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2

L2-AF L UAF T RUB L ORER 5B - AR EBEHORBRE L EBET AT 2o
TEMLZ, #BRMEE I Eaas M THEIRLT 0, 30, 100 25TNT 300 mg/kg DAET, Crl:CD
(SD) Ty M B RELHMERES 12 TL) ICRBIR KB E L, BT 42 A M5 L%IcHIRL, H3ssE
A7 2 BRI OYHEHRMZELCHE 4 BET 42~45 AMREL, HARIIWE 4 B, BEWI30
B THIRRL 7z, E72. 0 BETY 300 mg/kg D BICFEATEME (10 PT/BF) 23017, 42 BRIFSGL-
BITEHEBIRL . FRVOEEE 0 3B3L0 300 mg/kg BEORE 5 ITIL, 14 BRMABL THKBLZ,

1. RE®R 5 HEBIOEEMS

300 mg/kg FETIESLEDHE 1 . PEEEDOWBA EIE LA ASERME 1 B, 3EEIIHEOFE N 2L
MIESTELME 2 il T— WEEShi, EARFEOE TS 100 mg/kg ML EOBEORE ML
300 mg/kg BEORER ZUGELEIME T, BB RISDIETA 300 mg/kg BEORER L OFERBLME CAIES
iz, . KEBHEOEMESLH L3 EEOEMNS 300 mg/ke ﬁ@%:ﬁi()“#iiﬁﬂlﬁfﬁ%ﬂ
7o MREEHEAIIMHIE 300 mg/kg FEDRER LOFEREMES HIZITIERIE CH DN, BEEROK TIX
300 mg/kg BEDOREMER L O FEREME C—BMEICRD LN, REVIT ALV BRE DK T M
300 mg/kg BEDOHER L OIERBIMET, MRIR M ER L IROBM, 27 Lo — R E DO T B L UER
U BEEDHEMA 300 mg/kg BEOMET, MAFRENET., fLPBaLx7a—L NZUETAR, U
EE B L UMEME) YR DA 300 mg/kg BEDIEREME CHESNT, FFBBIUBHEEDH
SN 300 mg/kg BEDOHER L OIEAZELME CRO LIV, IO /INEF LED IR R E<H VIS FHRE
PEAS 100 mg/kg LA EOBEDORER L Ol 5121 300 me/kg BEDFEAELME T, BIEDUTALRAR
B O T (B o 20-7" a7V BHE) A3 30 mg/kg LA EDBEDORETHRIEINT,

[EEBECIE, REBEEOEMEBBEZEDOHEMA 300 mg/kg FEOHET, IKAFED 300 mg/ke
BEDOIERBLME THOIT,

2. AFEF AT

FREMER, EREOET SRR OIER . SO HARSE T O E DS HIREEDO TR B3
300 mg/kg BECHEIRINM, £ ERNIET LB 100 mg/kg L EDOBETHLNT-, £ R HER
(HHPEAE IR/ B RIEH) BI O AR (A R B/ EEIRE) DIXT A% 300 mg/kg B, /HE 0 B
AREEOIKT EHERERFE(HE 4 BOERE/WHE 0 BOARH) DK TA 100 mg/kg LA ED
HTHROLILE,

3. BMEME
INERLHEDIFREOIBERESHIEFEE D 100 mg/kg FHOMRE T, BN RKFDOET AN
100 mg/kg FEDOMECTEEBINIZIENDMEE YO KER G FiElcxH4 5 8B E (NOAEL) X
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30 mg/ke/day LHIBTSIVE, 2235, IEALIRANE ORE TR 30 me/kg REDRECRBIRSNIZ Lnsh, B
O IR 5= MK 5 E/EA & (NOEL) 1 30 mg/keg/day i & sz,

HE 0 B OHAERKELEARAEFROK TS 100 mg/kg FETHALNEIE0D, AFEFAEFMIZ
X9 2ERMEEIT 30 mg/ke/day LHIETEILT,

HERB /Y

MERES » MO ZZEC A2 ) I L ORELHIR (R 2 8 /M). RO ONCHECIIRE AR T 1% 2 38R,
HECIHHREZBLCAERESE 4 BEOR L2-AFLUVFF I _UBr2R NG, Mk
TN AR EREFRERBIOEEME, 25 NCABRAEBER I OFAIRORT RIS TEE
DWW THRELT,

ABHARSA2E GLP

ARBRE . UL R DRIRO F IO T LU (LS AR 12| (PR 23 4 3
A 31 BT, a3 0331 5 7 SEAFBHEEREMRR. AR 23:03-29 R 5 SRFEES
BEEERR. BRRARKE 110331009 SREARSREBRBREEM) (CHERL ., [HHRZDE
BIRORBRE EH TR T 2 E ) (ERR 23 4 3 A 31 BAHT, AT 0331 55 8 B &
ERBEERAESRE.ERK 23-03-29 RRE 6 SRFELLAUSELERE. RRLRE
110331010 FERBVEER S BRFEBRBRER) BT L TERLI

ETORRBIEL., BYWOEFBEROEHICETHIEEIBEF N 48 4F 10 A 1 B EEE 105 5. F
Bk 24 % 9 A 5 B —¥REKIE), [EBREMW ORI K OMRE I ONC 8 OBRIBIC B 92 B Y | (E R
184 4 A 28 H, REAETH 88 B)BLWEAFBE OFTE T2 EMERBICBIT 28 ERED
FEH BT 2EEANES) (CFRL 18 £ 6 A 1 B, F35%E 0601001 5) Z8-FL, [HMEAEARRERE
b a—EBHFEERICET A8 (ER 210 A 1 B, FR 2410 B 1 AKE) 0K
DSVWTERL, ARBRICBIT 28 ERHEIL, RENATPDERZESORELZIT, AR
TS (B EFRFRE S :11120197A) , 723, AR INT-EMWERE E LD ERIZRD T2,
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MHETE

1. HBWE

WHRWE THD 1,2-AF L TFF_UBY (B4 1,30/ VA% —)1 CAS No.274-09-9,
5 FH:CTH602, 3 F&:122.12, R B ~TOTWRABOF AR, ER, Bl :-10°C, ¥4
172°C, tbE:1.1873(20/20) . © &5 : CRETG, #iEE :99.9%(GC) . Amnex A, PAF. 1,2-MD) 61\-
B i G E AT 2012 £ 7 A 3 B), SRS CAR (RRIE 3~7C)
B, B TRE L, 1,2-MD OREREZRITRT,

{10

BB D ZEMITOWTIE, EBRFBITRB LI OERK TR ICEFHIITIC CRIMRIL AR -
WERIEL , AT MUIZEALD IR o Tn D EMFEREIN TS (BRBRE & M-12-021)

2. BB LUEE FiE

BAFy— VR INN—BEAREFEBE L Z—50 8 #ERD Sprague-Dawley (SD) 5% [Crl:CD(SD). SPF]
Ty 55 T, M 83 TLzfE AL, fH = (18 BE) ITNA LI, A AL EDT 15 B, HELEREE
BRE~OILOT-DRE L, TOMER ., SO —RREZEBIEL. ARB (BRE 1 B)BIUOBRE
BT RIHREZRE L, BE- B P IXBORICRDOT7 =N IR THHLE S XL, AT
F—UICRBRE S, BB ESEZFA LB —REENT CRAILT, F7=., tEEhimic o
TIL, 3% 3 B R HAMEZEREL, AMFEMOARIRBIOMER TIFOKEIX T iLo®R
DTHoT,

B AT B (201249 H 24 B
AT EE 4 251.9~291.0 g, M 184.6~219.3 g
BIEKT B 20124510 H 8 H

MRS TRHMAE  HE 347.0~434.8 g, 1 229.7~290.5 ¢

W - BIE R O — AR BB L OMEEHERB ISR ER IS B2 T T LB S A R EIIRDL
Npholz, 7286, MBI T, SFMRIERBIE TER EIIF RITE (RIKLD) BB 3 T
SHRIRREFHDREYRHZBOLNLV 4 IRZERL, AERIBLEIEA T HIEICLVBES T 21T
Teo BT LIEEMDIIE—EDEMESZFVE T, 7o VMU TRICEIESZIEH#RL, AFDE
Bl B — NICRRE S BLUBMESEZRALTEHE S — VI8N, BT oEA L1
B 7 UL, HEBMY 15 It (MEFORRITIVERIINLI B2 a3 0) T2 TREEWEL ., #E 12 [Lidth B

RCERRL . £ DMOBWMIIM O B BNZER T E 2D 72120 | REFLESET,
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EITEFRIEE 21.0~25.0C, FFEBE 40.0~75.0% HBKREHN 15 [E/BEEE. B 20
12 W7 BE~19 WE)RAT . 12 Wefif] (19 FE~7 B IATICRESNTZRBTEN T, @B SR r—
(220w X 270d X 190h mm)iZ 1 PT¥2 (ZELHFIX 2 UT) AL . BEAERRE (CE-2, BARZLT) LkiEK
(RFTHAKERBEK) Z B HICERSE TRAB L FIRATOERICEL CGIFIROELZ S R) , HE)
WIS EBIEBNONT, 4R 18 AADME 4 HETIYMNITIRAF v/ BB — (350w X
400d X 180h mm){Z 1 PLFDUNAEL , KEEL TR SV T R-F 7 (AR —7)—2 | BRTAT LY —)
FHEEMG U, AEHM T OBMEDEEL 23.0~25.0C, BEIT 41.5~T73.5%Th o7, F/-, it
FELT-fRLRE, BB JOURBR D HTHERIT, W bR R EFIRZ I RO REEN THET
LETER LU,

3. BEME
1) FaE

wERmEEREL, SR (hyEral i, G FUTAT RS BEE B V2K9025) M HHE
FISHE, 7.5 w/REA TR L, S5IC 7.5 w/VRBE AT Lo TAIRL ., 2.5 2B TN 0.75 w/vhilid B
BEAO\ RS-, AR 7- MR I B (FRIME 2~ 12°C) JEE T CIRE L., LMD REERAR I E
AL,

2) ZREMFER

B BT HAh, 0.75 BED 7.5 w/v% (7.5 BETN 75 mg/mL) BEDFHRRIKIZ-OVT, HjE (2
& 4~5C)  EIERMTI2BIT5 8 BRIORZEMEZTHEFR L (Annex B), FARBREKFOWBRYE S E
BBV Annex C. 28 2 IBIZE- Tz,

NBEAR

FIERAUMRA (AR B 201248 10 A 5 B)ITOWT, 0.75, 2.5 BLN 7.5 w/VhiEBEDWRWE S
BERAIEL, TORE, FHEEITRAERED 99.7~100.0%ThHY, FRIEBDOIZL>EFIITNEH
SEHIED 98.6~101.8% CHEELFANZH -7 (Annex D),
FBRIE R OBEE & BRI Annex C., 25 2 TIZE-T,

4. REEBOREBICREFIE

ARBROKEBIT, AEBRWEE AW ToM1,2-AF Lo VAR U B Oy M VWA RIS
B 58 AR A BH AR (FRAR) | BRRBRE S R-12-011) O RELLITREL, 128,
TR T A LR E B L ORI AR E AUy M AV,

TFEERERTIL, U440, 0 (A, FyEr=i4#) | 30, 100 FXT* 300 mg/kg @ 1,2-MD % 8 Bl D
S 3L SD RTvMT 14 B, REBFIRE QKRG TIILEFELIA, &5 7 X TOBEICE
W 300 mg/kg BEICEHEMBUENROLNRD-T-2E05, 5 8 B2biE 30 mg/kg BHOEBMIC

9
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500 mg/kg 5 LTz, TOFEE, 500 mg/kg BIZRBWTE ANDLIAD BT, 1 1 4,
HE2FIAS 500 mg/kg DS 4 H BETIZET L=, L2382, 500 mg/kg i REZR G LD
BREETHRBELHWESIZ, 300 mg/keg BTV TIL, MEREL B AIEIR 5 E % QR ERINSIEIX
NIeH, EOH%DOEEHBICHEIIROON T, MIRFREBIOMEELEREIZB O TCHIERY
BHEORBERIFETIEITROLNRD Tz, LLAedih, 100 33X 300 mg/kg BEDHET
XIS E &2 ERFERINCEIL, 300 mg/kg BEOMETIXBIROERT EEOBEMMNBES N2 L0
b, ARRICBW T, BB ARICIIETES | ERIER2 300 me/kg %, PHEIIAEMBMLL
BIREIZ % 100 mg/kg ZFREL ., EARICITEHME (NOAEL) N ELNLEHIFFIND 30 mg/kg %
BREL,

ARRBRCIL, MBI ZCELAT 2 . A AL CHIRRAT B T (RR5E 42 [F) | B
IARECET 2 W, AZECHIR . IR B L TR DT 4 HET MR EEE 42~45 [|) | &
DHERI N2> T HEITFIRRAT B £T (R 5[4 52 [B) | /38U 7V I HIBRATE (R 256 BFEY
H) £T. IEREMEOREBMELTE T 272DICRELEY T I NI RS 42 BET.1 B 1 [|,
1@ 708, & 9 BF~13 BFOME] (9 BF 00 0~12 BF 12 ) X G LTz, BEAEITZ 4 mL/kg &L, M
HELHHRFOBPE A OB ELZECRSKELRE L L, 2B, *tBBICIHEEThHI N Enas e
RBEICR G LT, RERBIMEBET ART AT, Sy BB ICL5MEIR N#FEL L,

ARBROFERBLOBWEZE L TITRL,

X BEE BE ®RERE BEE
s BEWE -
(mg/kg) (w/v%)  (mL/kg) J3i3 ki3
n \ Tty
xtRREE bR 0 0 4 MO01001~M01012%  F01001~F01012
(BRK)

KA 28 1,2-MD 30 0.75 4 M02013~M02024  F02013~F02024
A ERE 1,2-MD 100 2.5 4 M03025~M03036  F03025~F03036
= ERE 1,2-MD 300 7.5 4 M04037~M04048%  F04037~F04048
Xt PR INyE =it it

o - F05049~F05058%
FFIAMEE) (i) 0 0 4
A ER
FF5A1EE) 1,2-MD 300 7.5 4 F06059~F06068%

* HEDOX BB B L Om AR, MDY T I MEDBMBE S D REWELFIITEIEHR LML,

5. RAELE
D #HEW (F,)
O—BRrEDEIER

EHNZOVWT, FESFEFIER 1B, K5 PEREREORER 2 B EBIELL,

QOEERBLVEREHOBIE

BT RERBIUEAEROILBYE T DORENVE 5 filx, ST T I NEOBYE

10



RERE S R-12-012

BEORENE b FIeREE 520 (EE 1 B)25 14 HEL B0 1 E L, —RREZHELE,
OFE MR ER B '

SHFNTONT, BRIERT B, 85 8, 15, 24, 30, 36 BLTN 42 B (SHHIIIEE 0 HdD 4 BHOR).
RRZRBHNIHR S 49 BITh, EEMFEFIIEIE 7 BEW 14 BIZRa7Y 7B I DM RS 22
BITo0, BLEIT, WL 13 B~ 17 BRodfE (13 B 13 45 ~15 BF 47 43) I24T 27,

FT. S —VHBLTOBELTH., F—Ub BV HTRRICHIREZBEL ., EEE L TOBEE21T-
Teo VB ECIE, AL, B, BRRITE)., M E. RE, RE, K8 ek, 547, B R1TE, Fie
1T ZBREUS. 5 3<AW, B, HRR, PR, ST 5505, MERS . FARNEBELL,
@R

BT, BMESDOENEEE b FllcOVWT, #5390 BICHRESRELETRIELERKL ., #
B 42 BIZEEMRE RIS [ & ORIBIC T DR EEB RUS A RE LT, 2 BliX, & 5-H1/H
PATEEL, AT o inh B REB L& 5 6l GRAERI L F) . 3T I/ MESEME D
FNEEE 5 Bl oWT BEFHMKEIC B RESRIE. #7RERLORICRH T 2R ES L%
BRELR, ok, BE5HBERICERL B2 ESHRE S L ORBI T 2R ES RS THBRYE
BEOEENRBIN-IEND, EE 11 BIC B RESRE. EE 14 BICRBICxH 2RES K
ISEREL,

