.0 -
2004 EMDDEMDUDEMDUPEM D PC 4.0 -
2005 MDDEMDUDEMDTDTDEE M DDETC 47 -
2006 DDEMDDEMDTDEMDP C 4.0 -
2007 PEMDDUDEMDTUDTUDEMDPD D PC 5.0 -
2008 DPEMDDEMDDETETDTD DDC 4.0 +
2009 MDPEMDUDEMDTDZPEM DPDDDUDUDTUDTUDUDTUDTDZC 4.5 +
2010 EMDDEMDUDEMDTUDEM D PC 4.0 -
2011 EMDDEMDUPEMDTUDEM D PC 4.0 -
2012 EMDDEMDUDEMDTDPE M DD C 4.5 -
42 @ 2/12 b
+04
P : Proestrus E :Estrus M : Metestrus D : Diestrus
C : Copulation
E : The day used for calculation of estrous cycle
a) Mean £ S.D.

b) Number of animals having irregular estrous cycles / number of animals examined
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Appendix 8. -continued Observations of vaginal smear in female rats Exp. No. C539(115-222)

Dose level : 40 mg/kg

Animal Pre-mating period (day) Mating period (day) Mean Irregular
ID-No 1 o estrous estrous
: 3456 7 8 9 10111213 14 12 3 4 cycle cycle
2101 MDDEMDUDEMDTDEMD D C 4.0 -
2102 DDEMDDDDDDDDDD DDC . *
2103 M DDPMDDUPEMDTPDEE M DDC 4.0 +
2104 EMDDEMDDEMDDEM D DC 4.0 -
2105 ODDEMDDEMDDEMDTD C 4.0 -
2106 PEMDPEMDUPEMDPE M DPZC 4.0 -
2107 DPEMDDEMDDEMDP C 4.0 -
2108 EMDDEMDUDEMDTUDEM DDPC 4.0 -
2109 MDDEMDDEMDDEMD D C 4.0 -
2110 EMDDEMDUPEMDUDEM D PC 4.0 -
2111 DEMDDIEMDODEMDTDE MDPZC 4.0 -
2112 MDDEMDDEMDDEMD D C 4.0 -
40 ¥ 2/12 9
+0.0
P : Proestrus E :Estrus M : Metestrus D : Diestrus
C : Copulation
E : The day used for calculation of estrous cycle
a) Mean £ S.D.

b) Number of animals having irregular estrous cycles / number of animals examined
— - = : Pseudopregnancy ; it was excluded from the calculation of the mean estrous cycle



Appendix 8. -continued Observations of vaginal smear in female rats Exp. No. C539(115-222)

Dose level : 200 mg/kg

- -

Animal Pre-mating period (day) Mating period (day) Zﬂseifonus |WTQU|ar
estrous
ID-No. 1 2 3 456 7 8 9 10111213 14 12345 678 91011121314 e oycle
2201 DEMDDEMDDEMDTDE M DDC 4.0 -
2202 DEMDDEMDDEMDTPDE Cc 4.0 -
2203 DEMDPEMDPEMDPE M DPC 4.0 -
2204 DEMDDEMDDETUDTUDPE M DDC 4.0 -
2205 MDDEMDDEMDUDEMD P C 4.0 -
2206 DPEMDDGDUDTUDTDUDTUDTDD D C - +
2207 DDEMDDEMDUDEMDD C 4.0 -
2208 MDDEMDDEMDUDEMD D C 4.0 -
2209 DDDEMDDEMDDEMD DEMDODUDTDODTUDTDUDTDTDD 4.0 +
2210 DDEMDUDUDEMDTDTUDEM DDETC 47 -
2211 EEMDDPEMDDETEMD DPEMDODTDODTUDTUDODTUDT DD 5.0 +
2212 DDEMDDEMDUDEMDD C 4.0 -
42 ¥ 312 ®
+04
P : Proestrus E :Estrus M : Metestrus D : Diestrus
C : Copulation
E : The day used for calculation of estrous cycle
a) Mean £ S.D.

b) Number of animals having irregular estrous cycles / number of animals examined
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Appendix 8.

Dose level : 1000 mg/kg

-continued Observations of vaginal smear in female rats

Exp. No. C539(115-222)

Animal Pre-mating period (day) Mating period (day) Mean Irregular
ID-No estrous estrous
. 12 3 4 5 6 7 8 9 10111213 14 12 3 4 5 6 7 cycle cycle
2301 MDDEMDDEMDDEED DDC 4.0 -
2302 # DDDDD -
2303 EMDPEMDUDEMDUPEWM D PC 4.0 -
2304 EMDDEMDDEMDTPEM DPEMDDC 4.0 -
2305 DDEMDPEMDPEMDD C 4.0 -
2306 # D EMDD -
2307 EMDDIEMDUDEMDUPEWM DPC 4.0 -
2308 DEMDUDODTUDTUDTDTUDUDTDDD C - +
2309 # DPEMD -
2310 # D DDDUDTUDD -
2311 DEMDDEMDDEMDDE MDD C 40 -
2312 # DEMDUDEMDTPDE -
40 @ 147 9
+0.0

: Proestrus E : Estrus M : Metestrus D : Diestrus
: Copulation

: The day used for calculation of estrous cycle

: Died , data were excluded from the calculation

a) Mean £ S.D.