(DB DR EB RS

TIATIVEG BEILRG . RFEAL, BAB UG BB AL, BRI (B% B ) 5OA . EERRS O
HELREL:,

(R FAIE

NEWIR TRIE S AT b VTR ZRIE L, HEEMORIRIB IR HZEN L5 E
BIEL. BB L URIEERRA L 3 EORHED EHEE KD,

(3) B FEZHE

B FEB &R E L E (SUPER-MEX, Z=ATHER) 2 AV T, 20 70 B B EBEREBH B LT
S ESVEIFOEEHRIL, FHAMEI 5 2B ICER L, ARG R B, REEMCHIEOEBRE
LETICERL , o0 B RESRIE L RLEL,

O EHIE

HER IO IT FANAT, /5 1 (&R EBRAH) (3.7, 14, 21, 28, 35,42 A, EHE 1,7, 14 BRIV
FiR BRI U, MEEWIR S 1,3, 7, 14 B, fH& 0, 7, 14, 20 BRIUSKMRFITEHR 26 HFEYSA. "
F 0, 4 BRIUSHIKR BICAEL , REEFNIARS 21, 28, 35, 42, 49 BRI UK BICHIEL,

G ERE

HER I OB T T A M, 85 1~2, 7~8, 14~15, 29~30, 35~36, 41~42 H, [El{E 6~
7.12~13 BICHIEL, 3 TI7AMEXERE 21~22 BICHLRIELE, HEWIIRE 1~2, 7~8, 14~
15 B BXUYEHR 0~1, 7~8, 14~15, 20~21 BRLWNIMEE 3~4 AICHIEL., RREHNIE S 29~
30, 35~36, 41~42, 48~49 BITHIELI=, |

11
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DRBE

HENMDRBI OB OV T T7 A MNEEREMNREL, #5378 ORE CIIAE56], F/-, EHEI3H
R HDRE CIXEEF2FERELE,

B 537 HORATIEY AR EARIT, [FHEL3 H DR TiI—RRREDBIEE T RICEM A R — IR
L, LLTOEBIZOWTREL, 72721, B - B E . BRI L DRE R I ORILEIL, SRIRBAAE
#14~SREROBF R CERILICE R T, £ OMOTE B 32485 MO & R TIT o7,

THH BIEE i AR
pH- & - E A B AR BHBRKIE Z—ar AL T AR-4020 (7 — 21 o)
yaby )= -vUntey  EFLE [k
TR FiR JeEE RS
RE BHE AR B —E
HhE JEYTIE T U HNVERRIESTETSU-202 (=< R5E)
FRIOAAZARE AV EBYE 2B EERE HHTEEEAS (TN )
BV DA PREE FlE F.E
EEAA R Eills Gl

@ E e

LB VT, R 3 BALMEERZEEL, BATE. RSB 3| x5
R ABIOBRAAT EARERL ZBMORES. RENMERSN L CHASERELL, 3,
B L DR EER B & (BES LORESPLREECO B RO L) BL 0% 5 HE% I
4 BBV 5 B RIEOHESIN A O EEIC LU B OB R BRI B U, 7285, 51
HIKOIZ 4~5 B ORI CHESAEIRL TV BB IS LI LI,
@k

#8515 B 16 BF 05 XV RBENOEREE | 3t 1 TRIEBES® -, FRXvEs, Bz rsil., [
B OO A AT AR AR CEER LTz, BRI R I BV AR T AR A O T SRR S U
A SRASTEME L. 20 B AR 0 B LEELCEMEATIC R, 8RS L RO RS
ICkD . FEBIE bR ERER B £ 0 BB LOEOMICERUEREHIOE K, 2 RE (%R
B/ AR TV V=B X 100, %) | FLURSE (FLIREIEL/ 22 LI MEBh A0 X 100, W) 2B HL
7o
@UITHR - 45 e B IR IR D L2

A RMET A 1A [ RS Tz, S IORERIL, FHR 21 ALY A BRSNS ETRA
R FHICATU 15 BEE TS MISE T LI BT, 20 BERE 0 H Gyl ) U7, Syt
HE O I BB B FTRE ARV SV CHTV N, BRI ORI T UV T, Ao —fi
RS L OTE DRI B A R BB, SV W KBS 1~4 B R, 3 BBl
Ut 5BV Clt, SRR (EEUE 0 F7nB5300 B 00 R0 Zskedte, S SRR 13, AR
BB A PR B2 6 R L G /AR S0 X 100, W) B LT,

12
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3l
HEOR KT REFIR CIXRFHOBMEZHE 5 F1, BIE 15 BB 2HR I EHESZIC 4
Lz 2Bl oW T L E T o7, $o. SO R 5K TRHIR T, MBS T LK BED
5 Bl (BAEEI 1 ) I oW TERMEIT 72, BT I MEOE KT KRR TIX S OB E 52
F\ 5 Bl [EHE 15 BIZBIAHIR CIIEHEBEICEL 2B DWW TR LR T/, Wb g
Al 18~24 FFfjE RS W71, IEEH& REIRNLLL T D), 2). QDIRICENFE# L TRM L,
(1) MiRFHMRER HuEEEA] EDTA-2K
() MEFHRER FURER 7=0BTRUL
(3) MEAALERER  HEEAl ~ U
@R FERE
BRI BB OV T TOEBZREL, JUEERIE LTI/ B N D LE AW TERLZ
gAML SEEL T, 7ubar B U B L OEE(LE S e R PR F BRI ZREL, ZD
fthDIE B I3 HTEEE AL LT EDTA-2K % AW TR L7- MKk TRIE Lz,

IHH HIEE it IR
FRLEREL (RBC) BRI A & B B iriEE
XT-2000iV (Y AAy7R)

B 1 Ek$ (WBC) PR — PR AV Ta—F A RAN—E FAL

B M Ek5> 48 Ak Gl

MR IR M BREL 2R (RET%) F_E ' Gl

M £:5 & (HGB) SLS~EZub ik Gl

SER) AR i ER A FE (MCV) 28 (HCTx1000/RBC) - m_E

/)R #C(PLT) BERIESTR L Gl

~<hYME (HCT) mE Eill=

SEHIFR BRI A R & S+ (HGB%1000/RBC) Gl

(MCH)
SEH R ER N 2R BEE 2 (HGB%100/HCT) EES

(MCHC)

EMEALER Sy buv R 7 7 AF Y SERELRR B & BB ke E R B2 E
B (APTT) CA-1000 (AAyJA)
7uba b’ ERRE (PT) Cill= Eil

O MiEALFERE

BRI SEMWIN OV TUA T O B 2Rz, HEERFIEL T U2 VTR U T i D e 45
B CRIELTz, 7235, SN T fffE—H 3 FRIREREIT BT 24182 (T3, T4 36108 TSHRIEMELT
BREORAT (FT0°CLL ) L3 RIS B AR AT OV DA CORAE B ORGSR . AP X
IRIMAREI % BIT SN TSIV | RIS L E T 5 L 72000 T,

IH H HEE RS

MEARE (TP) Ly ik A#E o riEE
JCA-BM6010 ( A AE+)

TV IR EE (rALB) BCG: E_k

IV AR FE (Gle) ~¥/¥ - - G-6-PDH{E [A] E

aLA7o—ViR AL (TC) AV AT VATV A 1 - HMMPS{E AL

N7 VETAN L (TG) GPO-HMMPS:, 7 )W) iEyE FE
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HHE BIEE i IRk

VAREIREE (PL) ) A%y F—¥ - DAOSE HEI TR
JCA-BM6010 (B &AEF)

JRFEZEFIEE (BUN) JV7—t «GODHIE, VTt HE % [k

T F= Y8 EE (cre) Jaffé i Gl

y =T NVEINVT AN T I = TE IFCCi& Eills

(v -GTP)

TNV 74X 75—t &M (ALP) GSCC¥#: il

TANGF VERTI) VIV A7 25—t V&M IFCCE El

(AST)

T7=VTIN v RA727—E V&M (ALT)  IFCCiE EIi=

FLER Lk EEESRTEME (LDH) JSCCHEHE bt il

ANy AR EE (Ca) OCPC#: =

UL PR EE (thil) R Eil=

) IREE (IP) BT T VERERHE m_E

RE{ER¥R EE (TBA) BERY A7V T il

A/GH #% (rALB/ (TP- rALB)) Eill=

NI AV REE (Na) A% BIRIE & BEhERE STk
EAO5 (ZAT7V N7 4-)

HIT AR (K) Ak F_E

WEAAVIEEE (C)) mE Cill=

WERBLOHRETER

MEREEN 1T, LA T DRI~ hoLE 5’—/1/ WCCRRBRLEIR LT, BRI R EIT b e
Z—F N LREE T CRILL7ZBICHIRL , 2SI~ S e Z— L N Y LEREE T
THUMEFESE, FIRR L7z,

KIEREN) fi R BRI OHe R
e
BB T REE R ®E 42 BOZEA 18~24 B A
ER-E=E=2]] [El4E 15 A 18~24 KA
3
Sag vl HE 4 BORA 18~24 WA
RRUIZB MU T- B R k) {EiR26 HHEY H Ehed$
B RBHERESN/2h o7 (RAZE) & E52HDEE Egd
HT T AN (& EHT RSB #5428 DEH 18~24 KRR
Y77 ANt (EEBLEH) [E{E15H 18~24 BRI A
LIEEFIRBE T LA LIFEFIRPET LA EhedT
ALY T HERS H Efpd

EHNEOVNT, B, FRARBS O B R /IMAR, B, ol TR TR, R, mIES L OREEL R R BAR
AN IR B L OS2 EREIIRA & Te) IR, FEOBRBZWEL, Eio, HIOM, Fie. T
Tk, IRER (=% — ) | BA FIRB IONE TR, 58 . RIS KO B EUIMAR, R, i, Bilids JLOr
A P, R, R DR, B, B IR, 22iE. BTG, B, WG, B, TRV VL
P RERBEY o/ RS HL, RSB AR BN, FSTER ORI R, IR, 75 BB, BERE. KBRS L ONK
RSB RS . AR E AR L OB AR L R LT, SECELLA OB X OVRAE 30X
15 cm AFELL FOES TG4 IS 10% P HERETR L <Y U ¥AK 5 mL LR 2 A UREE L TR

14



RERE S R-12-012

LU TRBEERICRIFE L, B IURR LEIIT 7 RICEE (RAREIL 10% P HEAEE R L~
IR L, ZOMOZE -HkIT 10% B EA <Y BIRICEE LT,

BB, Kotk RRBRBLOAWERBIFEC LFORE BEEMEITIFEMxI RO, FIRATR
[Z2WTh, THE 4 BOE BICHIR LI RIEL 1355 CRME L 7=,

GRS R

FIBRLI=BIDIS | BB IO T 7 MEOHR G/ T RFIR T RE RO N E A BB OB
BEDBENE 5 B, DO R 54K T RSB TR MEITo 72 BB 5 FIRbNCEAERD
1 BlZoONWT, MBEFRERNREE (REFLSHE SHBOILIBIERS) O~< V=g vr
(HE)ZAZERL , RIS EREL ML,

BRI OE2HEIRPET LI OV TH RIS, IWEARFREL R LI, T2, R
BRCREDADN- S ARRICBIL THRERIC HE BAZERL RIS R EL ERL,

BB, TSR T ROSREI CHEBRMER 5 OREERELNIZBEIC OV T, KBXOF A
BFO 5 FlEEEHBKETROFRAN OV THIREMEREREL R LT, T, BEK TR
B> Lx FREED 1 51 (BHEE :M01001) I3L T 300 mg/kg BED 1 4 (Ei#E 5 : M04037) D Efigic
DWTHE, a7 7 VR E (ABC 1R) 2 EML T,

2) AR (Fy)
OH4EROBIE

HE 0 BICARREBIURT REEMHERNICEL T, HRBIUANETHOFELBEL., &
$R [ (FER SR/ ERIBE) X100, %], £RHER] (HELRB/EREL) X100, %], HER[ (ER
H REMER/ AR E0) X 100, %1IL OMHA [ (HEA RS/ ERE) X100, $12EH L, $,
B O0~4 BET, 0. —RREZEHEL, AR KL C IREE RN FIAREFER(HE
4 BOARE/HE 0 BOAERE) X100, W1xBEH L, EFRICOWTIL HE 0 BLO 4 BIZfE
BIDEEZREL ., B LICHRER DTS ERELZEHTHLLLIC, HE 0 HBIU 4 HIZRBITAHL
[ (R4 IR /R A IR0 X100, %1 2H HLT,
@&

T RIINEZHFHOFELBEL THRL, 10%FHERER L <Y EIRICEEL TREL, £7F
IRIIEE 4 BICARFTROFELBEL TR TR ARREY T BFESETHRRL ., NERES
BEDOREOFELBELL,

6. 7 — X DFRHTIE

HEBRMOEL - OBEE ., ZRE, ZRFERLNCHARDOEREFE O HBEHEEIZ OV
Fisher DEEMERRELIT o7 (AEKYEE %), HRMERSHORBEBRBFRERROIL, 7
L —FKR43FT U= —#13 Mann-Whitney @ U BEIZIY., F-BMHS L — KOS5 EHEIX Fisher O E R
O AR EICLO RBEL ORI OB B EREEAT o7 (B EIKLE %),
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Z DD EEBIREDT —21%, BRI LIZBLIIEH DT litter ZEDFHER 1 EARLL, &
T ITANENBD NI EDOMOBEN TR LT, Z0BR, ST OREN 2 OB, T F REL:
1TV, AEEDPFRDLIRITIIL Student’s—t REZTTo72, F REICBWTARENROONES
1. Aspin-Welch MREZTT o7z, BATOX S 3 LU EDZEIL, 557, Bartlett DHFIEIZIVEED
SEO—ERIEIZ OV TIRE (AR KYE:5%) 21T o7z, DB —CTholiBA ik, —ThA BRI
BT (B BAKYE: 5%) 21TV, #MICE BESRO L5 AL, Dunnett IBIZIV S ELBEZITo7
(BEAKYE:5%) , —FF, WT DO THHEA 0 Lo BL UGB~ TRI-TBAITIE,
Kruskal-Wallis DNEALIRTE (B B AKYE:5%) 1T\, BERICA BHESFRD LB A 121%. Dunnett B4
WREHEICEV S BT o7 (B EKYE: 5%),

FRIDBEDTELENOHBOEEEICEEZRIETHVOHIETERVRABRIEEICHEHA
hof=C&

2012 £ 10 H 4 B®D 11:00~14:26 (B ERMOE RIBEDIZDITAZEL | IV EIER
BENORASARICHEZ, FAO 11:00~14:30 IZZR/IMEIEL, LxL, WThOEHO—i%
REEIZH ERFRIGERLZEBZDNAEITFRDOON T, Fio, IRIEE (23.0~25.0C, 58.5~
73.5%) ILEFRFBAN ThoToZ i b, RER~DOEEII W EHIWT LT,

2012 4 10 A 26 Ho 10:21~10:37(16 43, 14:15~14:16 (1 43fE) BX U 16:02~16:07 (5 4y
) ICARBEEAT AR MEEL , REEOBMEFE B ENORBIANHEZ 72, L L, WThoBmo—i
RRE, HAHE I ERERICER LB ONIEUERD LN T HITITERR Tho7z2eh b,
REBEA~OBEI R,

B A BESH B EEOEERETIESRCL. MRS —V~0OBOIEIL, ELkFE A
W, SEEAICER T 5 | LRI TS, RBRCIIEERE AV, §9F 0B VIRICRIER
r—V~RE LU, LinL, SRIER — VP ORBER R (B —RE) ORIEEEZMERL. EBHOIX
BOXIRNEHIEISNIZZ LD, REREGE~Z BTV R LT,

ZOM, [F R BIENTERPSTZRROEFEHICEEL KT TRV OLIFER ORREHEE
(CREDRD T 13D Tz, |

AER AR

1. e
1) —f%IRBE (Table 1-1~Table 4, Appendix 1-1-1~Appendix 4-4)