HIMO O

b) Number of animals having irregular estrous cycles / number of animals examined
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Appendix 9. Copulation and fertility results in animals Exp.No. C539(115-222)

Group-No.
Dose Female Male Copulation Fertility Mating
mg/kg No. No. period
00 2001 1001 P/S + 1
control 2002 1002 P/S + 2
0 2003 1003 P/S + 3
2004 1004 P/S + 3
2005 1005 P/S + 5
2006 1006 P/S + 1
2007 1007 P/S + 3
2008 1008 P/S + 3
2009 1009 P/S + 13
2010 1010 P/S + 3
2011 1011 P/S + 3
2012 1012 P/S + 4
Ratio (%) 12/ 12{(100.0) 12/ 12(100.0)
Mean 3.7
01 2101 1101 P/S + 2
p-Chlorophenol 2102 1102 P/S + 3
40 2103 1103 P/S + 4
2104 1104 P/S + 3
2105 1105 P/S + 1
2106 1106 BP/S + 4
2107 1107 P/S + 1
2108 1108 P/S + 4
2109 1109 P/S + 2
2110 1110 P/S + 3
2111 1111 P/S + 4
2112 1112 P/S + 2
Ratio (%) 12/ 12(100.0) 12/ 12(100.0)
Mean 2.8

Copulation : P;plug S;sperm
Fertility : +;pregnancy
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Appendix 9. -continued Copulation and fertility results in animals Exp.No. C539(115-222)

Group-No.
Dose Female Male Copulation Fertility Mating
mg/kg No. No. period
02 2201 1201 P/S + 4
p-Chlorophenol 2202 1202 P/S - 1
200 2203 1203 P/S + 4
2204 1204 P/S + 4
2205 1205 P/S + 2
2206 1206 P/S + 2
2207 1207 P/S + 1
2208 1208 P/S + 2
2209 1209 -/- -
2210 1210 P/S + 4
2211 1211 -/- -
2212 1212 P/S + 1
Ratio (%) 10/ 12{ 83.3) 9/ 10( 90.0)
Mean 2.5
03 2301 1301 P/S + 3
p-Chlorophenol 2303 1302 P/S + 3
1000 2304 1305 P/S + 7
2305 1305 P/S + 1
2307 1307 P/S + 3
2308 1308 BP/S + 1
2311 1311 P/S + 4
Ratio (%) 7/ 7{(100.0) 7/ 7(100.0)
Mean 3.1
Copulation : P;plug S;sperm -;not found

Fertility : +;pregnancy - ;non-pregnancy
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Appendix 10. Findings of delivery in dams(F0) and observations on their offsprings(F1l) Exp.No. C539(115-222)
--- Individual litter ---

Group-No.: 00 control 0 mg/kg

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2001 22 17 17 100.00 17 100.00 0 0
2002 22 18 16 88.89 16 100.00 0 0
2003 22 15 14 93.33 13 92.86 0 0
2004 22 15 13 86.67 12 92.31 0 0
2005 23 17 16 94.12 16 100.00 0 0
2006 22 16 16 100.00 15 93.75 0 0
2007 23 17 15 88.24 14 93.33 0 0
2008 22 19 18 94.74 18 100.00 0 0
2009 22 15 14 93.33 14 100.00 0 0
2010 22 16 16 100.00 15 93.75 0 0
2011 23 17 16 94.12 15 93.75 0 0
2012 22 18 18 100.00 17 94 .44 0 0
Total - 200 189 - 182 - 0 0
Mean 22.3 16.7 15.8 94 .44 15.2 96.19 0.0 0.0
S.D. 0.5 1.3 1.5 4.83 1.7 3.40 0.0 0.0
1) (No. of implantation sites / no. of corpora lutea) x 100

2) (No. of offspring delivered / no. of implantation sites) x 100



- LyT-

Appendix 10. -continued Findings of delivery in dams(F0) and observations on their offsprings(F1) Exp.No. C539(115-222)
--- Individual litter ---

Group-No.: 00 control 0 mg/kg
No. of live No. of live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total, litter) (M/Total,litter)

2001 9 8 17 9 8 17 0.529 0.529 0.529

2002 10 6 16 10 6 16 0.625 0.625 0.625

2003 5 8 13 5 8 13 0.385 0.385 0.385

2004 4 8 12 4 8 12 0.333 0.333 0.333

2005 8 8 16 8 8 16 0.500 0.500 0.500

2006 7 8 15 7 8 15 0.467 0.467 0.467

2007 6 8 14 4 5 9 0.429 0.429 0.444

2008 10 8 18 10 7 17 0.556 0.556 0.588

2009 9 5 14 9 5 14 0.643 0.643 0.643

2010 8 7 15 8 7 15 0.533 0.533 0.533

2011 10 5 15 10 5 15 0.667 0.667 0.667

2012 5 12 17 5 12 17 0.294 0.294 0.294

Total 91 91 182 89 87 176 - - -

Mean 7.6 7.6 15.2 7.4 7.3 14.7 0.497 0.497 0.501

S.D. 2.2 1.8 1.7 2.4 2.0 2.4 0.120 0.120 0.121
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Appendix 10. -continued Findings of delivery in dams(F0) and observations on their offsprings(F1) Exp.No. C539(115-222)
--- Individual litter ---

Group-No.: 00 control 0 mg/kg

Live birth Viability index on day 4 (%) 2) No. of live offspring

index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2001 100.00 100.00 100.00 100.00 0 ( 0.0)
2002 100.00 100.00 100.00 100.00 0 ( 0.0)
2003 100.00 100.00 100.00 100.00 0 ( 0.0}
2004 100.00 100.00 100.00 100.00 0 ( 0.0)
2005 100.00 100.00 100.00 100.00 0 ( 0.0)
2006 100.00 100.00 100.00 100.00 0 ( 0.0)
2007 66.67 66.67 62.50 64 .29 0 ( 0.0)
2008 100.00 100.00 87.50 94 .44 0 ( 0.0)
2009 100.00 100.00 100.00 100.00 0 {( 0.0}
2010 100.00 100.00 100.00 100.00 0 ( 0.0}
2011 100.00 100.00 100.00 100.00 0 ( 0.0)
2012 100.00 100.00 100.00 100.00 0 ( 0.0}
Total - - - - 0 ( 0.0)
Mean 100.00 97.22 95.83 96.56 0.0
S.D. 0.00 9.62 11.10 10.29 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
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Appendix 10. -continued Findings of delivery in dams(F0) and observations on their offsprings(F1) Exp.No. C539(115-222)
--- Individual litter ---

Group-No.: 01 p-Chlorophenol 40 mg/kg

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2101 22 14 14 100.00 14 100.00 0 0
2102 22 20 19 95.00 16 84.21 0 0
2103 23 17 17 100.00 15 88.24 0 0
2104 22 18 15 83.33 15 100.00 0 0
2105 22 14 13 92.86 13 100.00 0 0
2106 22 16 16 100.00 16 100.00 0 0
2107 23 18 18 100.00 17 94 .44 0 0
2108 22 15 15 100.00 15 100.00 0 0
2109 22 21 17 80.95 16 94.12 1 0
2110 22 15 15 100.00 14 93.33 0 0
2111 22 17 17 100.00 16 94.12 1 0
2112 22 19 16 84.21 16 100.00 0 0
Total - 204 192 - 183 - 2 0
Mean 22.2 17.0 16.0 94.70 15.3 95.69 0.2 0.0
S.D. 0.4 2.3 1.7 7.56 1.1 5.33 0.4 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100
2) (No. of offspring delivered / no. of implantation sites) x 100
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Appendix 10. -continued Findings of delivery in dams(F0) and observations on their offsprings(F1) Exp.No. C539(115-222)
--- Individual litter ---

Group-No.: 01 p-Chlorophenol 40 mg/kg
No. of live No. of live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total, litter) (M/Total,litter)

2101 6 8 14 6 8 14 0.429 0.429 0.429

2102 8 8 16 8 8 16 0.500 0.500 0.500

2103 7 8 15 7 8 15 0.467 0.467 0.467

2104 4 11 15 4 11 15 0.267 0.267 0.267

2105 4 9 13 4 9 13 0.308 0.308 0.308

2106 10 6 16 10 6 16 0.625 0.625 0.625

2107 10 7 17 10 7 17 0.588 0.588 0.588

2108 8 7 15 8 7 15 0.533 0.533 0.533

2109 7 8 15 7 8 15 0.438 0.467 0.467

2110 7 7 14 7 7 14 0.500 0.500 0.500

2111 5 10 15 5 10 15 0.313 0.333 0.333

2112 7 9 16 7 9 16 0.438 0.438 0.438

Total 83 98 181 83 98 181 - - -

Mean 6.9 8.2 15.1 6.9 8.2 15.1 0.451 0.455 0.455

S.D. 2.0 1.4 1.1 2.0 1.4 1.1 0.111 0.109 0.109
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Appendix 10. -continued Findings of delivery in dams(F0) and observations on their offsprings(F1) Exp.No. C539(115-222)
--- Individual litter ---

Group-No.: 01 p-Chlorophenol 40 mg/kg

Live birth Viability index on day 4 (%) 2) No. of live offspring

index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2101 100.00 100.00 100.00 100.00 0 ( 0.0)
2102 100.00 100.00 100.00 100.00 0 ( 0.0)
2103 100.00 100.00 100.00 100.00 0 ( 0.0}
2104 100.00 100.00 100.00 100.00 0 ( 0.0)
2105 100.00 100.00 100.00 100.00 0 ( 0.0)
2106 100.00 100.00 100.00 100.00 0 ( 0.0)
2107 100.00 100.00 100.00 100.00 0 ( 0.0)
2108 100.00 100.00 100.00 100.00 0 ( 0.0)
2109 93.75 100.00 100.00 100.00 0 {( 0.0}
2110 100.00 100.00 100.00 100.00 0 ( 0.0}
2111 93.75 100.00 100.00 100.00 0 ( 0.0)
2112 100.00 100.00 100.00 100.00 0 ( 0.0}
Total - - - - 0 ( 0.0)
Mean 98.97 100.00 100.00 100.00 0.0
S.D. 2.41 0.00 0.00 0.00 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
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Appendix 10. -continued Findings of delivery in dams(F0) and observations on their offsprings(F1) Exp.No. C539(115-222)
--- Individual litter ---

Group-No.: 02 p-Chlorophenol 200 mg/kg

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2201 22 13 12 92.31 12 100.00 0 0
2203 22 13 13 100.00 13 100.00 0 0
2204 22 17 17 100.00 17 100.00 2 0
2205 22 21 14 66.67 14 100.00 0 0
2206 22 14 12 85.71 11 91.67 0 0
2207 22 16 16 100.00 15 93.75 0 0
2208 22 17 14 82.35 13 92.86 0 0
2210 23 18 17 94 .44 13 76.47 0 0
2212 AP 23 20 16 80.00 14 87.50 1 0
Total - 149 131 - 122 - 3 0
Mean 22.2 16.6 14.6 89.06 13.6 93.60 0.3 0.0
S.D. 0.4 2.9 2.0 11.38 1.7 7.89 0.7 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100
2) (No. of offspring delivered / no. of implantation sites) x 100
AP:all pups died
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Appendix 10.