HETIZFE BT S iah o7, 300 mg/kg BEDKE 1 5 (BHEE :M04046) TR 5 25 BL W
26 BICSESBEINZUSMNT, BFEITRO IR T,

WIS REED 1 B (BB FO1011) AR 22 HICIET Lo, B ER SHIFETEY
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IS h Tz, EFEHETIE 300 mg/ke BEICIBWTIRE 7 BAD 10 H ORICHHERDBALIE
BAAL3ZRBCHE 1 B (B &S (F04045) | ERIEASIERELME | B (B E S :F06062) . HEDIENEBL
O T REER DB FEATELME 1 5 (BE & :F06063) RSNz, 2O/, ME IR T D 100 me/kg
o 1 H1(BWES F03028) I 0 e FEMOGENBIBESh, ZOF CIILmE RIHE
4 BETIZETLE,

MEREL S [EMEBIER I —RREED B EIIFRD b ah o7,

2) B/ IRBIZE (Table 5~Table 6-2, Appendix 5-1~Appendix 6-2-2)

B EHM R ORETIL, 300 mg/kg FD 10 TR G- 24, 30, 36 £/2iT 42 BICHEN T OIKTHE
BIXNiz, T, FEO 1 Bl (EEE:M04039) THRE- 24 BIZREHIT EEHT) . 1 5 (@hmE
5 :M04046) THRE 24 BIZ—RREOBE THRO LN EDBIEINT, F DA, 100 mg/kg &
O 1 Bl (EHEE:M03031) TH S 24 BIZERPBEINN, 3HREOIEREM (B E 5
F05049, F05052) 12 b2 B L THY, ABITKFELIZb D TIXRD o7, EDMORET B IZIE,
BRI E R 5 DB R T DEAITRRD bIed Tz,

[E118 HAFH R O HE Tl BRI BB 5 DR EBL RR T HELITFRD biviehoT,

¥ 5.2 P O ATELMECIE, 100 mg/kg BED 4 BRI U300 meg/kg D 12 B TH 5 8, 24, 30, 36, 42,
49 B M BEHRE FICEN KA OE T NEEIN, 300 mg/kg B 1§ (Bi#FE 5 F04045) T
#5 8 BRI, —REOBETHLRDLNIEML OF<EVLE) LA HREFDOKTRBESN,
F72. 100 mg/kg FED 1 F (BHES :F03028) TIHBEHM Tz, —RIREOBE THLROONIKE
DIFENDBEINT,

¥ 5.8 F O IEATECMECIE, 300 mg/kg D 9 BITERE- 24, 30, 36 F/-iX 42 BIZENKHOIK T
BEINZ, £, 300 mg/kg BD 1 B (EBEE:F06063) TS 15 BIZ, —REBOBETHIRD
SN BOBENHDBEINT-, ZOMOKREE B ITIL, HRHE RGO EL R THELITFRD
BRI oTz,

[E14E 5 W P D FEZSECME Tid, BRI E B 5 OB EE RR T AR MIIRD bR T,

3){£E (Table 7-1~Table 10, Appendix 7-1-1~Appendix 10-4)

W E R ORBETIT, %5 3 B2S 300 mg/kg BOBEEMEMEERL, 5 7, 21, 28 BLU' 35 H
OB REEL LB L T BRI T Lz, EHEHIM P OREDAE Tid, MRREEL 300 mg/kg BELDMH
WA B EIIRDLNRD-TE,

e 55RO ZZEME L, B 5-BRAAD D 300 mg/kg BEDEEN M RIELVIKE CHBLIES AR
EIRDONRD Tz, R EHAR HOIERERETIL, 5 M55 300 mg/kg BECTEREINIHIH
Ao, B E 7 BbEE 42 B ECORENKREL LR TERITET U, EEBIH R OFERER
METIZ, 300 mg/kg BEDEIE 1 BADEIE 14 A ETORENKRHLEBRL CEFRIUKT L,

STUREA R TP OMETIX, 300 me/kg BEDREMMEMEZERL . SHIR 7, 14 8L 20 B OEARTFREEL L
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BLUTHRIZIET U, HEHRE P oM TIX, 300 mg/kg BEDOIHTE 0 B OKENSKIRELE LB LK
fEZRUTZ05, 100 mg/kg LA FOBEOEEIZIL, fHREELDZEITd o7,

4)¥EEEE (Table 11-1~Table 14, Appendix 11-1-1~Appendix 14-4)

BEHM R ORETIL, 300 mg/kg DL 41~42 B OBEHENS M BEL LB L CAEICHEMLE,
[EIE IR HOBETSH. 300 mg/kg FEDEIE 6~7 B O % FREEE LU T E ML,

F5-HIR P O ZEMETI, 300 mg/kg FHDEE T~8 H OFEARH W RALL LB L THRIZIETL
2o BEHIR T OFZEMETIT, &S 7~8 HOMEH M REFLILEL THRITE T L, BEIE#IK+
DIEZELMETIE, M RBEE LR L THEREERM T,

IR F OB BRI, RMER G DR EL R T OH BEREMTRD O o, HEH
P OMETIE, 100 mg/kg YA EDOBETHE 3~4 B OFEFEIRBELIVIEEE R U2, 23T
WEIZEOFAEREFRDETICHIELLHEES NS,

5) MiRERRE
ORI DIRFEE LS (Table 15~Table 16-2, Appendix 15-1~Appendix 16-2-4)

B 5B P ORETIR, BIERISOE T LB 300 mg/kg B0 1 FIFRD BV, EHEHAR
DEETI BIERISE S TV TILORE COREL R LB D bivieh o7z,

B 5B P OSHMETIE, WTNORECOREEZRULBMIIR DO o, F5HH 0
FEATELME T, BABSUS DI T L2 B73 300 mg/kg FED 1 BUTFRODOLIVIZ, [EIEHIRM T D FHEZEL
HEC, BIERISE S LWV TORE THO R 2R UIZBIIRD LR oT,

@B /HBIE (Table 17~Table 19, Appendix 17~Appendix 19)

B 5B ER LA I IO B 32 IR Tk, JECBLfE L 2 Te it . SR EHR 50
BRI DLNRD T,

B BEREFHERE (Table 20~Table 22, Appendix 20-1~Appendix 22-2)

BB HIE R ORETIL, 300 mg/kg FEDOBRA 20 53 ORKEB B LONLH _EADEIEH  BEEL t
BLCHEHEML,

[EEHIB RO TH, 300 mg/kg BEDBIMA 20 70D KEB B R LB L CH BRI
23, RBEOSL S ERVEIBUTIIR BEEE D ZIIRD T,

¥ G HAR RO 15T, 300 mg/kg D 1 HITREFBEEILONLH LAY EIFDH XA L
U CHENTAERBALNM, 100 mg/kg AT OBED B R ESHEIIIRELOZITROLNAZR
holz,

B 52 D FEZTECHE TIE. 300 mg/kg BEDOXEBEEI IO S E3VEIHH R BB LLEL
THEIHEML, Z0ZEX, R ORHARE T DIFERE Th-o7-, BIEHIM OB Tk
Btk 5 /DI H _EAVEIEDS 300 mg/kg FETHBICHA L2208, P REEIC LB L T B R ER 03N
T AEMIIRRO LN T,
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6) JR#Z (Table 23-1~Table 24-2, Appendix 23-1-1~Appendix 24-2-2)

BEHHE PO T, KRMWEREHOIIV VAT REP AEIEKFL TR TERZRL,
300 mg/kg BEDMEAFRREL L CHBICIE T Lz, TOMOREE B ITHBRWE R 5D EL TR
B B E(LIIRD DD ST, |

(18 B DR TIL R E R 5 DR EL RRTDROBEMIBES N R 0T,

B EHIF P OFERELMETIX, 300 mg/kg BEDOAYY IAZ LV REDXHREEL LB CHEICE T LE
D EDOMOMATE BRI E R 5 OREL T 2 EIRRO bR T,

B4 B T D FEATECMECIE, BRI E % 5 O EE RE T ROETBES Wb o1,

7) MIKFEMZAE (Table 25-1~Table 26-3, Appendix 25~1-1~Appendix 26-3-2)
OrEE

# 5 HIRHE T R ORETIZ, 300 mg/kg BEDHRIR IR ML BR LR (5 4.20%) 23K REFE LB THEIC
L, T &7 —Z0#FE (TREBR) % LE-7-, Z0OM, 300 mg/kg FHOF bl v BEE (FH
13.7sec) BEBIZEM LN, FRT —FOHH (TRBR) N THY, BRLITFEDOE THHI L)
DHBRE DR B TITR WAL 7=, EEHIRIE TR OBETIT, HBRMER GO BL RN T 5K
LT ORI T,

T (T EAETEF) RER L+ VA% A ) S5 42SD
AR FR M BR R 6 30 2.87 2.31-3.43
PT 6 30 16.7 13.3-20.0

*: 2011 4F 4 B ~2013 5 3 AIZEEL- AR BROE A FRRE (AR by saal ) 2 A

OB

B 5 HARMMK T R D533 ME Tl 30 me/ke REDIFERERILRIS A BEFL LU CHRITIR T LIZS F
BITRFELIEELTIIRL £ 0MOMRETE B I B E2RR T 5EIFRObived -7z,

FEAZTHLMETIZ, 300 me/kg FEDIMAREATRIBELLIL THARITIE T L2, TOMOKREER
(BRI E R 5 DB R 28 B2 R LIIROoah T,

(A1 AR K T RFOIEAZRLMETIE, 300 mg/kg FED MCH () 18.3 pg) 23 RFIREFE LR L THEI
KT LT2A, 5T —F O (FRZBH) W Tho - ZEM MR B L L HIWT L,

FEAZBOIE (IHHEAE T i) AR Ex PN T F¥)£2SD
MCH 6 30 18.5 17.5-19.4

*: 2011 4F 4 A ~2013 4F 3 A2 50 U7 OF G el O S Rt (R - b eas s i) 28

19



HAERE S R-12-012

8) M4 FFFA (Table 27-1~Table 28-3, Appendix 27-1-1~Appendix 28-3-2)
OrEEM

B 5 HAMK T RFORETIL, 300 mg/kg BEDI N a—RBE N BB L CERBICIETL, HEik
VR ERE BN,

B8 HARTHE T FRFORETIL, 300 mg/kg BED A/G b (F3 1.42) BB LB L CTHEIZIRTL.,
519 1 41 (BE 5 :M04044) DE (1.27) NE =T —F O (TR R) #ALMC FE-72,

HE (B T RE) B Hx PT VK &3] 3y +2SD
A/G th 6 30 1.66 1.43-1.88
*: 2011 &£ 4 A ~2013 £ 3 BIZER L= 0578k DA FREE (K My Eaal ) 246 5

Ot

5B T RO TIE, 300 me/kg BED 1 Fi2 LDH OFEENFED BHILZAS, 100 mg/kg BL
TOBIHBWE RS OB EL RS T AETBESh e ol

B 5 HARE T RO IEATELME Tl 300 mg/kg BEDRaL 2T a—A NZVETAR UV IEEBIO
SR DA BENKBEL LB CHE BRI, Z0M, ABEOILT7F =V RERBIOEE A
AR EED KRB IC LU TR BITR T U2, M REEEDEIIT <O TH THAZENG, HHRWE
BEDEBLIIE XD oT,

[E118 # R #& T B D FEATERME TIL. 300 mg/kg BED A/G b (FHg 1.79) L B EE (8
9.1 mg/dL) 23 FREEL LB L CHRIIE T LD WThWE RT —F 0§l (TRER) WO T
HoTr,

FERZ B ([EE & T HE) HERE YT S SEHJ£2SD
A/G kb 6 30 2.04 1.63-2.46
ML HR VS N R 6 30 9.4 9.0-9.8

*: 2011 45 4 A ~2013 4F 3 HIZEM L= GFE 3 BR OB AT FREE (B My eoa ) 26

9)28EHEE (Table 29-1~Table 30-3, Appendix 29-1-1~Appendix 30-3-2)

OrEEY

5 T IRFOHETIE, 300 mg/kg REDIFIGS O IROD TR ASE i AR L, PR 5 L O
FAScHEE B B D FE ot T A S R BRIE S LB U EACHI N U 7z, & DAL, 300 mg/kg FEDOIREAL T
PESZEAL L Z HGNAFEXT B & OF B BMA | MBI OB TR LIV, HEMEATRES DO B BIC g
SRVE I - OB E T D ITR b o Tz,

[ HA RIS T RFORETIL, 300 mg/kg FEDRNOFE T i (F15) 6.852 mg/g) A3kt HREEL bk LT
AREZHEMU, 57 —% (TERSR) O Elalo7-, Zoft, 300 mg/kg #EO/CFEROMHE &
DI RRREL LR U CH BT FLZDS, A DA RHEICH B 72RO LN Tz,
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T (EIE & THF) BRIk YT ¥y S £2SD
BiROMENES 6 30 6.159 5.946-6.371

*: 2011 47 4 A ~2013 4F 3 BIZERHE UG R BR DS FREE (A by eoaiqh) 206 A
O

B E AR T RO MM TIL, 300 mg/kg #D 1 HIFIBREEOHEIMBED LT, Z O,
100 mg/kg BEOIIRBLVEIRNEEESEELTL, AINEOEN BRI ARIBOESEES
PR LB TR BICIR T L7edd, ARICRTFLIZE L Tldid o7z,

e 5 HARTHE T RO FEASELME TIX, 300 mg/kg BEDFRBLUOBRMOEENBELZRL, O
HBLOFEN BEREBROMBR EES M RBELLLEL THRITHEMNLT, Z0f, 300 mg/kg BN
HIRTRAEIBEIEZEZ DN EEOH ERBEMD LB CRO LIV, MM ATERR OB EITHK
BREHRE DR B e T IR IIRO LT,

[E148 A T RE D JEATBCME T, REER TICHIELEBE ZON DM, FFiBR L OB BOMEd ER
DA BRI 300 mg/kg BRIZEWD O,

10) ZI#FT R, (Table 31-1~Table 32-3, Appendix 31-1~Appendix 32-3)
ORED 5T ReE 5

¥h 42 OB BICHIRRLI-KERM ., xtFREE 7 61, 30 mg/ke B 12 4, 100 mg/kg #f 12 HlBI T
300 mg/kg #% 7 FIDOFRET RIZLL T D@D TH D,

R CIE . RIE D KT LAY 300 mg/kg BED 6 FlicHbdh, 95 | FlidREIHEETH-T,

JFlgCIZ, REUEA 100 mg/ke BED 1 & 300 mg/kg BED 5 FUIFRDOLNT,

FERCIL, MRMED/NEMEDS 100 mg/kg BED 2 FlEME S :M03025, MO3026)IZF45H41, 55 1 i
I bR 2L T3, 300 mg/kg BRI RO R EITRDON b o7,
@t EMEBEH _

18 15 BICHHR L=, ST HREE 5 H1B L8 300 mg/kg & 5 FUC R FIIROLNeh o7z,
@Sy D32 55T B R

WE 4 BOBRICHIRLI-MEEY . <HREE 11 41, 30 mg/kg #£ 11 #, 100 mg/kg # 8 HlBLT
300 mg/kg Bf 1 BlOHIRAT RITLL T 0D THD,

FFIECrE ., KPS 300 mg/ke BED 1 HIZFROHITZ,
@AFAEH, 2T VWHTEC LIZHl B L O R A

BT 26 AARYS FUSHIRR LU 7= A, 30 mg/kg ¥ 1 4. 100 mg/ke #F 2 $51, 300 mg/kg #f 4 #1, L
AHE VST L2451, 100 mg/kg £ 2 51, 300 mg/kg #E 6 #il, SHIZIIARZZH, 300 mg/kg £ 1 B>
R R T D Th D,

AT, FHio KEYEAS 300 mg/kg #ED 3 BNBIEISIVI A, Mligo>/)NE S 300 mg/kg REOD
1 pliciEEsnz,
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2MHE RBFET Ui, FFBOREYE 100 mg/kg BED 1 FIF LN 300mg/ke BED 5 FliCBILES
N, FD55 100 mg/kg BED 1 FITITREALE STz, Fio, BIIRO/INEYEDS 300 mg/kg BED 3 HliC
BEIh, 2055 1 HIEMWHE 5 F04042) TIXIRIRD/NMEA, | FIEHER  F04048) T+ —fBIFR
FOZERRDOEEIREDS, FRVD 1 BlEMW)E 5 F04044) TIIRIB DO REU LN BEINT, DM, Bign X
FEULAS 100 381K 300 mg/kg BEDE 1 FIZFRDHIVI,