-continued Findings of delivery in dams (F0)

--- Individual litter

and observations on their cffsprings(F1l)

ExXp.No.

C539(115-222)

Group-No.: 02 p-Chlorophenol
No. of live
offspring on day 0

200

mg/kg
of live
offspring on day 4

No.

Sex ratio of
total number of
offspring at birth

Sex ratio of
live offspring
at birth

Sex ratio of
live offspring
on day

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total, litter) (M/Total,litter)
2201 3 9 12 3 9 12 0.250 0.250 0.250
2203 4 9 13 4 9 13 0.308 0.308 0.308
2204 11 4 15 11 4 15 0.706 0.733 0.733
2205 7 7 14 7 6 13 0.500 0.500 0.538
2206 8 3 11 8 3 11 0.727 0.727 0.727
2207 6 9 15 6 8 14 0.400 0.400 0.429
2208 10 3 13 10 3 13 0.769 0.769 0.769
2210 10 3 13 10 3 13 0.769 0.769 0.769
2212 AP 8 5 13 0 0 0 0.571 0.615 -
Total 67 52 119 59 45 104 - - -
Mean 7.4 5.8 13.2 6.6 5.0 11.6 0.556 0.563 0.565
S.D. 2.7 2.7 1.3 3.7 3.2 4.5 0.202 0.205 0.215

AP:all pups died
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Appendix 10. -continued Findings of delivery in dams(F0) and observations on their offsprings(F1) Exp.No. C539(115-222)
--- Individual litter ---

Group-No.: 02 p-Chlorophenol 200 mg/kg
Live birth Viability index on day 4 (%) 2) No. of live offspring
index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2201 100.00 100.00 100.00 100.00 0 ( 0.0)
2203 100.00 100.00 100.00 100.00 0 ( 0.0)
2204 88.24 100.00 100.00 100.00 0 ( 0.0}
2205 100.00 100.00 85.71 92.86 0 ( 0.0)
2206 100.00 100.00 100.00 100.00 0 ( 0.0)
2207 100.00 100.00 88.89 93.33 0 ( 0.0)
2208 100.00 100.00 100.00 100.00 0 ( 0.0)
2210 100.00 100.00 100.00 100.00 0 ( 0.0)
2212 AP 92.86 0.00 0.00 0.00 0 ( 0.0}
Total - - - - 0 ( 0.0)
Mean 97.90 88.89 86.07 87.36 0.0
S.D. 4.33 33.33 32.75 32.89 0.0

1) (No. of live offspring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
AP:all pups died
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Appendix 10. -continued Findings of delivery in dams(F0) and observations on their offsprings(F1) Exp.No. C539(115-222)
--- Individual litter ---

Group-No.: 03 p-Chlorophenol 1000 mg/kg

Gestation No. of No. of Implantation No. of Delivery No. of No. of

length corpora implantation index offspring index dead cannibalism
Dam-No. (days) lutea sites (%) 1) delivered (%) 2) offspring
2301 22 22 19 86.36 16 84.21 0 0
2303 22 16 14 87.50 14 100.00 0 0
2304 23 13 13 100.00 13 100.00 0 0
2305 23 22 11 50.00 7 63.64 0 0
2307 22 16 15 93.75 15 100.00 0 0
2308 22 19 18 94 .74 16 88.89 0 0
2311 22 16 15 93.75 15 100.00 0 0
Total - 124 105 - 96 - 0 0
Mean 22.3 17.7 15.0 86.60 13.7 90.96 0.0 0.0
S.D. 0.5 3.4 2.8 16.78 3.1 13.70 0.0 0.0

1) (No. of implantation sites / no. of corpora lutea) x 100
2) (No. of offspring delivered / no. of implantation sites) x 100



Appendix 10.

--- Individual litter

-continued Findings of delivery in dams (F0)

and observations on their cffsprings(F1l)

ExXp.No.

C539(115-222)

Group-No.: 03 p-Chlorophenol 1000 mg/kg
No. of live No. of live Sex ratio of Sex ratio of Sex ratio of
offspring on day 0 offspring on day 4 total number of live offspring live offspring

offspring at birth at birth on day 4

Dam-No. Male Female Total Male Female Total (M/Total,litter) (M/Total, litter) (M/Total,litter)

2301 8 8 16 8 8 16 0.500 0.500 0.500

2303 5 9 14 5 9 14 0.357 0.357 0.357

2304 7 6 13 7 6 13 0.538 0.538 0.538

2305 4 3 7 4 3 7 0.571 0.571 0.571

2307 10 5 15 10 5 15 0.667 0.667 0.667

2308 7 9 16 7 8 15 0.438 0.438 0.467

2311 10 5 15 10 5 15 0.667 0.667 0.667

Total 51 45 96 51 44 95 - - -

Mean 7.3 6.4 13.7 7.3 6.3 13.6 0.534 0.534 0.538

S.D. 2.3 2.3 3.1 2.3 2.1 3.0 0.114 0.114 0.111
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Appendix 10. -continued Findings of delivery in dams(F0) and observations on their offsprings(F1) Exp.No. C539(115-222)
--- Individual litter ---

Group-No.: 03 p-Chlorophenol 1000 mg/kg
Live birth Viability index on day 4 (%) 2) No. of live offspring
index with anomalies
Dam-No. (%) 1) Male Female Total N (%)
2301 100.00 100.00 100.00 100.00 0 ( 0.0)
2303 100.00 100.00 100.00 100.00 0 ( 0.0)
2304 100.00 100.00 100.00 100.00 0 ( 0.0}
2305 100.00 100.00 100.00 100.00 0 ( 0.0)
2307 100.00 100.00 100.00 100.00 0 ( 0.0)
2308 100.00 100.00 88.89 93.75 0 ( 0.0)
2311 100.00 100.00 100.00 100.00 0 ( 0.0)
Total - - - - 0 ( 0.0)
Mean 100.00 100.00 98.41 99.11 0.0
S.D. 0.00 0.00 4.20 2.34 0.0

1) (No. of live offgpring on day 0 / No. of offspring delivered) x 100
2) (No. of live offspring on day 4 / No. of live offspring on day 0) x 100
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Appendix 11-1. Body weight change in male pups(F1l) from rats Exp.No. C539(115-222)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg Dam-No. 0 4

00 2001 5.94 9.45

control 2002 6.06 8.00

0 2003 6.99 10.81

2004 6.84 10.76
2005 6.91 9.13
2006 6.32 9.83
2007 6.69 9.83
2008 5.66 7.80
2009 6.81 10.63
2010 5.88 8.27
2011 7.26 11.26
2012 5.87 9.13
N 12 12
Mean 6.44 9.58
S.D. 0.54 1.16

N :No. of litters
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Appendix 11-1. -continued Body weight change in male pups (Fl) from rats Exp.No. C539(115-222)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg Dam-No. 0 4

01 2101 6.56 9.99

p-Chlorophenol 2102 5.490 8.13

40 2103 7.08 10.97

2104 6.45 10.97
2105 6.97 10.57
2106 6.10 9.54
2107 5.88 9.49
2108 6.27 9.84
2109 6.40 9.31
2110 6.37 10.29
2111 5.97 9.47
2112 6.16 8.72
N 12 12
Mean 6.30 9.77
S.D. 0.46 0.86

N :No. of litters
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Appendix 11-1. -continued Body weight change in male pups(F1l) from rats Exp.No. C539(115-222)
Individual litter ---
Group-No. Days after birth Unit:g
Dose
mg/kg Dam-No. 0 4
02 2201 7.52 11.39
p-Chlorophenol 2203 5.77 9.99
200 2204 6.56 10.48
2205 6.41 11.09
2206 6.54 11.23
2207 6.96 10.49
2208 6.35 11.14
2210 7.60 11.96
2212 AP 5.90 -
N 9 8
Mean 6.62 10.97
S.D. 0.64 0.62

AP:all pups died
N :No. of litters
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Appendix 11-1. -continued Body weight change in male pups(F1l) from rats Exp.No. C539(115-222)
Individual litter ---
Group-No. Days after birth Unit:g
Dose
mg/kg Dam-No. 0 4
03 2301 6.59 9.46
p-Chlorophenol 2303 6.02 9.32
1000 2304 7.23 12.53
2305 8.57 14.07
2307 6.28 9.15
2308 6.29 10.10
2311 6.65 9.15
N 7 7
Mean 6.80 10.54
S.D. 0.87 1.96

N :No. of litters
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Appendix 11-2. Body weight change in female pups (F1l) from rats Exp.No. C539(115-222)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg Dam-No. 0 4

00 2001 5.80 9.33

control 2002 5.81 8.03

0 2003 6.68 10.52

2004 6.60 10.70
2005 6.47 9.00
2006 5.89 9.52
2007 6.25 9.01
2008 5.37 7.87
2009 6.29 9.05
2010 5.69 8.10
2011 6.95 10.63
2012 5.30 8.46
N 12 12
Mean 6.09 9.19
S.D. 0.53 1.01

N :No. of litters
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Appendix 11-2. -continued Body weight change in female pups(Fl) from rats Exp.No. C539(115-222)
--- Individual litter ---

Group-No. Days after birth Unit:g

Dose

mg/kg Dam-No. 0 4

01 2101 6.09 9.11

p-Chlorophenol 2102 5.74 8.95

40 2103 6.79 9.88

2104 5.82 9.50
2105 6.56 10.50
2106 6.00 9.30
2107 5.89 9.19
2108 5.90 9.23
2109 6.06 8.82
2110 6.06 9.98
2111 5.71 9.12
2112 5.77 8.21
N 12 12
Mean 6.03 9.32
S.D. 0.33 0.60

N :No. of litters
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Appendix 11-2. -continued Body weight change in female pups(Fl) from rats Exp.No. C539(115-222)
Individual litter ---
Group-No. Days after birth Unit:g
Dose
mg/kg Dam-No. 0 4
02 2201 6.98 10.75
p-Chlorophenol 2203 5.26 9.01
200 2204 6.10 9.77
2205 6.19 10.77
2206 5.85 9.19
2207 6.42 9.98
2208 6.01 11.02
2210 7.32 11.79
2212 AP 5.25 -
N 9 8
Mean 6.15 10.29
S.D. 0.69 0.96

AP:all pups died
N :No. of litters
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Appendix 11-2. -continued Body weight change in female pups(Fl) from rats Exp.No. C539(115-222)
Individual litter ---
Group-No. Days after birth Unit:g
Dose
mg/kg Dam-No. 0 4
03 2301 6.33 9.08
p-Chlorophenol 2303 6.16 9.08
1000 2304 6.90 11.92
2305 7.73 13.25
2307 5.93 8.51
2308 5.97 9.44
2311 6.17 8.88
N 7 7
Mean 6.46 10.02
S.D. 0.65 1.81

N :No. of litters
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AR ARIRE

20104 08R06H

HRIEBTERS wBIRET
T103-0023

REEPREBEAIBAR4TH
TEL: 03(5640)8860 FAx: 03

# &% 4-Chlorophenol .
BRO—F: C0243 | %M GR SAOYR: CTORN [HIE: A4
HE ®R Bkl
HEE(GC) 99.8 % 98.0 %Lt E
PR (RFNEE) 99.1 % 98.0 %Lt
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Reference data 2

PR E DReESIHT
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1.