FRAZRHID 300 mg/kg BED 1 FilTIL, FIBOREULB DIz,
OV TIAMNEDR 5T REH iR 51

5 42 HOF BICHIRR U IEAELLE, SHREE 5 HlE XU 300 mg/kg B 5 Bl REIXFRDOLNZR
ol

®V T IA D EIE BRG]
B 15 BIZH LT~ FEASHECME . s BBEE 5 HIR LU 300 mg/kg B 5 FlIC B EITRBOLNLD T,
@D FET- ]

IR 22 BICFRTUI-XTREED 1 il @E-S:F01011) TiX. Migo /NN L., B/ N L, RE
FERE SR, BB AIEOIEE(L B RSN,

11) FREAR R MR E (Table 33-1~Table 34-3, Appendix 33-1~Appendix 34-3)
OO BT R 51

BERKTEIRAIOY L, SREEBL N 300 mg/kg 2D 5 IOV TREMEBFHREL EHL, &
SICHBRIE DR BN DN FEE, PR, L BRBICEIBICOLTE, 30 BLO
100 mg/kg BED 5 FUZOWTHHREMAB AR EL E LT, 01, FIRIFICRE ST DOONIERE
IOV THHR B AL ER LI, IR R, L TO&EYTHB,

THEARTIE, RBMEOY L ERRE AR MR DZZ A ks 300 mg/kg BEDE 1 FliCHLIT
75, 100 mg/kg LA F DR EF IO LIV -T2,

FORIRCIE, M2 S L2 TORTER 1 IR EERNBEINIY, R ER 5 O¥
B2 T AR IO bR T,

T, 300 mg/kg BED 3 BNZHARDORIFMIOEENBIREINA, HBEO 1 fllcbAbii
BRERIThole, 2O, BREECZ REDFEILE D 300 mg/kg D 1 I TROONI,

JERgCIL, /N ER DD PO IERESHVIEFARZE S 100 meg/kg ML EDBETHES L, THE
FAAR R OSEE BIUFREIL, 100 mg/kg LA LD TRIMREEL LB TF BTN T2, g/ NPa3EE
TR ST 2 CDEECTRDBI, 100 mg/kg BEDA TR I OFREN RIFRERE L CHEIHEINLT,
FA AR ) B D AR B D B I xR BE B LUK B 3% 5B TR SIS P RBEL LB L T2
EBIUHEEDOEIIZ2D T, ZOM, /INEFOEDOIFHIROZE (LD 30 mg/kg #D 2 LW
300 mg/kg BED 1 FITRDLNIZN, BELRE(ThH o7,

BRI, FEICY L RERIEEAY 300 mg/kg BED 2 BlicHBN, 2056 1 FlIXRFMED KM
PEoTWTZM, W TR EREL ThoT,
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R CIIx RREEE 300 mg/kg BEDOEHICHMME MBI OB BATROILENB RIS, X HREE
& 300 mg/kg BEL DO TREDEIT DT,

R CIL, IEALRAE IR 125 30 me/kg DL EDOBETEIESN, 100 mg/kg M EOBETHER X
ORRED S BREL LB L CHEICHEMNUT ., $72 REDIFE AT RME I REE2 S 0 THL
. 300 mg/kg BEDSEE N BREL LB L CE BRI, FDM., 30 mg/kg BD 2 FICHHLIZ
T AR A EICERELZE(b i3, 300 mg/kg BED 2 BlICHALNT-BEE DOIE ST, R A
D 1 b HDNIEALThH T, 2B ITALRAME O FE IS OV T, SR o 2u-
a7V ThHIE LML,

B O, BRINEHIIRDAEADS 300 mg/kg #ED 2 FZ B8, 100 mg/kg LA FOBETIIZROHIV2D
7o A, BOREAHBRIOPERFEOIEINAS 300 mg/kg BED 4 HTBIERSI-AS, [FHEDZ(HIE 100 mg/kg LA
TORACHFRD DIV, XHFRREE U CEER L ORI I -T2,

R SRR R NI BN 100 mg/kg BEO 2 FIEIHIE B - M03025, MO3026)IZ
RS DEREPBERSI, TOHEEN A REFL LB L CHEICHEIL223, 300 mg/kg BHIFRIFRORTR

[ERPSY qVAvIESY N

BIZARCIE, Vo SEREEDS 300 mg/ke BED 1 BlicHLNTZAS, RO ELiTxBEED 3 Blich 30
bz, .

N—F— T, BEIZY R BRIRIEDS 300 mg/kg BED 1 FlIZHLITD T<REDELThH o7,
QiEDEEBLZ]

B8 15 BIZHIRR LIzt REERS LU 300 me/kg BED b BT OWTIL, EK T ROFIMEH] THER
WEORERREbNTERE, AR, R, BB IO W ORI ERELERL,
FRERAERRAT RIX. LT D@ ThoD,

TEAETIE. EFITROLNRNT,

FORIR Tl AHBRED 1 4138110 300 mg/kg BED 2 BlARH ERN BRI, HHRYE &
B OEER R T HEAIIRRDbNRD T,

FRIg T, NEPLETITKEREDOHFMROIEKRA 300 mg/kg D 1 FlLIBEINTZA,
300 mg/kg FICSHVIHFIREMITROONRoT2, EDAt, 300 mg/kg FEIZ ISV NTFAR/E FAED ATHA
R s L, /NAEBEER X OVINE R UMED A O ZE (LB E SN T7208, JIRFHCHBIESh., BB E
BLUBEE LbRIRER- DI,

XTI, 300 mg/kg BRICRWTREOFEEMRAE | iR, MEIZY B, B
BEIC SIS MRS, SHEBRACLBIELS, LR L OMBIE L O SRR DRt oTe, 7235,
B 54& T R R DIV IEAL R E OTE X EER T RICITBRE SR T,

BB I, SRR AR DIEI X FREER LU 300 mg/kg BEDE- 2 BBERINTZ0, BBEDZET
7otz
O DR G4 T R 1151

IHE 4 HOB R ITHRBLI-TBEED 5 Fl3BL T 300 mg/kg BED 1 Fliz>WT, JRERREFRES
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EHL ., SOITKBRYEORENEON- T EE, PR, FFR, BiE. 8%, IR, TERBLURIC
DUNTILL 30 LV 100 mg/kg FED 5 Bz >V THIREMRRLERE L ERLT-, O, SRR
HPBDONIAE IOV THR MR AR E L EML -, FEAMTT RIL, LTOE Th s,

FFIECIE, /NEER DD FFHIIBD BE R ESH VIS FERZE MDY 100 mg/kg LA EDOBETHEIN, M
FEDOBRRDOHEED 100 mg/kg B TRBHELLLBL THEITHEML, £, 7y — MO HEH
30 mg/kg #D 3 HlIBLTR 100 mg/kg FED 1 HITHLNIZD, WTNBIKBRERLD TH o7, TOHM,
7o — RO MR MERE BB 100 mg/keg FED 1 B, FINRE O FFBIRO IS Las% BREE & T
100 mg/kg AT O EEE, /INAZFEPRRELZ S LR TOREH THREINTY . HRYER SO
BRI T DEAIIRH T,

PRI TIE. SHRBED2HIE 300 me/kg BEO 1 FIZEIMEM B VISR EZDILE DS,
SHREEL 300 mg/kg BEL DM CREDZEI A o7z, '

EhE T, IV BRIZIEDS 300 mg/kg BED 1 FIZAH LI, RBBIZH RO ON IR E
R THoT,

BB Tl ERINEHIIRDAEEDS 300 mg/kg D 1 FlicH LT3, JREHCORO LN T B AR
ETHoTz, TDM, BREMEOEINADILES 30 mg/kg FD 1 Fl, SFIRFHAIOIEHREOIE M
300 mg/kg BED 1 FUTBESNIZA, Wb I EBER L ThH T2,

SRBE T, ERAHIRRO ISR 100 3310300 mg/kg BN 1 FlicBb b,

FETIX, EFEIFRDONRD Tz,

BECiE, R OREIEMIEAS 100 me/ke BED 1 BICBEINT-0, ABIKELZELTIdh -
77

KERB B HECIE, EMOTTED 300 mg/kg BED 1 HUIRDONIZD, FIRROZE( IR BB THLE
gXhiz,

@LrFE RBFET LA

HE 4 BETIAHEIRMBFET L 100 mg/kg BED 2 Hl3 L T8 300 me/keg BED 6 FlizoUW T, FHER
FARRREE R U, BRI R, LLTOEBYTha,

R IR -Gl BT MRS 300 mg/ke BED 1 HllCBIERS IV, SHRBEED S HRIMEIZHERD S
7% B IR DS 300 me/ke BED 3 BlICBIRESNTC,

FR/METIX., MR E D ZER{ 300 mg/kg BED 1 BHZEROLNT-N, TKERELREBLTH T,

BIBR Tl S BEEO SRl CH A DN ZERED 100 mg/kg BED 2 FlB LT 300 mg/kg FD 6 FIZE
»hiz,

R, /NER DD PO IERDS 100 mg/kg #D 2 33K T 300 mg/kg FHD 6 B, <HYFH
TFARZEMEAS 100 mg/kg F£D 1 FlFL TN 300 mg/kg FED 4 BITHIESIL, FHMIEDIERIL 300 mg/ke #
TREESHIEINAEMB HLI, 0, FINRE B T RERL., SE/E L, /INAZFER K
Vo —HIRADEENIAS BRSNS, Wb i RO Rl 2 b B L ThoTz,

RN I, 25, BN E MBS I OB G AR OILE N 100 BLU 300 mg/kg BHZBEINZ0, W
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bR REEO SR A DN Th T,

B CIE, BB DR RANE Y 100 BX T 300 mg/kg BED% 2 4, AEFFIHEAS 100 mg/kg FED
1 5, YV <SBRIZIEAS 100 mg/kg BED 2 FIEB IV 300 mg/kg BED 1 B, FRAE LR OZERIZE R
100 mg/kg D 1 BITHEBINIR, WTNLBRELRE(L ThHoT,

- BIECIL BRRHEIAEOAEASS 100 me/kg #EO 1 BHSETN 300 me/kg B 4 i, HRRHHKIRIOIRIAED
AR 100 me/kg BEOD 2 B0 300 mg/ke BED 4 Bl B2 NIz, |

SREE T, BEIASHRRROD BN HENNGS 100 me/kg FOD 2 i3I KT 300 me/kg #D 6 Bl THIEI -,

FE Tt FENRD Bl E/-i 3R EREEAS 100 mg/ke B£0D 2 FlEL U300 mg/kg BED 6 I CHIERS,
PR | EZABRROOAEARDS 300 mg/kg FED 6 i, MRS Z Mo T Al B DZER{KAS 100 mg/kg B 1 Bk
Y 300 mg/kg FED 6 FNTFRDOINTZA, WT b SHEDFEICH LS RSN,

FECIY, EREFIIEARBA~SFPERIRE 100 mg/kg #0D 1 FlFE U300 me/kg #£0D 2 i, LRZORERAR
{143 100 me/kg #1518 TF 300 me/ke FED b FUTBEEENIDS, WTHbSIEORIC Rbh o8 ke
HEINT=,

IN—H—RETIE, FYEIZYL 7 SBRIZEAS 300 mg/kg FED 3 Bl BRSNS, RIFREED S35 b bz
ZBRERIMETh T,

KERBBRECIL, MO TTHEDS 100 me/kg BED 2 FlFSK TN 300 mg/kg FED 6 BFRDHIV=A3, RIFEEE
DR L AL TH T2,

OFEBLMED I 54 T BRI

FEATELMED IR 546 T BRI, KRR 5 BlFL 0N 300 mg/kg B 5 FIOFTERMLARET RITLL T D&Y
ThHb,

FORIR Tl FIEIZY L/ BRIRIEAS 300 mg/kg #ED 1 Bl HLIIZH, BEREN ThHoT,

FR/METIE, MR DT IR B2 22 {8 300 mg/kg BED 1 FITRO LN, RFBREED 1 FliC
bHbIT,

IR CIE, ZEHEAY 300 mg/kg BED 4 FUTFRDLNIN, M REEL B CREBIUHEELLZEN 2
Mot

I, MR IAIR AR DOEFEDS 300 mg/kg BED 1 FlICBIESN A T<REREMTH T,

FEg TR, /NER OO RO IERECH VI FAREMEAS 300 mg/kg FETHIESIL. MET RO
EBIOREEISREL U TERIZEML T, 2o, FARE B ORI LE/NAZFE
23 300 mg/kg BEDEHI THESNN, *HREEL B TRERBLUEEDEIT 2T,

PR TIZ, BB AREEBI VNGNS 300 mg/kg BEHOLHITROLNIZMN, X REEL L
B CREBIUEEDZEIT ) T,

RN TIE. 300 me/kg BECTRIE DIFHEMRATE 23 3 61, MET-FIHEAS 2 51, YDV BRSNS 2 fi
BERINEZN, Wb RE CEREINFTRTHY, HERBIURBREICHBIELOEIIRD T,
Z O, FIEECIXREDTRERGIEILED 2 B, BREDOTERN 1 Fl0 B,

Bl CIX. 300 mg/kg FETERIERHRRROAEADS 2 41, HORFHBIDAEIRODIEMNDS 2 FHRERS I3,
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FTIVOA BRI BIES NI TR THY, BHEB I UREICKH BEEL D ZEII D572,

YR CIX., FAGHIRARDIEINAS X BREED 1 Bl L T 300 mg/kg BED 2 FllzHbHIL, FD5H 300 mg/kg
D 1 4 @iEE 5 F06059) | ZiXE BRI bV, ZOfth, JIiREENRsS 300 mg/kg BED 1 Flic@igzs
VT3, RIFRBE CH AL 2 <ERER L Th-o T,

FET, FEROERIRIIRS 300 mg/kg #D 1 BIEMIE S F06059) 12 A b7, BRI D
NADFEREOBRASHIBRER L O 300 mg/kg D% 1 HIZZRDLI,

FETTIE, REIEER I SBRIRIEDS 300 mg/ke BED 1 BNBEESIIZN, Z<BREL ML ChoTz,

N R, BYEICY 7 ERIZEAS 300 me/kg D 2 BITBERI N3, TR SR b b
TR Th T,

FTBEEBRETIL, IEMDTLEDS 300 mg/kg FED 5 Hl(2F) IZRBO LN, FHFRBEL A DIV
b Tholz,
©FEBLIED B 1H B 22451

G 15 BICHRUIZRIREED 5 BIRL TN 300 me/kg BED 5 BT OVWTIX, HFEH& T BB 15
THBRME DRENGFON- TEAE, BRI, IR B, IR, FEBIOB OV UREMARTR
EEERLZ,

FORARCI. 300 mg/kg BED 2 FIICARS IRERDBIEINT-D, $BRWE KR 5D B EL RETHE
{bizBlES 2D -T2,

FFRE I, PR ARSE B D AR AR D AE R L &/ NAZFIEDS 300 mg/kg BEDO 2B TEEINA, X HREE
LHBIL TR EBLUEE DEIT D> T, Fio, REMED T EREAREEFEAS 300 mg/kg #ED 1 HIZFE
DO, T E KT RICHONT/NERLEDIFHIED B RESH VI FERZE I, EIERK TR

IFEEINR T,

FE T, FEROERRIEREENHEEOTREDN 300 mg/kg #D 1 6] (EE 5 F06064) IC 22X
iz,

TEE, BIE. SMRBIVETII, 2FIEIR DL T,

2. ATERE
D AR L OB (Table 35~Table 36, Appendix 35-1~Appendix 36-4)

B 5B %ICABRAREEEAREZ R8I 300 mg/kg BEIZ 3 Fl (Bh#HE S F04039,
F04040, F04045) % Hiv, REEDOHREHIR F OFHFAFEF B B2S% BEFE L TR RICER Lz,
RERE, FEREEPLRERR B ETO B EBIUOZOMICERLZREHOEBICIT, HBRWE
B EOREL TR TAEIIFRDLA-o722038, 300 mg/kg BEDILIREA N R LB LU THERITIK
TL7,
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2) HERBIUMEIERAR] (Table 37, Appendix 37-1~Appendix 37-4)
HRMEIT S BN 4 IR HEL ., HESRIIEEELY 100%Th o7, 300 mg/kg BETIZ 7 #il 4 FlsiE
IE 23 HICHEL. RBEEOHIRLIB A REEL L THERICIEE LT,