1.1.

1.2.

1.2.1.

%

1.2.2.

13.

14.

HF
e

Exp. No. C539 ( 115-222)

BRI
BB 50000 mg &L, 7k M2 (HPLC M, FGHEETEE) C10mL I[ZER
L7=.
RIE S
GC &A1t
AN DB-WAX (Agilent Technologies, 30 m x 0.25 mm LD., [5& 0.25 um)
BT LIEE 230°C
Xy )T HA He
A OE 175 kPa
ARl b= 280°C
iancin: FID, 250°C
FEAE—F A7 ME(1:100)
EARE 1l
d—rA Ty .
e + ke , FICHIEE T2
b — TG 7t ki (HPLC A, FEflidE 1.3
HIEHER
GC-1700 > A7 A (BEEUERT)
HAZa<= ~757 | B GC-1700
=B 7I7— | BHEA— M P =7 ¥ AOC-20i
BEET 22— BEa I o= —3 g L /NAEY 2 —/L CBM-101
7 — XA

GC U—7 A7 —31 3 CLASS-GC10

HERT— [T

ER/NT A—HF

B/ — 7 HifE | 50

AT hEeE

HI7EBAAERTIHIRIR 24 0 IR L 3 [EIE LTz, 3 A7 2@EEPEHCBW T, EARBRO
TORIENTE 2o 7=, FEMENZ S50 ) U ORITE - T BRI 7 B L
e Z ENRFINTH D EEBZ LTI, JEERE T2 b ACRTL, £lo=— ROk
R AEIEC L, HEME{T 7. L LRRG, VAT ABAEMHEICKIT D ¥ — 7 mig
TEOFHEUE T ORE RAVHIERAE AT - S /2o T2, Lizid- T, sBlRIb= i
ATV, SOICHIMEIT 7. FOFREE, RFRROMBXIEERZAL 0.1%, ©—7
TFEDFHATEERZEIL 04% CTH Y, HIERME B.0%ATN) Al Lo/ olIE - Bbs
L7
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1.5. HIE
N VU =
HIFE R Py B
1 FEael [ (Fehy)
3 FRrEmaEl | R

1.6. TEROB R
O OFEXHAEIER AL 0.0% TH Y, HEKEE 3.0%FR0) /- Lo RAesAL
7.

1.7. HITERE ROMRHTIS X OEIEDER Y H

E[] BAL | BHNAE FTAMT
PRFFHFH] min T — SR 7 | ANERLELT 3 #7
Y7 HFEME | pV xsec | T—FAEY T |k B

AR R % RS [ 9 x 100 ANEURELTE 1 #T
ot e . TE—7EHEE / BEY—27mEE - | | . o -
FlRE % I K e TR % 100 /INEUR LT 2 M1
R % T GMEERIEN) / HER Y IR LI ANBURELTE 1 #T

2. FROMRIXAA~Z b

2.1. BAEFIR
KBr BHRAEHIEL, Ny 7SI RELE. #0 T, W E 1 x 2 o KBr
BRI, HE LT,
22. HIESRMH:
EHE 16
AR - S em
227 W OVBIEEDE : 400~4,000 cm !
23. e
7— U TEHIRIN T CCRERE  IRAffinity-1  (FEEEIVERT)

24. T — X AR
IRsolution (Version 1.50)

-270 -



Exp. No. C539 ( 115-222)

3.
3.1 fliE
FERER LIORT.
AT LABEGHEIZBWT, EARBROT-OHEENRTE o7, R E 7 iz
WIE L, =— R OPEREEHEC L, & OIRBRILEDFEREfT-721%, IIEE1T-
TR, BUMZRRENGONITD, A — " V=l X8R E 7 M ARREL
Flifs A HIE L7
FIEIX 99.8% TdH 0, FAREYE (98.0%LL 1) Zmrz L7z,
3.2. TREMRILA Y b v
FEREE1IRT.
BRFNARIL ALY wv ([p-ran 7z ) —L OMER L OBENEE Y 57—
Vg R HONTEH AT B D ZeEtEoRET  BBRE S €537 (115220 )] ORERA
FIH) EBEETHROFNBILA Y M EHEE LT & &, WEDOART MVRFE 5
DL Z AIZEREDEE ORI &880 7.
1. HE
el foli s Sy TR YRR A
(%) (%) (%)
99.77
99.77 99.8 0.0
99.77
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1
1402.90

T T T T T T T T T T T T T T T T i T T T T T
4000 3000 2000 1500 1000 500
p—Chlorophenol 1/em

B 1-1. BRI AA~Z F L
p-7vn 7> ) —/LOMERLORENERENY 77— a Ui b NIRRT 5 Z2E M
OffET - ERE 5 C537 (115—220 ) ) DOFEHREGIH.

80— T T T T

Fore -

LT,

ez

T v T T T v T T T T T T v T T T T T T v T T T T
4000 3000 2000 1500 1000 500
p—Chlorophenol 1/cm

12, BHERTROGEME DRI A RS b

L ARV AR~ Bov

-272 -



Exp. No. C539 ( 115-222)

CERTIFICATE OF ANALYSIS

Analysis: Stability of test substance
Experiment No.: C539 (115-222)

Test substance: p-Chlorophenol

Lot No.: CTDRN

Storage condition: Cool place, light-resistance

Date of analysis: January 13, 2011

Test item Criteria Results

Purity (GC, Area %) >98.0% 99.8%
The spectrum of test substance The spectrum of  test
and reference spectrum should substance and reference

Identification (IR) exhibit similar intensities of spectrum exhibited similar
absorption at the same wave intensities of absorption at the
number. same wave number.