3) i BL OHE RS

300 mg/kg BETIT. DPRIREED R B LHIBF SN BB 7 B 6 BlAbiv, WFhofs HAEIR
IV AR (FLROIEEEE B L CHPICEF B LI 70 B G BMBRSN b oT, -, 2hb
OB T, EHERIHE 4 AETIZEHLLE, 100 mg/kg LAT ORETIIS IR EED B #1348
LEINR2H 7273, 100 mg/kg FED 10 FH 2 HITIL, TRV E 4 BETITELE L,

4) BB, ERBBLOERZE (Table 37, Appendix 37-1~Appendix 37-4)
B, EREBLOERRIERME R EDOEEL RIETABLITROSN2h 077,

3. HAR
1) &7E (Table 37, Appendix 37-1~Appendix 37-4)

300 mg/kg REDEERELSHRRIGREELLLBRLU TR TL, ARBEOECEENEREIEM L, *
72,300 mg/kg BEDOHEARE, ERBERBIVCHARD I RBELLBELTHEERIZETL.,
100 mg/kg LA EDBEDOFH AR AETFRP I RIEL LB L THEITIR T Lz, 20, 30 mg/kg BHEDOWHEE
4 HOMEERDS e RBEL LU TR EIE T L7225, AEIKTFELIZE L TII R o7,

2){KE (Table 38, Appendix 38-1~Appendix 38-4)

HE 0 B CIIHAERKENSHAEIKFLTIETL, 100 mg/kg L EOBEOREH ML X RAEL
U THRICIE T U, WHE 4 A T, 300 mg/kg B 1 fEOHA RIKEIIMREIHIKEEZ R
23, 100 mg/kg LA T OFEO MA REEIIIR BB LB L THEEITFREDON 21T,

3) 4= R #1£R (Table 39~Table 40, Appendix 39-1~Appendix 39-4)

WE 0 B OEROREBETI, 30 mg/kg BEORE 1 5] (BE 5 :F02017TMO05) ICERABIESH
7208, FOMOERIIARTHIIRDL N o7z, HAERO—BIREEBZZ T, 300 mg/kg BED
42 BICIEE 0 BICHILR B, FIBED 4 Bl O 0 BICF 7 ) — BB BEShz,

FECRBLOWHE 4 BOLEFEROIR T, HBRWER 5O ELRE T NRTFHBLIONEK
RERBESNI» T,
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EE

HERET b RZECRT (2 BRDBLOREHM F . RONCHETIIRE SR T %2 BLCE 42 BRI
METIFRHIEAZEL CAEHEE 4 BEOR 1,2-AF Lo PR PR 0@ 5L, Mk
TN TARBERESEFBEBIOEEME, RO NCAERAEFTEBLIOH A ROREICRIETHE
WZDVWTRRET LT,

. RE#HREHEME

— AR T, R E R GIZIAFE T HNIRD LN o720, 300 mg/kg BEIZRBWTILER
DEE 1 B, PHEE O LRSI RZELHE 1 4, EEFIIHEOTENB IO TEHOBENR I
BoifE 2 Blic—@iEIcBlEZE N, INODRERIT. BEEREDOT-OO T HRER RRES R-12-
01 IZHBWTHBESNTNAILYD, HBRMER S ICIVFERSIN-EERBLEZOND, Fil
FERBIE T, BRI O T A 300 mg/kg BEDOHEL 100 mg/kg LA EDOFEDOME TR DLV, #ERE
ZTiX 300 mg/kg FEORE 1 BB IOFEREME 1 FIEBIERSDIR T NEEIN-ZE0D, HETIX
300 mg/kg, HETiX 100 mg/kg DRERFATLY | BESS DR T2k AR RR S, — 7.
B FEERIE T, 300 mg/kg FFDOMEREIZ B R EBES BN DERMBHONTZEnD, WRHME
DREEEIZEINEBHEOTTEEZF R L TSRS TREI N, AR EORER DR EIZL
57w b0 LD50 fEiL 580 mg/kg THY, FHRARERRDTLELIHI O W F 2R T ZEBHEVIN TS,

PR 22 BICFET L BEED 1 61 (@E S FOL011) 122V T, SRR IR MR /N
b, BB BRI R (8 S AN R BB L7 BRI BB N, WA FRENDLRER G O A
Rt 2 R 2T RIS D bR oT,

EERIETIE, %55 300 mg/kg BEORMERI OFEAELMECIAEREMIEIRRD S, A
HEDITIRIARI P DR E D BRIV REE R UIZZ b AR E IR ERIMEIERA R H L
DEHEEEIND, LHLRAE, 300 mg/kg BEDOMETIX, 5 7 BOBEEENE T LIZbOD, HEIZDOW
TITEHEOR TR LN T,

BERTHOBEEERE T, FFIREEOHMAS 300 mg/kg BEDOMER TIROLIL, FFIEOHE
FARR A T, MRS/ NER IO FFHIRADIE R ESH VRS FAREMED 100 mg/kg PA EDEETHL
B3N, MRAENFERETIE, FEEERETIERRED LAERFROLN TV RNIEND, IF
TREREOEIL., HRYER 51 I RHBEROFEIRR LI AR RIS EHIWT LT, 7236,
300 mg/kg FEDIEREMED MIRAELFRE TAHADNIZHRILV AT r—)L NITYEITARBLOVAAE
BREEO LRI, LROEBZFEICHIBLGROTLEN REREHEEIIND, KGR T RO TIL,
FIREEOHEMA 300 mg/kg FETRDOLN, BIEOWREAAMFRAE Tid. ITALRAE OREF 2
30 mg/kg LA EOBORETHREIN, LU, ITALRME OMFREIL, S NSRRI TS
@ -7 TV BEZD DRI BT R THY ARBROME TIIRME DR TR STRDDIN T VNI L,
FEHRRA LRI 0 o7 0T VU BHERINIZZEND, KRR OBECTALNI T a7 7Y
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VBIEIZEAbDEZ bID, 72385, 300 mg/kg BE TIFE M RAE OSEESEEIUIZA, T o 07
a7 VALEICIDRMEGE I BB LMEIND, LL2AL, BIREEOHEIMNE 300 mg/ke
FEDIEZTELME THRODIV, RPAVY DAZ U REDIRT | ML MY IREDOBEMH 300 mg/kg &
DRER L UFEAELME TRRD LN TVDHZENG,, BHEREPME T L TV A TFIRRIEIIE B TERW, F72, M
N a—RREDITA 300 mg/kg HOBETREO LN, ZOEIL, BEEREDTZOD T
AR GRBRES R-12-01DIZBVTHRD LN TWAIEND, B ER GO EBLEL LIS,

BB OREMBRE TIX . REBRIREMIRD EA 300 mg/kg BEORER X OFEATEIME, &5HI12i%
100 mg/kg LA EOBDLITE RHFEC LT CBIEZ S, BTk D@Y 300 mg/kg BEDRER L UFERELET
REDITIAZTREMET LIZZED D, MERTARAT O AR E R G DR ER KA
AIREMEDE 2 DAY BRI BRI BEOMEICLIRD DN B THDT L, BRREIX
HREKTREDAN ALIVEREINDZELHHIEND, FERELILHM L2 o7,

B 5T RED MR FIRE Tl FRRIRILER EEROEEINAS 300 me/kg BEDHEIZRDONT-, REED
ERFMEIZ BN THIMAREDKR FTHRDOONTWAIENS, R E R 5 I I0E MBIz >7
EEZONAH, FOMO MK FHRERL I ORBEMRFREOR RICAMEZ R T L
NI TzZ s ZOREIITSBRERL D LHEIND,

100 mg/kg LA FOBEDAIEE RSB LIFIC DWW TERE L 7=k B PR ClI B R HE IR R
LIz L HEESNA RO AL B DT LISNT | IR D B AR ARG TE D HEANASTRD B LT, Rk
DIEAKIX. 100 mg/kg LA EDSIHEMEICHBBIN TV BZENLERME R I LN S WR~ D
REEbNZ, L Lesh, TERE, BRI, TERBIUEOREMRBRFRE CIX, R E DN
R~DOEERBEMN TR RE 283 TER0T,

2. BEOEIEM

[EEBEFOMERIZIT, BARNOERTIERDON T, BIEEORE CHLREEZRLIZEMILR
DONIRD ST, LIzddo T, B EHB P AONTZEE IS OIETIX, 5K TRIZTHONICE
BETBREEZLN, — 7, HEOREBEEOE MO KA EIXEEBEZEFICLROONIZ D,
ARABRHA BN EHE I IR CEARD o7, BIEHE TRFOBETI 300 mg/kg FED A/G HEAME T L2
P, BASHRMEMEZR R U EEIE 5 Bl 1 FlOHTHY, LOFBIELEEL TVRNIEND, HERYE
B G DREBLIIWIE TERD T,

EE & TSI, BIRBROMEEEOEMNN 300 mg/kg FOHBEICTROLNIZ, IR FREIC
BT, #ERTRICAONZFMIROIER, <bVIEFAREMERS L UURME O FRNTIZTHEE
LizZenh, BEROFEICER LB a7 07 VBRI U722 kX, |G T RIZESE
THLDEEZ B,

3. ApEZRAEM
300 mg/kg BEIZIWT, REBAMARICRAAREEER 2R LB 3 FlAbI, REEDOENR
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KRFRITIET LI, 300 mg/kg FEDORRIBL UM HADREABZME CIX. HRWEREDE
BE R AR ABRO DI TORNIZEND, EIRFEOK T IXHEEM ~ DR EBIZER L 7ob D L
D, THIT, 300 mg/kg FETITIHIRIAIER T DM HHIL, /7 IR EES R B EHES= =
B 7 FI 6 FIRRD LN, INOLOFEH TIE, EHEENHE 4 B ETIZE L2 b, K
WEREIT. BEMOERAM. ShBLOEEICLERELRITTEEZLNE, ,

300 mg/kg FETIIDIRRED R RIZIVHARFL T IMEMU =2 8030, HELE RE L, £ R
HERBIOHARNFRIIE T L, 72 100 mg/kg UL EOBIZBWTHE 0 HOHAIREEN
HEEELLERBIETL, SAERATFRLAEBIVE T L, 100 mg/keg FIZBWThH, 10 FiF 2 Flow:
B CTEHMBEIRNHE 4 BETIZFEELTWAZEND, 100 mg/kg LA EOHE T, FHERDORE
BROEFHICERZEL RIE T IEBNREN, BUDIFEEELFFD 1,3-UFF VI (TRER)
IZBWTh, Ty AW —IRAEZEERRICB W TR ERBI UG ROK T, FLE RO
. ROEFEOETAHREIN TS,

o o

/

1,3-UF % V7 0EER

4. EFME

INERDEDFFMBEDOIBRKESHIIE FAREMED 100 mg/kg BEOMRE T, BEAMKFOE TR
100 mg/kg HOME THEINT-IEDLMHEIHORER G FHICTT2EHE M E (NOAEL) iX
30 mg/kg/day LHIWTSITZ, 728 ILALIRME DI FEDS 30 mg/kg BEDHETRBEINIZZ LMD,
B oo RIE# 5 E T 5 E/EA E (NOEL) i 30 mg/ke/day i S HIRF SNz,

HE 0 HOHAIRKELHERAFEROETA 100 mg/kg BETHLN-ZEMD, LFERAFMIC
x4 EEMERIT 30 me/ke/day LHIBTSII, |

S5

1) Hagan, E. C. et al.: Toxic properties of compounds related to Safrole. Toxicol. Appl. Pharmacol.
7: 18-24 (1965)

2) Swenberg, J. A. et al.: The comparative pathobiology of alpha 2u—globulin nephropathy. Toxicol.
Appl. Pharmacol. 97: 35-46 (1989)

3) Borghoff, S. J., Short, B. G., Swenberg, J. A.: Biochemical mechanisms and pathobiology of alpha
2u—globulin nephropathy. Annu Rev Pharmacol Toxicol. 30: 349-367 (1990)

4) Industrial BIO-TEST Laboratories, Inc. (1975): One—generation reproduction study with dioxalane
in drinking water in albino rats, results of the FO generation. Citec in: Toxicology and Regulatory

Affairs (2000): 1,3-Dioxolane, CAS Number 646—-06-0, USEPA HPV challenge program submission.

30



FRERE B R-12-012
Annex A

SRR

20124:07H03H

ER(EBETRHNAY S2HERS
T103-0023

RRBRRXAXZAEIT B10
TEL: 03(5640)8860 FAX: 03(56

B8R © 1,2-Methylenedioxybenzene '
BRI—F . MOs58 |zm:cr [280v k : CRETG [z am
B8 BR frikrialch
HEEE(GC) 89.9% 99.0 %A £
HE (20/20) 1.1873 1.1850 ~ 1.1890
| BT n20/D : 1.5397 1.5380 ~ 1.5420
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Annex B
SOP/CHE/001
BB 20104E4 823 H
MR | #®®Es | R-12-012 |
BB GHR) Y : 1,2-AF Lo IR By FHEER B :20124E9H25H
vyh&ES : CRETG BB H B A:20124E9H 258 (A% 0 B)
A oy Eoas B:2012421083F (FAR% 8 A)
RESRME  HE. B
TR A B
e (BEEE| £ [IFboxY R [RERE| &9 [3box Y Bmex9
(mg/mL) | S | (mg/mL) | (%) (%) | % | (mg/mL)| (%) (%) (%)
7.50 1 7.356 98.1 100.8 7 7.747 | 103.3 105.6 106.2
2 '7.330 97.7 100.5 8 7.452 99.4 101.6 102.1
3 7.205 96.1 98.7 9 6.812 90.8 92.8 93.4
| 7.297 97.3 Sy | 7.337 97.8 100.6
75.0 4 75.01 100.0 100.0 10 | 68.82 91.8 94.3 91.8
5 74.69 99.6 99.6 11 | 74.85 99.8 102.6 99.8
75.31 100.4 100.4 12 | 7520 100.3 103.1 100.3
EH | 75.00 100.0 g | 72.95 97.3 97.3
a): ZRERFORERE /RAREE X100 b): FEIERORIERE, A REMROEHHERE X100

¢): FRIERORIERE / HE O RIE L X 100

ZE MO ERUE (iR )
ERABHEEE SO E BN EE N ERERE 090.0~110.0%, F/-, FREBEOIIL OB ENENTHED0.0~110.0% LA THY, 5D,
FE DR E I T 2 E-1% 8 B M # ORIEEO H GRAFSR) O EHHEH0.0% L B2 R4 HIRE 45
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Annex C
1. HEMEREOREIEDRES %
O fEAkEs
77—V RN 53 O GEE R (FTIR-8300) B R ERT
® WESH
& ik TRk
e E5 A 4000~400 cm™
@ WEFE

BRI L, 2228 DEAR (RALAVY L) DRI RS, FIET 5, xR MEFRERD/ v 77 IR
P& D,

2. FEBREDOEBRMEREAEE

O &K

7R /K (HPLCH) FoYemtigE T3

7Eh=NA (HPLCH) FOYeRigE T 3¢

A% )— (HPLCH) Foyemtigk T3

7 h (HPLCH) FootHizk T3
@ HEOFR(RFEH)

1) BEhFH

HEAKEBEOTER=RNILE1:1 V/v)DEISTRESTS,

@ fEAESE

B X (R200D) PRI R

BRI 1w 57 (HPLC) VAT A B S ERT
FERER: LC-10AS (R ), SIL-10A (A —hA2 =2 %) CTO-10AS VP (HT LA —7 ), SPD-10A
(FRH%) . SCL-10A VP (VAT Az ba—7) | C-RTAETZIXC-R7A plus (7 —Z LR EEE )

@ BEEFIROTIH
BRI E AR50 mgA fE BRI B, AZ ) — )VIZHMR L CIEMEIZ25 mLET 5, ZDWR] mLEEREIZEY AX ) —
NVEINZ CIEMEIZ10 mLEL, EHIZZDHKR] mLEIEREIZEY A%/ —)VENNZ TIEREIZ20 mLEL T, HEHEH
W& (R10 pg/mL) &%, ZOEBEEREL, 288U mLEIEREIZED, AZ ) — NV ENZ TEN TN IERMEIZ20,
108X 0N0 mLEL, FEAEEIK (£90.5, 2885 UM pg/mL., FEEn=1)2HH 43,

® AEHARDOFR
BERAEDL mLEERIZEY, DR Ebb0EU L7 BN CTHRE, AX /) — /L THEHEFRRL, REBROH
FARNERDIIICRABHRIRZ AR T 5, BHERIL, B EREOFEROn=3 THE 35,

® REBROERBIOERSRETHBEMERECE N
HBHRIR B L OMEEREZ BRI~ N 57 40— K0BIE T 5, EERRIIn=3THIEL. #bhi
1,2-MDOY —EE LR RIBE 2 B, B/ _RIBICIVRERE1ER T2, RENAKIL, Sn=1THIEL
BoNIZ1,2-MDDOE — T EREND, FLDREREA VT, BEHRIE T D1,2-MDDBEERDD, IHIT, #
REKEEZRU TR EREFOL-MDEEZE L, ARBEICT2EEG (BE., %) BLOSRERED
SEEMEIT T BIEE 0% (B ZEH T3,

@ HPLC &M

e RO L EERT (BIRE B =280 nm)
SIHTHT 5 CAPCELL PAK C18 UG120
(P424.6 mm, {£X150 mm, K745 pm, BAEKE)
BEHR B/ T ER=NEHK (1:1 v/v)
i 1.0 mL/min
N7 N TEIBAE 40°C
FUBKER E IR AL =R
HEEAR 10 pL
F—hr V= FPER T ER=RL
VAT AOEE FRYEPAE (K92 pg/mL) Z6E L. SOP/CHE/00LIZHE->TATD,

BABEDEOHF
SOP/CHE/001IZ%E2,
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Annex D
SOP/CHE/001
R FABAA 20104E4 523 H
A R-12-012 ]
e EBERBRER
TR WE . 122 AF Lo IFF By SHBER B | 201248108 5H
2y h%FH : CRETG HIELEA B : 20124£1085H
Bk by Euaiml
FMRE | AERE |THRERE| B wag | i$50&
spiEe| (A (B) © B/A X 100 Ve B/CX 100
- (mg/mL) | (mg/mL) (mg/mL) (%) (%) (%)
13 7.50 7.434 7.483 99.1 99.8 99.3
14 7.414 98.9 99.1
15 7.603 1014 101.6
16 25.0 24.85 24.93 99.4 99.7 99.7
17 25.38 101.5 101.8
18 24.57 98.3 98.6
19 75.0 74.44 75.01 99.3 100.0 99.2
20 75.36 100.5 100.5
21 75.23 100.3 100.3

3 B 0D90.0~110.0%, FHNIEEDIEHL 0 FHEDI0.0~110.0%LANEF B,
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 1-1. General conditions of male rats

Group ‘Number of males Days of admini
and general conditions 1 2 3 4 s 6 7 8 9 19 11 12 13 14 15 16 17 18 19 20 21 2 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post
Control (vehicle: com oil) Number of males 1212 12 12 12 §2 §2 12 12 12 62 12 12 42 12 12 12 12 12 12 92 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 82 12 12 12 12 12 12 12 02 12 12 12 12 02 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12
Fur, Hair, Coat, Pi i 0 0 0 0 6 0 0 0 0 0 0O 0 0 0 0O ¢ O 0O 0 0 0 0O O 0 0 O O O 0 O 0 0o 0 O O 6 0 0 0 0 0O O 0 0 ¢ 0 0 0 0 o
1,2-MD 30 mg/kg Number of males 12 12 12 12 12 12 12 12 912 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 1212 12 12 12 12 12 12 12 12 12 12 12 12 62 12 12 02 12 1z 1z 12 82 12 12 12 12 12 12 12 12 12 1z 12 12 12 92 12 12 12 12 12 12 12 12 12 12 12 12 12
Fur, Hair, Coat, Pill i 0 0 0 0o O 0 O 0O O © 0 0 0 0 ¢ 0 0 0 0 O ¢ 0 0 0 0 0 0 0o 0 0 ¢ 0 0 0 0 O 0 0 0 0 0O 0 0O 0 0o 0 0 0 0 o
1,2-MD 100 mg/kg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 02 92 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 12 12 12 12
Fur, Hair, Coat, Pilverection 0 0 0 0 0 0 O O O 0 O 0O 0 0O 0O O O 0 0 0O 0 O O o O O O O 06 0 0O O 0 O 0 0 0 O O O O O 0 O 0 0 0 0 0 o
1,2-MD 300 mg/kg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 02 12 02 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 12 42 12 1ol
Fur, Hair, Coat, Piloerection 0 0 0 o O D © O O O O O O O 0 O O O O 0 0 0O 0O 0 0 0 0 © 0 0 0 0o 0 0 O 0O 0 O O O O 0 O 0 0 0 0 0 | §
Pre: Before administration, Post: after administrati
Group Number of males Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Prc_Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Control (vehicle: com 0il) ~ Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 7
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
Fur, Hair, Coat, Pilocrection 0 0 0 0 0 O O 0O O O O O © 0O 0 O O O O O O O O O O 0O O O 0O 06 0O 0O 0 0 o
1,2-MD 30 mg/kg. Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 12 12 12 12 12
Fur, Hair, Coat, Pilocrection 6 0 0 ¢ 0 O O 0o O O O 0 0 0 0 O O 0O 0 O 0 O 0o O O 0 O 0O o0 0 0O 0O 0 0 O
1,2-MD 100 mg/kg Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Fur, Hair, Coat, Pilocrection 0 0 0 0 ¢ 0 O O O O 0 O O 0 0 O O 0O © 0 0O 0 0O 0 0 0 O O 0 0 0O 0o 0 0 0
1,2-MD 300 mg/kg Number of malcs 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
General appearance, No abnormality 111 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
Fur, Hair, Coat, Pilocrection 1 1 0 0 ¢ 0O O O O O O O 0 O 6 0 0O O 0O O 0 0 O O O O O O o0 O 0 0 ©0 0 O
Pre: Before administration, Post: after i
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 1-2. General conditions of male rats at the recovery period

Group Number of males Days of recovery period
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: com oil) Number of males s § 5 5 5 5 5 S§ 5 S5 5 5 5 5 5
General appearance, No abnormality 5§ 5 5 5 5 5 5 5 5 5 5 5 5 5
1,2-MD 300 mg/kg Number of males s 5 5 5 5 5§ 5 5 SsS 5 5 5 5 5 5
General appearance, No abnormality 5 5 5§ 5 5 5 5 5 5 5 5 S5 5 5 5
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 2-1. General conditions of female rats

Group Number of females Days of admini:
. and gencral conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 i8 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: com oil) ~ Number of females 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12712 12 12 12 11 8 8 3 3 0 0 0 0 0 O © 0 © 0 0 0 0 O
General appearance, No abnomality 12 12 12 12 12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 {2 12 12 12 11 8 8 3 3 0 0 O O O 0 O O O O O O O O
Excretion, Decrease inamountoffeces 0 0 0 0 0 0 0 ¢ 0 ¢ 0 0 ¢ 0 06 © 0 0 o0 0 0 0 ¢ 0 0 06 0 0 o 0 0 0 O 0 O 0 0 0 0 O O O OO 0 0 0 0 0 0 ¢
Posture, Body position, Proneposition 0 0 0 06 0 0 0 ¢ 0 0 0 0 6 0 © ©0 0 0 O 0 0 0 ¢ 0 0 0 0 0 ©0o 0 06 0 0O 0 0O 0O O O 0 0 0O 0O O 06 0 0 0 0 0 o
1,2-MD 30 mg/kg Number of females 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12212 12 12 12 9 3 3 0 0 0 o0 o0 0 0 0 0 o 0 0 0 0 0 O
General appearance, No abnormality 12 12 12 12 (12 12 (2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 §2 12 12 12 12 12 12 12 12 9 3 3 0 0 0 o0 0 © 0 0 O 0 0 0 0 O O O
Excretion, Decrease inamountoffeces 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 0 o © 0 0 o0 0 ¢ 0 0 0 0 0 0 0 0 O © 0 O 0 O O O © 0 ©0 O O O 0 O 0 O 0 0 O
Posture, Body position, Proneposition 0 0 0 0 0 ¢ 0 ¢ o 0 o0 0 ¢ o0 o 0 o0 0 o0 ¢ 0 0 0 0 0 0 o 0 0 0 o0 0 0 ¢ 0 0 0 0 0 0 0 0 0 0 0 0 06 0 0 O
1,2-MD 100 mg/kyg Number of females 12 12 12 12 12 12 12 12 12 12 42 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 9 8 8 3 3 | 1 0 0 0 0 ¢ 0 0 0 0 ¢ 0 O
General appearance, No sbnommality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 9 8 8 3 3 1 1 0 0 0 0 0 0 0 0 0 0 0 O
Excretion, Decrease inamountoffeccs 0 0 0 0 0 0 0 0 6 0 0 0 6 6 0 0 0 0 O ¢ 0 0 0 O ¢ O O O ¢ 0 0o 0 0 0 0 0 0 0 0 O O ¢ ¢ 0 ¢ 0 O 0 O O
Posture, Body position,Proncposiion 06 0 0 0 0 0 0 0 o 0 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0o 6 0 0 0 0 0 0O O 0 0 0 0 0 0 0 0 0 0
1,2-MD 300 mg/kg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 11 0 10 7 7 4 4 2 2 2 2 1| 1 1 i i 1 i 1
General appearance, No sbnommality 12 12 12 12 12 12 12 12 12 12 12 12 11 1t 11 11 10t 110 12 12 12 12 12 12 12 12 12 12 12 11 10 1w 7 7 4 4 2 2 2 2 | 1 1 1 1 1 1 1
Excretion, Decrease in amountoffeces 0 0 0 0 0 0 0 0 06 0 0 0 1 1 1 1 1 1 1 1 ¢ 0 0 0 0 0 0 O ¢ o0 o o ¢ 0 0 0 0 0 0 O O O O O 0 O 0 O O O
Posture, Body position,Proneposition 0 0 0 0 0 0 0 ¢ 0 0 0 0 o6 0 06 0 0 0 0 1 ¢ 0 0 0 O 0 0 0 0 0 0 0 0 0 O 0 0 O O 0O O 0 O 0 0 0 0 0 0 O
Pre: Before administration, Post: after administrati
Group Number of females Days of
and general conditions 26 27 28 29 30 3l 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Posi Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
1,2-MD 300 mg/kg Number of females ] ] 1 1 1 1 [ 1 1 ] ] [l 1 1 1 1 1 1 1 1 ] ] ] ] I 1 1 i 1 1 1 [ 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
General No at li 1 L 1 1 1 L 11 1 1 1 1 L 1 1 1 1 1 1 1 1 1 L 1 I 1 1 1 1 1 1 ] 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
Pre: Before admini Post: after i
Group Number of females Days of administration
and general conditions 51 52 53
Pre Post Pre Post Pre
1,2-MD 300 mg/kg ‘Number of females 1 1 1 1 1
General No at i 11 1 1 1
Pre: Before administration, Post: afier i
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 2-2. General conditions of female rats, satellite group

Group ‘Number of females Days of i
and general conditions 1 2 3 4 5 6 7 8 9 10 1n 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre I'ost Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: com oil} Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 0 (0 10 10 10 10 10 10 0 10 10 10 0 10 (0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

General appearance, No abnormality 10 10 10 16 10 10 10 10 10 10 10 10 0 10 (0 10 10 10 10 10 10 10 10 10 10 10 10 0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10

Fur, Hair, Coat, Soiled fur o o o 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 O O O O O O O O o 06 0 0 0 0 0 0 0 0 0 O 0 0 OO O 0 O O 0o 0 O
Anorectal region, Soiled perincalregion 0 ¢ 0 0 0 © ©0 © 0 6 0 0 ¢ 0 0 0 0 0 0 0 ¢ 0 0 °0 O O 0 O o 0 06 6 0 0 0 0 0O 0 0 0 0O 0 0 0 0 0O 0 0 0 0
Excretion, Loose stool 0 0 0 0 0 0 o 0o o 0O 0 0 0 0 0 O 0O 0 0 0 0 0 O 0 ©0 o0 0 0 O 0 0 o 0o 0 0 ¢ 0 0o o 0 0 O 0 0 0 0 0 0 0 ©
1,2-MD 300 mg/kg Number of females 10 10 10 10 10 10 10 (0 10 10 10 10 10 10 (0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 1O
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 9 9 8 9 (0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 §0 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10
Fur, Hair, Coat, Soiled fur 0o 6 0 0 0 0 0 0 0 o 0 0 t 1 0 0 0 0 0 0 0 0 O O 0 O 0 O o 06 0 0 0 0 0 0 0 0 0 ©0 0 O 0 0 0 0 0 0 0 O
Anorectal region, Soiled perincalregion 06 ¢ 0 0 0 © © o0 o 0 0 0 ¢ o0 I 1 0 o0 0 0 0o ¢ 0 0 0 0 0 0 o 06 0 0 0 0 06 0 0 0 0 0 0 0 0 06 0 0 0 0 0 0
Excretion, Loose stool 0 ¢ 0 0 0 0 o 0o 0 0O 0 0 0O 0 1_0 0 © 0 0 0 0 0 0 O 0 ¢ O 0 0 0 0o 0 0 0 0 0 0 0 0 0 0 0 06 0 0 0 0 0 ©
Pre; Before administration, Post: after istrati
Group Number of females Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre_Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre
Control (vehicle: comn oil) Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
General No at i 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 i0 10 10 {0 10 10 10 10 10 10 10 10 10 10 10 10 10 0 10 5
1,2-MD 300 my/kg Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Gencral appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Pre: Before adminis Post: after istrati
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 2-3. General conditions of female rats at the recovery period

Group Number of females Days of recovery period
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Control (vehicle: corn oil) Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1,2-MD 300 mg/kg Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 S5 5 5 5 5 5
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 3. General conditions in dams during pregnancy

Group Number of females Days of pregnancy
and general conditions 0 1 2 3 4 5 6 7 8 9 10 11 12 13

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Control (vehicle: corn oil) Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1,2-MD 30 mg/kg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1,2-MD 100 mg/kg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1,2-MD 300 mg/kg . Number of females 11 1t 11 11 11 11 11 11 11 11 11 11 11 11 1 11 11 11 1 o1 o111 11 1111 11 o111 o1

General appearance, No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1 11 11 11 11 11
Pre: Before administration, Post: after administration.