This analysis was performed in compliance with “Standard Concerning Testing Facility
Conducting Studies for New Chemical Substances, etc.”, Notification Yakushoku No. 1121003,
November 21, 2003, Notification Seikyoku No. 3, November 17, 2003, and Notification Kanhoki No.
031121004.

sutspicccr. [ o sk, o 5011

Biosafety Research Center, Foods, Drugs and Pesticides (BSRC)
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Reference data 3

BB p-r ma 7 = ) — IV ORRFEIE
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1.

1.1.

1.2

1.2.1.

1.22.

Exp. No. C539 ( 115-222)

RIE 7k
HIRDOFRE
BEWE [T b= MU 2K 0 ABE (450/550/1, viviv)]
7 h=FU/L (HPLC B, FtiisT)
MRS | 28887k (HPLC A, TGk T3%)
D ARE GRERERRL, FYEMERT )
——_— Zf%:kU»%oﬁﬁ,%%mﬁoﬁﬁﬁiwbhﬁlﬁﬁ%ﬁﬁb
ERSIE | =SIBEFETL » H

P (7 b= U 7REK (1, viv) ]

7 h=FrU/L (HPLC l, FioGHiEE T Z)

BRR ek GpLe A, moGRE T )

PR | TR b= MU AR L OREKESERM L.
AR | |HEAFTL o H

IR O

ey

PIRYE 2 Tz

PRIERR

X ERE | 2mg/mL

aLL, T R (FRfk, FOEAIEE T

L p-rana7=x/—/1200 mg (FZHIME : 199.76~20027 mg) AFPELT-.
i T b oAMATERL, 100mL ICERLT.
FEHIIR | S8R B
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1.3.

TEHERE

Exp. No. C539 ( 115-222)

TRIHE, ARFWE T & b Bk, PR TsE) OfIRL, vy s sl
L7, AR IEESRE R & Lz,

RTIRE
(mg/mL)

0.1

0.01

(EE TR#EEBH)

0.005

EiiR NG
(mg/mL)

0.1

0.1

AU
PREE:
(mL)
l
ERE
(mL)

20

20

20

IR 0
AR

20

200

400

SEREEIOFAR

) RE—=F—TEHLLND, TR, ARy FEHWTHEEK (22—,
n=1) BIOHREGE (b, PBLONMELY 2T n=1) L0 ofalel a5 L

7=

2) BWEUEH L7~y boWRIZT & h 2 Bk, FOERER L) TUWIAATL.

3)  FRIZENT ' o TERBLUOFRRL-.

1 TR

2 AR

ET e T
g b (mL) (L) i
(= %{i—( ) 1 100 100
8 1 200 5—20 800
40 1 200 1—-20 4,000
200 1 200 1—100 20,000
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14.

1.4.1.

1.4.2.

1.5.

1.6.

1.7.

1.7.1.
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HIESE
HPLC 4%
717 I Mightysil RP-18 GP (4.6 mm x 250 mm, 5.0 um, BIH{t=)
7T NRIE 40°C
KeEhtE T =NV EKEKRS 0 ABE (450/550/1, viviv)
= 1.0 mL/min
HIEE 230 nm
HFAE 10 uL
v pe | BRUEIRE 4°C
AT FE R = R UL R (L, W)
HEHES

HSZ D-7000 HPLC ¥ A7 L

AVET A

H3Z D-7000 JEA > 5 7 o= — A

R

A~7. L-7100 FER 7

F— " 7T

H37Z L-7200 JeA— "o 75—
HMY—FRY v T v FTv T

HILL-7300 1 5 LA —7

e
P7LEE | Rt b
Mg A 57 L-7400 JZ UV k2R
T4 R

H 37 Model D-7000 Chromatography Data Station HPLC System Manager Ver 4.0

HPLC ¥ A7 LADEEHE

BIEBRAGRTIC AL YERRIR (0.01 mg/mL) 20 R L 3 [ARALE L7z, (REHERN oML i
7% 0.0~0.1%, Y'— 7 HFEEOHIHTEERZSE 02~04%TH Y, HEHLERE (3.0%
i) AN L7z 7-ORIE A s L=

HIE

T

i AV o

HITE = £ - P
3 STDI1 fo AR (0.01 mg/mL)
1 UNK S S w e
1 UNK B PR (0.01 mg/mL)
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1.7.2. WEE ¥ —

i | BT
3 STD1 Fik B R HERATR (0.01 mg/mL)
1 UNK ER FIRMERTIEESIR (0.005 mg/mL)
1 UNK UEES
1 UNK B
1 UNK FEEEAE BT YERSHK (0.01 mg/mL)