Group Number of females Days of pregnancy
and general conditions 14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Control (vehicle: corn oil) Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 3 O O O O O O O
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 3 3 O O O O O O O
: General appearance, Death o ¢ 0 0 0o 0 O O O O o0 o o O 0o o0 1 o0 O O 0 O o0 0 O
1,2-MD 30 mg/kg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 1 1 1 1 1 1 1
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 5 5 1 1 1 1 1 1 1
General appearance, Death o 0 0 0 0o 0 0 o0 0 o0 0 O o O o0 O o0 o O 0o 0 0 o0 o0 o
1,2-MD 100 mgrkg Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 2 2 2 2 2 2 2
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6 6 2 2 2 2 2 2 2
General appearance, Death o o0 o0 0 o 0O 0O o0 o0 o0 o0 O O O O 0 0 O 0 0 0 0 0 0 O
1,2-MD 300 mg/kg Number of females 11 11 11 11 11 11 11 1t 11 11 11 11 11 11 11 11 11 11 4 4 4 4 4 4 4
General appearance, No abnormality 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 It 4 4 4 4 4 4 4
General appearance, Death ¢ 0 o o0 o o o0 O O O O O O O 0 0 O 0O O O 0 O 0 0 o0

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 4. General conditions in dams during lactation

Group Number of females Days of lactation
and general conditions 0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre

Control (vehicle: corn oil) Number of females 7 7 11 11 11 11 1t 11 11 11 11
General appearance, No abnormality 7 7 11 11 11 11 11 11 11 11 11
Anorectal region, Soiled perineal region o 0 0 0 o0 O O O O 0 0
Anorectal region, Vaginal hemorrhage 0 0 0 0 0 0 0 0 0
1,2-MD 30 mg/kg Number of females 9 9 11 11 11 11 11 11 11 11
General appearance, No abnormality 9 9 11 11 11 11 11 11 11 11
Anorectal region, Soiled perineal region 6o 0 o0 0o o0 O O O O 0 o
Anorectal region, Vaginal hemorrhage o 0 0 0 0O O 0 0 0 0 o
1,2-MD 100 mg/kg Number of females 7 7 10 10 10 10 10 10 10 8 8
General appearance, No abnormality 7 7 10 10 9 9 10 10 10 & 8
Anorectal region, Soiled perineal region 6o o0 o0 o0 1 1 o 0 0 0 O
Anorectal region, Vaginal hemorrhage o 0 0 o0 1 1 0 0 0 0 0
1,2-MD 300 mg/kg Number of females 4 4 7 2 1 1 1 1 1 1 1
General appearance, No abnormality 4 4 7 2 1 1 1 1 1 1 1
Anorectal region, Soiled perineal region 6o o o o0 O O O O O 0 o0
Anorectal region, Vaginal hemorrhage o 0 0 0 O 0 O 0 0 0 O

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 5. Detailed clinical observations of male rats

Initial number

Findings Group of Pre-treatment Days of treatment Days of recovery *
animals 8 15 24 30 36 42 7 14
[Straub tail] Control (vehicle: corn oil) 12 0 0 0 0 0 0 0 0 0
Tail elevation 1,2-MD 30 mg/kg 12 0 0 0 0 0 0 0
1,2-MD 100 mg/kg 12 1} 0 0 1 0 0 0
1,2-MD 300 mg/kg 12 0 0 0 0 0 0 0 0 0
[Piloerection] Control (vehicle: corn oil) 12 0 0 0 0 0 0 0 0 0
Slight 1,2-MD 30 mg/kg 12 0 0 0 0 0 0 0
1,2-MD 100 mg/kg 12 0 0 0 0 0 0 0
1,2-MD 300 mg/kg 12 0 0 0 1 0 0 0 0 0
[Abnormal gaitl] Control (vehicle: corn oil) 12 0 0 0 0 0 0 0 0 0
Reluctance to walk 1,2-MD 30 mg/kg 12 0 0 0 0 0 0 0
1,2-MD 100 mg/kg 12 0 0 0 0 0 0 0
1,2-MD 300 mg/kg 12 0 0 0 1 0 0 0 0 0
[Pinna reflex] Control (vehicle: corn oil) 12 0 0 0 0 0 0 0 0 0
Hyporeflexia 1,2-MD 30 mg/kg 12 0 0 0 0 0 0 0
1,2-MD 100 mg/kg 12 0 0 0 0 0 0 0
1,2-MD 300 mg/kg 12 0 0 0 5 8 8 8 0 0
[Urination] Control (vehicle: corn oil) 12 0 0 0 2 0 0 0 0 0
(frequency/30sec) 1,2-MD 30 mg/kg 12 1 1 1 7 2 3 4
1,2-MD 100 mg/kg 12 1 0 1 2 1 3 1
1,2-MD 300 mg/kg 12 2 0 0 3 0 0 4 0 1
[Defecation] Control (vehicle: corn oil) 12 0 2 1 1 0 0 0 0 0
(frequency/30sec) 1,2-MD 30 mg/kg 12 1 0 1 1 0 0 0
1,2-MD 100 mg/kg 12 0 0 1 1 0 0 0
1,2-MD 300 mg/kg 12 0 0 0 0 0 0 0 0 0

®The recovery test was performed in 5 animals for each of the 0 and 300 mg/kg groups.

® Values represent number of animals with the findings.
¢ Values represent total score of each group.

42



HERE B R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 6-1. Detailed clinical observations of female rats

Initial number The lactation
Findings Group of Pre-treatment Days of treatment period
animals 3 15 24 30 36 42 49

[Posture in home-cage] Control (vehicle: corn oil) 12 0? 0 0 0 Q 0 0 (11
Prone position 1,2-MD 30 mg/kg 12 0 0 0 0 0 0 0 (1) 0 an
or crouching position 1,2-MD 100 mg/kg 12 0 0 0 0 0 0 0 (D 0 (10)
1,2-MD 300 mg/kg 12 0 1 0 0 0 0 0 (¢ 0 [ C))]
[Locomoter in home-cage] Control (vehicle: corn oil) 12 0? 0 0 0 0 0 0o an
Decrease in locomotor activity 1,2-MD 30 mg/kg 12 0 0 0 0 0 0 0 (1) 0 (1)
1,2-MD 100 mg/kg 12 0 0 0 0 0 0 0 (1 0 (10)

1,2-MD 300 mg/kg 12 0 1 0 0 0 0 0 (5 0 (D 0 @

[Fur] Control (vehicle: corn oil) 12 0? 0 0 0 0 0 0 an
Soiled fur 1,2-MD 30 mg/kg 12 0 0 0 0 0 0 0 (1) 0 D
1,2-MD 100 mg/kg 12 0 0 0 0 0 0 0 (D 1 0

1,2-MD 300 mg/kg 12 0 0 0 0 0 0 0 () 0 (1) 0 4
[Pinna reflex] Control (vehicle: corn oil) 12 0? 0 0 0 0 0 0 (11
Hyporeflexia 1,2-MD 30 mg/kg 12 0 0 0 0 0 0 0 () 0o an
1,2-MD 100 mg/kg 12 0 0 0 1 1 1 1 1 (10)

1,2-MD 300 mg/kg 12 0 1 0 7 10 8 1 (5 1 ) 3 “@

[Urination] Control (vehicle: corn oil) 12 0 b 0 0 0 1 0 0
(frequency/30sec) 1,2-MD 30 mg/kg 12 0 0 1 0 4 1 0 () o an

: 1,2-MD 100 mg/kg 12 3 0 0 0 0 0 0 0 (10)
1,2-MD 300 mg/kg 12 0 1 1 1 0 0 05 0 () 0 @

[Defecation] Control (vehicle: corn oil) 12 0 b 1 0 0 0 0 0 an
(frequency/30sec) 1,2-MD 30 mg/kg 12 0 0 )] 0 0 0 0 () 0 (i1
1,2-MD 100 mg/kg 12 0 0 0 0 0 1 0 0 (10

1,2-MD 300 mg/kg 12 1 2 0 0 1 0 0 (5 0 (1 0 @

* Values represent number of animals with the findings.
® Values represent total score of each group.
Figures in parenthese indicate number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 6-2. Detailed clinical observations of female rats, satellite group

Initial number

Findings Group of Pre-treatment Days of treatment Days of recovery *
animals 8 15 24 30 36 42 7 14
[Fur] Control (vehicle: corn oil) 10 0 J 0 0 0 0 0 1] 0 0
Soild fur
1,2-MD 300 mg/kg 10 0 0 1 0 0 0 0 0 0
[Straub tail] Control (vehicle: corn oil) 10 0 b 0 0 2 0 0 0 0 0

Tail elevation

1,2-MD 300 mg/kg 10 0 0 0 0 0 0 0 0 0
[Pinna reflex] Control (vehicle: corn oil) 10 0 b 0 0 0 0 0 0 0 0
Hyporeflexia
1,2-MD 300 mg/kg 10 0 0 0 8 7 9 8 0 0
[Urination] Control (vehicle: corn oil) 10 [\ 1 0 0 1 0 0 0 0
(frequency/30sec)
1,2-MD 300 mg/kg 10 0 1 0 1 0 1 2 1 0
[Defecation] Control (vehicle: corn oil) 10 0°¢ 0 0 0 0 0 0 0 0
(frequency/30sec)
1,2-MD 300 mg/kg 10 0 0 [} 0 0 0 0 0 0

*The recovery test was performed in 5 animals for each of the 0 and 300 mg/kg groups.
® Values represent number of animals with the findings.
¢ Values represent total score of each group.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 7-1. Body weights of male rats

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of males 12 12 12 12
Days of administration
1 392.1 = 13.8 3934 = 159 389.9 = 145 392.1 £ 16.8
3 4010 += 155 401.1 = 18.1 3940 = 16.6 386.5 = 14.1
7 4153 = 173 414.1 = 195 4073 + 185 395.6 £ 132 %
14 4391 = 22.7 4343 = 229 4309 = 19.1 4174 = 174
21 4579 += 26.0 4535 = 249 4485 = 174 426.1 £ 20.1 **
28 4818 = 321 4778 + 28.8 4724 £ 19.6 442.6 £ 26.2 **
35 5022 = 359 4903 = 30.0 491.6 £ 19.9 465.0 £ 23.3 **
42 5165 + 40.2 504.5 + 28.8 5054 = 23.9 4842 + 229

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 7-2. Body weights of male rats at the recovery period

Group Control (vehicle: com oil) 1,2-MD 300 mg/kg

Number of males 5 5

Days of recovery period
1 5075 £+ 465 489.6 + 242
7 5225 + 471 5153 = 245
14 531.9 + 50.1 532.7 + 236

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reprodiictive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 8-1. Body weights of female rats

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg

Number of females 12 12 12 12

Days of administration
1 250.6 £ 11.6 2492 + 13.6 2529 £ 94 2502 £ 122
3 2529 + 13.8 2555 + 121 255.8 + 10.8 248.1 + 9.8
7 2582 + 15.5 2623 £ 15.0 2594 + 11.0 2462 + 12.8
14 2673 + 16.0 269.7 + 19.8 268.7 = 10.4 256.7 + 11.1

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 8-2. Body weights of female rats, satellite group

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg

Number of females 10 10

Days of administration

' 1 2508 = 9.7 251.0 = 75

3 256.1 += 10.1 251.0 = 10.1
7 2656 = 10.6 2514 = 9.9 **
14 276.0 + 104 2589 = 10.7 **
21 289.0 £ 9.2 2677 £ 12.6 **
28 297.1 = 124 2733 + 14.1 **
35 3005 + 147 2774 £ 11.6 **
42 307.1 = 13.1 2823 + 10.7 **

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repéat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 8-3. Body weights of female rats at the recovery period

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg
Number of females 5 5
Days of recovery period
1 307.6 = 13.7 281.7 £ 9.3 **
7 3163 £ 8.6 290.3 + 11.1 **
14 3169 = 12.0 : 293.7 + 150 *

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 9. Body weights of dams during pregnancy

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of dams 12 11 10 7
Days of pregnancy
0 2778 £ 173 279.0 + 18.9 278.7 + 10.1 262.0 + 11.6
7 311.8 £ 18.6 313.1 £ 15.7 309.8 = 7.7 2934 £ 11.2 *
14 348.7 + 23.6 351.6 £ 17.0 341.2 + 10.7 317.9 + 13.9 **
20 430.8 + 22.2 430.3 £ 222 4182 = 15.5 3833 £ 16.7 **

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats
Table 10. Body weights of dams during lactation

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of dams 11 11 10 7
Days of lactation

0 3305 + 32.8 323.7 £ 24.8 313.6 £ 13.5 3029 = 12.4

4 338.0 + 26.0 343.0 = 18.9 339.1 = 11.9 (8) 307.2 + (1)
Each value shows mean + S.D. (g).

Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 11-1. Food consumption of male rats

Group Control (vehicle: corn oil)

1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of males 12 12 12 12
Days of administration
1 241 = 3.2 249 + 24 235 =+ 2.7 219 £ 37
7 226 +£. 25 24.1 £ 3.1 23.1 £ 2.7 215 £ 29
14 215 = 25 227 £ 33 228 + 1.6 228 = 26
29 235 £ 28 236 = 26 23.1 £ 238 23.0 £ 23
35 230 £ 24 217 £ 22 235 + 1.6 246 = 25
41 226 = 2.0 228 £ 1.7 228 = 1.6 25.6 + 1.8 **

Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats
Table 11-2. Food consumption of male rats at the recovery period

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg
Number of males 5 5
Days of recovery period
6 263 + 25 308 + 2.7 %
12 294 + 3.9 31.8 £ 4.1
Each value shows mean (g) £ S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 12-1. Food consumption of female rats

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of females 12 12 12 12
Days of administration
1 16.1 = 25 184 + 3.1 170 = 3.0 168 £ 1.8
7 176 £ 23 154 £ 23 16.1 £ 23 136 £ 5.6*
14 162 + 3.8 177 = 2.2 164 = 26 189 + 45

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 12-2. Food consumption of female rats, satellite group

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg

Number of females 10 10

Days of administration
1 18.7 £ 23 171 £ 34
7 19.0 £ 25 160 £ 32*
14 177 =+ 36 16.7 £ 3.4
21 159 = 2.1 140 £ 3.1
29 169 = 2.1 161 £+ 24
35 18.6 £ 2.1 183 £ 1.9
41 18.1 = 24 179 + 2.8

Each value shows mean (g) £ S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats
Table 12-3. Food consumption of female rats at the recovery period

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg
Number of females 5 5
Days of recovery period
6 184 = 19 197 £+ 34
12 182 + 24 206 + 3.4
Each value shows mean (g) = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 13. Food consumption in dams during pregnancy

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of dams 12 11 10 7
Days of pregnancy
0 164 = 29 173+ 22 182+ 25 191+ 27
7 230+ 33 230+ 19 227 + 2.8 213+ 1.8
14 218+ 2.3 239+ 31 219 + 2.7 229+ 32
20 171 =+ 7.8 202 £ 49 159+ 3.1 167+ 84

Each value shows mean = S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats
Table 14. Food consumption in dams during lactation

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of dams 11 11 10 1
Days of lactation
3 37.6 £5.8 39.1 £54 29.9 +11.7 21.8 +
Each value shows mean = S.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 15. Functional findings of male rats

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg

Male at the dosing period

Number of animals 5 5 5 5

Righting reflex : 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 80
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Male at the recovery period

Number of animals 5 5

Righting reflex 100 100
Visual placing 100 100
Pupillary reflex 100 100
Startle reaction 100 100
Preyer's reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 16-1. Functional findings of female rats

HEREZ B R-12-012

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Female. dam
Number of animals 5 5 5 1
Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Preyer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 16-2. Functional findings of female rats, satellite group

Group Control (vehicle: corn oil)

1,2-MD 300 mg/kg

Female, satelite group at the dosing period

Number of animals 5 5

Righting reflex 100 100
Visual placing 100 100
Pupillary reflex 100 100
Startle reaction 100 80
Preyer's reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100

Female, satelite group at the recovery period

Number of animals 5 5

Righting reflex 100 100
Visual placing 100 100
Pupillary reflex 100 100
Startle reaction 100 100
Preyefs“reaction 100 100
Withdrawal reflex 100 100
Eyelid reflex 100 100

Values represent % of animals showing normal responses.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 17. Assessment of grip strength of male rats

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg

Number of males 5 5 5 4
Forelimb 1.015 £ 0.064 1.156 + 0.058 0.960 =+ 0.074 0.997 + 0.150
Hindlimb 0.664 = 0.126 0.744 + 0.089 0.601 = 0.135 0.592 + 0.147

Each value shows mean (kg) =S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

62



RERE S R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 18. Assessment of grip strength of female rats

Group Control (vehicle: com oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg

Number of females 5 5 5 1
Forelimb 1.084 = 0.084 1.097 £ 0.074 1.132 = 0.067 1.112 +
Hindlimb 0.696 + 0.034 0558 + 0.146 0.647 =

0.689 + 0.115

Each value shows mean (kg) +S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
The group given 300 mg/kg of 1,2-MD was excluded from statistical analysis.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 19. Assessment of grip strength of female rats, satellite group

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg

Number of females 5 5
Forelimb 1.057 & 0.069 1.015 £ 0.116
Hindlimb 0.613 = 0.113 0.512 £ 0.096

Each value shows mean (kg) £S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).