1.8. FEROBRFAENE
HIEROBIEEH O RIL 96.5~103.0%TH Y, HIERUE (100.0£5.0%LA) &3
U phiRAEA L.

1.9. PSRRI L OBAEDER Y

FE HAfiy B oo
w/100/D
w1 KB S B O R R B
PEREGORIAIAE | mg/mL (mg) N 4K
100 : YRR THEE (mL)
D : EEUEE ) B OATR(EE
K p
. min | F— s B 7 | %ﬁmqu
v — 7 AR uV xsec | 7 —HAERY 7 K BRI
F— R T R
MES  FAR I OMEERK 001
EREEHL AT me/mL mgml (n=3) DOHMRIEFES | HEHE 6
FAWTERR T 5.
LA ;AL
T FEEY 7+ (Microsoft® Excel) e
& Gk nE mg/mL AR « BB BT 4 47
R mgml | T (BEEHRRE) / &R LR | BNk 4 fr
- i A SNECRELT 1
M (3 % | EEERE / TIIN x 100 i
HERECHT et
N % | TSI /SRR 100 %@muTl
(lps / H )
RAESR o | RTEROBETIE | WBTE OB | NEULT 1
B 5RO L) © | EEEE x 100 #i
Aq/As % 100 -
K % | Aq: HEEEE S E OGN #ﬁmuTl
As: T (HrESG YRR OIS /3 |
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RS
T
LZIEMEDFERZFR 1 IR
BeHIROLEMN ST E LT, 8 BXLTU200 mg/mL OG- OVTHE 10 HE, &
DIZERIR 24 FFEIER R O ENEE MR U=, FRERIVHIEHEYE (100.0£10.0%) %7~
L7clo®h, BGHKITLETHD LT L7z
R/ B—E
IR = DRER A TR 2 LR T
ERERFORLGIR I ZIIT DFUEREIS T 2HIE CRHIEEYE  100.0+10.0%) BET
FHRHEAERZE CHIERYE  5.0%LLT) IXHEENEA - Lic., Fe, BYRIZOWT, J
R ET D= NRO LN 72720, RSB S Lk L.
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*£1. Tk
BRI
AR EIEE (mg/mL) g2
(mg/mL) FRELE % 1R174% D (%)
QS RIS
= 8.353 8.010
8 HiE 8.316 8.403 8.141 8.068 96.0
NE 8.541 8.052
B 202.7 201.3
200 hiE 2142 211.8 205.1 203.3 96.0
= 218.6 203.6

1) WESMET T 10 BRRAFE GERIERE 1 2.6~6.9°C) 1%, =RILT 24 BFRAMRAE (GZHREEE : 184~

20.3°C)

2) PRAFROIRELE

K2 RE

AR R ORLAEHIE < 100

e PEHRIEE RICTEREC FEXHMEYE
(g mL’j (mg/mL) st 5 EIG R
R&) (%) (%)
XUN N.D." - - .
= 7.942
8 = 8.088 8.156 102.0 3.1
NE 8.438
L B 40.65
8y 41.03 40.99 102.5 0.8
Nz 4129
BS=] 201.8
200 g 200.0 199.7 99.9 12
NE 197.2
JLXAN ND." - . .
i 8.049
8 s 8.337 8.188 102.4 1.8
& 8.178
ik L= 43.00
40 ae)= 41.93 4225 105.6 1.5
TR 41.83
=] 208.4
200 th e 211.6 212.0 106.0 1.8
e 215.9

1) Not Detectable

- 280 -



Exp. No. C539 ( 115-222)

& #| % R GE &

X H: prunrxz/—NDTy MRV ORENEEEES AR

REREE . C539 (115—222)

ARBT, L ESIR AR5 % Eid 25 BiERIC BT 3 I\ T (ERE 15
11 A 21 HERTEF 1121003 &, FAK15-11-17 BFE 3 B BHELRE 031121004 2) 124t
TIEIEIN, REREEECTHIN-EL BROET—F 2 ERICRBLTWA 2 L A%
ALY .

8, ARROFFEIERIERIIC X 28RS E REIORT.

Tk 23 £ Ao T H

P MEEA RLREERLLZEMTMMEL Z—
{RRRIERIEMREE

K4
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5 A e HBRELERLO RE
AR PRERHEH HEERE~ORER | ML
ARG T R 2810250 TRk 22410425 A
B EROREEDHT V%224 10 A 25 A TRk 2210 H25 8
ara—F7a ha—)b TRk 224610 A 27 H YRR 22410 A 27 H
iR Rk 22410 A 27 H Rk 22410 A 27 B
REBEHEEOEFE #1) TR 22411 H4 R TR 2411 H4H
%gggﬁﬁ@k;wﬁg/t@ FRK224£11 ASH PR 22411 HS5H
N S/ 1 T MK =
ggg’iﬁgigbm%ﬁ%@ TR 24E11 A9 H TR 22411 A9 H
RERIER L ORETERIE YRk 22411 A 16 B TRk 22411 A 16 B
BB A TRk 22411 A 25 B Rk 2411 H 25 B

SIRRIREE, RHAR IUHAIRD
Bl

YRk 22FE 128178

PR 2412817 H

RRGHEEOERE #2)

k28128208

Rk 22412 420 0

Tk (AR L7 KU
£IR)

ERE 2812 H20 B

Wik 22412 420 H

Bl ()

YR 2% 12H21 8

SERL 22812 21 H

TPEEAER AR FAEA R (8]
D)

SRk 2341 HS H

Tk 23%E1H6H

R R (A
1)

RK234E1 H 13 H

TRk 2341 813 8

HRERI L DS HT

K231 A 13 H

¥Rk23%1H 13 H

TREER R AEAER GE
)

¥k 2341 H 18 H

Rk 2341 H 18 H

T e PN = T
&)

Rk 2341 826 A

TRk 2341 H 26 H

R R E

SR 2342 H 10 H

ERE23E2H 10 H

AT - B L UORKBEER

ES

Rk 23 472 A 21~25,
28 H

TR 2342 A 28 H

AT BIURKEREE

TRk 2343 H29 H

TR 2343 H29 B
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