64

HERFEH R-12-012



HERE B R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 20. Motor activity of male rats

Group Control {vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of males S 5 S 4
Administration period
Ambulation (counts)
Smin 1153 +* 48 1179 =+ 67 1305 + 156 1175 = 389
10min 991 + 106 1053 + 94 1158 + 187 1206 = 300
15min 807 + 121 919 + 185 909 + 263 1170 = 406
20min 740 + 212 673 + 221 897 + 187 1254 + 460 *
Total 3691 + 334 3824 + 512 4269 + 759 4805 = 1532
Rearing (counts)
Smin 29 =+ 4 43 £ 6 34 * 8 33 + 16
10min 23 & 7 27 £+ 11 30 & 7 28 = 10
15min 16 =* 5 23 £ 10 19 + 5 35 £+ 24
20min 12 + 3 12 % 9 16 + 5 40 £ 18 *
Total 80 = 9 105 + 27 98 + 14 136 + 64
Recovery period
Ambulation (counts)
5min 1096 + 109 1269 + 386
10min 1002 = 139 1231 + 422
15min 896 £ 110 1134 £ 369
20min 725 & 171 1104 £+ 262 *
Total 3719 + 411 4739 + 1417
Rearing (counts)
Smin 36 + 8 34 + 4
10min 31+ 13 28 + 10
15min 22 + 5 25 = 5
20min 19 + 6 20 £ 7
Total 108 + 27 108 + 14

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 21. Motor activity of female rats

RABREE R-12-012

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of females 5 5 5 1
Ambulation (counts)
5min 1078 = 73 1073 £ 120 1247 + 382 1198 =+
10min 598 + 180 678 = 170 831 + 358 1161 =
15min 389 £ 216 605 = 186 641 + 564 1034 =+
20min 324 £ 210 375 = 227 457 + 188 811 +
Total 2388 + 639 2730 £ 423 3176 + 1462 4204 +
Rearing (counts)
Smin 27 + 6 31 £ 10 30 £ 9 29 =+
10min 15 =+ 9 14 £ 13 11 % 6 30 £
15min 3 £ 5 13 + 9 5 % 6 22 +
20min 2 % 3 7 = 9 3 1 18 +
Total 47 £+ 10 66 £ 39 48 = 19 99 =+

Each value shows meantS.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
The group given 300 mg/kg of 1,2-MD was excluded from statistical analysis.

66



RERE B R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 22. Motor activity of female rats, satellite group

Group - Control (vehicle: corn oil) 1,2-MD 300 mg/kg
Number of females 5 5
Administration period
Ambulation (counts)
S5min 1262 + 105 1278 = 126
10min 1111 + 152 1329 = 191
15min 940 + 168 1283 + 188 *
20min 716 + 244 1210 £ 176 **
Total 4028 + 550 5100 £ 607 *
Rearing (counts)
Smin 33 =+ 8 36 + 7
10min 30 + 13 44 = 22
15min 25 =+ 8 43 + 18
20min 17 + 9 39 + 16 *
Total 105 + 28 162 =+ 56
Recovery period
Ambulation (counts)
Smin 1186 + 257 1112 £ 99
10min 1041 = 323 1084 + 115
15min 1008 + 262 1095 £ 175
20min 959 + 295 1150 £ 261
Total 4194 = 1096 4441 = 601
Rearing (counts)
Smin 42 + 5 30 + 4 **
10min 29 & 7 22 + 9
15min 26 & 9 28 + 16
20min 31 + 13 35 + 28
Total 128 =+ 30 115 + 54

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 23-1. Urinalysis in male rats

T a)
Number of 1 Oua‘lltv TS e
Group ‘males Color Turbidity pH Protein Glucose Ketone Bilirubin  Occult blood  Urobilinogen

Light yellow  Yellow - + 65 70 75 80 85 9.0 +  + 2+ - - &+ - - & 2+ +  + 2+

Control (vehicle: corn oil) 5 4 1 5 0 3 1 0 0 0 1 0 3 2 5 0 0 s 5 4 1 0 1 3 1

1,2-MD 30 mg/kg 5 5 0 4 1 0 4 1 0o 0 0 2 2 1 5 1 1 3 5 5 0 0 3 2 0

1,2-MD 100 mg/kg 5 4 1 4 1 0 0 1 4 0 0 1 301 5 2 2 1 5 4 0 1 4 1 0

1,2-MD 300 mg/kg 5 4 1 4 1 1 0 1 2 1 0 0o 2 3 5 0o 2 3 5 5 0 © 2 3 0
Urinary sediments” " o v

White - Urine Specific Electrolyte, density Electrolyte, gross volume
Number of Red blood Epithelial . > ’
Group males cells l;l:lclyg Casts  Crystals cells volume” gravxtyb) (mEq/L) (mEq/24 hr)
- 3+ - - - + - (mL/24hr) Na K Cl Na K Cl

Control (vehicle: cornoil) 5§ 5 0 5 5 1 4 5 14.9 1.060 93.1 165.6 1179 1.12 2.14 146
8.7 +0.023 +42.8 +52.0 +43.7 +0.16 +0.64 +0.24
1,2-MD 30 mg/kg 5 5 0 5 5 2 3 5 13.7 1.062 93.5 129.4 122.3 1.16 1.71 1.54
4.8 +0.017 +41.6 +18.1 +39.6 +0.26 +0.37 +0.18
1,2-MD 100 mg/kg 5 4 1 5 5 0 5 5 12.6 1.064 105.9 108.4 126.2 122 1.36 1.47
+5.4 +0.018 +46.2 +3.8 +47.5 +0.42 £0.56 +0.49
1,2-MD 300 mg/kg 5 5 0 5 5 0 5 5 133 1.064 95.7 98.1**  106.8 1.26 1.31 141
2.1 +0.009 +14.6 +6.4 +24.3 +0.26 +0.27 +0.32

Significantly different from the control group (*: P<0.05, **: P<0.01).

Turbidity, -: negative

Protein, +: 10=and <30 mg/dL; +: 30=and < 100 mg/dL; 2+: 100 =and <300 mg/dL
Glucose, -: negative

Ketone, -: negative; £: 5=and <10 mg/dL; +: 10 =and <40 mg/dL; 2+: 40 <and < 80 mg/dL
Bilirubin, -: negative

Oceult blood, -; negative

Urobilinogen, +: normal; +; 2.0=<and<4.0 mg/dL; 2+: 4.0=and < 8.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 23-2. Urinalysis in male rats of the recovery period

Quality”
Group Nunl?is: of Color Turbidity pH Protein Glucose Ketone Bilirubin  Occult blood Urobilinogen
Light yellow - 70 75 8.0 + + 2+ - - +  + - - + +
Control (vehicle: corn oil) 5 5 5 2 1 2 1 4 0 5 1 2 2 5 5 3 2
1,2-MD 300 mg/kg 5 5 5 2 2 1 0 3 2 5 0 2 3 5 5 1 4
Urinary sediments” , .
Uri Specifi ity? )
o Number of Red blood  White blood cas Cruntal Epithelial rmeb) pec.x :) Electrolyte, density’ Electrolyte, gross volume
roup males cells cells asts rystals cells volume gravity (mEq/L) (mEq/24 hr)
- - - + + - (mL/24hr) Na K Cl Na K Cl
Control (vehicle: corn oil) 5 5 5 5 5 5 18.4 1.058 99.7 170.1 113.7 1.79 3.07 2.03
+5.0 +0.009 +24.8 +15.8 +23.4 +0.43 +0.60 +0.41
1,2-MD 300 mg/kg 5 5 5 5 4 1 5 19.6 1.056 89.8 160.6 110.3 1.76 3.08 2.12
+5.0 +0.012 +22.3 +23.0 +32.8 +0.68 +0.57 +0.75

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, +: 10=and <30 mg/dL; +: 30=and <100 mg/dL; 2+: 100=and <300 mg/dL
Glucose, -: negative

Ketone, - negative; +: 5 <and<10 mg/dL; +: 10 =and <40 mg/dL
Bilirubin, -: negative

Occult blood, -: negative; +, 0.03 =and <0.06 mg/dL

Urobilinogen, +: normal; +: 2.0 =and <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed
Crystals and Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 24-1. Urinalysis in female rats, satellite group

RERE S R-12-012

Quality”
Group N;?::T;S()f Color Turbidity pH Protein Glucose Ketone Bilirubin  Occult blood  Urobilinogen
Light yellow  Yellow - 65 70 85 - + + 2+ - - + + - +
Control (vehicle: corn oil) 5 4 1 5 3 1 1 1 3 0 1 5 4 0 1 5 4
1,2-MD 300 mg/kg 5 3 2 5 1 4 0 1 1 1 2 5 2 1 2 5 2
Urinary sediments”
Uri Specifi ) b)
G Numberof Red blood White Cast Crvstal Epithelial rmeb) PCC.I 1;; Electrolyte, density Electrolyte, gross volume
Toup females cells  bloodeells o ooen cells ~ volume™  gravity (mEq/L) (mEq/24 hr)
- - - - + - (mL/24hr) Na K Cl Na K Cl
Control (vehicle: corn oil) 5 5 5 5 2 3 5 9.4 1.058 923 143.5 108.7 0.87 1.36 1.04
+3.0 +0.010 +22.4 +20.2 +46.1 +0.36 +0.55 +0.59
1,2-MD 300 mg/kg 5 5 5 5 2 3 5 118 1.061 83.3 98.4%* 1102 0.92 1.16 1.19
+3.5 +0.024 +32.7 +204 +55.9 +0.31 +0.44 £0.51

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, -: negative; +: 10 =and <30 mg/dL; +: 30 =and <100 mg/dL
Glucose, -: negative

Ketone, -: negative; +: 5<and<10 mg/dL; +: 10=and <40 mg/dL
Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0 = and <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed
Crystals and Epithelial cells, -: not observed; +: a few

a), values represent as number of animals

b), values represent as mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 24-2. Urinalysis in female rats of the recovery period

lity®
Number of . - Quality TS -
Group fomales Color Turbidity pH Protein Glucose Ketone Bilirubin  Occult blood Urobilinogen
Light yellow  Yellow - 60 65 70 75 85 - + + - - + + - - +  +
Control (vehicle: corn oil) 5 5 0 5 1 2 0 2 0 1 2 2 5 3 1 1 5 5 ' 4 1
1,2-MD 300 mg/kg 5 4 1 5 0 1 1 2 1 1 2 2 5 5 0 0 5 5 4 1
Urinary sediments”
. : ) b)
o Number of Red blood White Cast Crvstal Epithelial Ul'meb) Spe(:.lﬁ; Electrolyte, density Electrolyte, gross volume
oup females cells blood cells o Tystals cells volume gravity (mEq/L) (mEqg/24 hr)
- - - - + - (mL/24hr) Na K Ci Na K Cl
Control (vehicle: corn oil) 5 5 5 5 1 4 5 9.2 1.067 133.6 175.9 154.4 1.20 1.58 1.38
+2.9 +0.017 +23.4 +30.9 +49.8 +0.32 +0.40 +0.49
1,2-MD 300 mg/kg 5 5 5 5 0 5 5 8.7 1.077 143.3 188.9 163.0 125 1.64 1.40
+2.1 +0.011 +30.8 +8.9 +33.5 +0.44 +0.40 +0.41

Significantly different from the control group (*: P<0.05, **: P<0.01).
Turbidity, -: negative

Protein, -: negative; +: 10=and <30 mg/dL; +: 30=and < 100 mg/dL; 2+: 100 =and <300 mg/dL
Glucose, -: negative

Ketone, -: negative; +: 5=and < 10 mg/dL; +: 10 Sand <40 mg/dL
Bilirubin, -: negative

Occult blood, -: negative

Urobilinogen, +: normal; +: 2.0 =and <4.0 mg/dL

Red blood cells, White blood cells and Casts, -: not observed
Crystals and Epithelial cells, -: not observed; =: a few

a), values represent as number of animals

b), values represent as mean + S.D.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 25-1. Hematological findings of male rats at the end of the dosing period

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of males 5 5 5 4
RBC (X10% L) 855 + 40 836 £ 40 815 + 43 858 + 33
Hemoglobin (g/dL) 157 £ 09 148 = 05 148 £ 0.9 152 + 0.3
Hematocrit (%) 439 £+ 25 419 + 13 421 £ 27 433 + 09
MCV (fL) 513 £+ 1.7 501 £ 13 517 + 32 505 £ 23
MCH (pg) 183 = 0.5 177 + 04 182 =+ 0.8 177 = 0.6
MCHC (g/dL) 357 £+ 0.6 354 £+ 02 352 + 0.8 352 = 0.6
Platelet (X 10% 1 L) 1142 + 132 1062 £ 9.0 103.0 + 103 1126 + 8.0
PT (sec) 162 £ 1.9 144 + 0.§ 142 + 038 138 + 13 *
APTT (sec) 27.0 £ 23 233 £+ 12 249 + 34 25.0 £ 3.1
WBC (X10% 1 L) 99.7 + 23.5 96.7 = 35.2 915 + 147 102.9 + 203
Differental leukocyte count (%)
Neutrophil 185 + 34 19.6 + 120 223 + 6.1 200 + 5.7
Eosinophil 12 £+ 05 12 + 07 13 £ 04 1.3 £ 05
Basophil 00 £ 00 00 £ 00 00 = 0.0 00 = 0.1
Monocyte 43 £ 14 39 £+ 1.0 50 £ 0.9 41 = 038
Lymphocyte 76.0 £ 3.8 752 £ 124 714 £ 7.0 746 = 6.0
Reticulocyte count (%) 333 + 0.64 289 £ 020 355 £ 0.58 420 + 033 *

Each value shows meanS.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 25-2. Hematological findings of male rats at the end of the recovery period

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg

Number of males 5 5
RBC (X10% 1 L) 836 + 24 824 + 27
Hemoglobin (g/dL) 148 £+ 03 146 = 04
Hematocrit (%) 923 £ 16 413 + 06
MCV (fL) 506 + 1.1 50.1 = 1.1
MCH (pg) 177 + 03 177 = 05
MCHC (g/dL) 349 £ 0.7 354 =+ 07
Platelet (X 10*/ 1. L) 1103 + 55 1098 + 48
PT (sec) 13.0 = 0.9 168 £ 3.7
APTT (sec) 205 = 1.8 225 + 15
WBC (X10% u L) 9.0 + 184 101.8 + 29.0

Differental leukocyte count (%)

Neutrophil 20.7 + 10.7 144 £ 56
Eosinophil 1.6 + 03 16 + 04
Basophil 0.0 £ 0.1 0.1 + 0.1
Monocyte 39 + 13 36 £ 0.8
Lymphocyte 73.8 + 109 804 + 65
Reticulocyte count (%) 339 + 042 3.64 + 0.81

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 26-1. Hematological findings of female rats at the end of the dosing period

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of females 5 5 5 1
RBC (X10% 1 L) 681 £ 53 638 £ 43 664 = 59 722 %
Hemoglobin (g/dL) 134 + 0.8 124 £ 09 130 = 09 134 +
Hematocrit (%) 393 + 19 376 =+ 24 39.1 £ 1.6 39.7 +
MCV (fL) 578 £+ 2.0 589 = 11 59.1 £ 43 550 +
MCH (pg) 196 + 04 195 =+ 04 196 + 1.0 18.6 +
MCHC (g/dL) 340 + 0.5 331 = 02 331 £ 1.0 338 +
Platelet(XlO“/uL)r 1194 = 195 1135 £+ 274 101.0 £ 10.2 1329 +
PT (sec) 122 + 04 126 £ 03 126 £ 05 136 +
APTT (sec) . 197 £+ 0.8 202 £ 1.7 200 £ 038 214 +
WBC (X10%/ 1 L) 108.0 + 44.1 979 + 358 692 = 113 100.0 =+
Differental leukocyte count (%)
Neutrophil 299 =+ 83 279 + 7.8 239 + 35 136 +
Eosinophil 14 + 03 06 + 02 * 09 £ 05 10 +
Basophil 00 + 0.1 00 + 00 00 £ 00 00 +
Monocyte 46 = 1.1 31 £ 12 47 =+ 20 39 +
Lymphocyte 642 £ 83 684 + 6.6 70.5 =+ 3.7 815 =
Reticulocyte count (%) 8.00 £ 1.60 9.55 + 141 10.14 = 2.00 9.13 +

Each value shows mean+S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 26-2. Hematological findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg

Number of females 5 5
RBC (X 10% L) 771 £ 42 754 + 18
Hemoglobin (g/dL) 145 + 0.5 138 £+ 05 *
Hematocrit (%) 417 £ 1.4 398 + 1.6
MCV (fL) 542 £ 19 528 = 1.7
MCH (pg) 189 = 0.6 183 + 03
MCHC (g/dL) 348 = 0.2 347 £ 08
Platelet (X 10% 1. L) 102.6 + 18.5 1034 + 15.8
PT (sec) 11.7 £ 03 113 =+ 04
APTT (sec) 202 = 15 196 = 14
WBC (X 10% L) 513 = 13.6 569 + 269

Differental leukocyte count (%)

Neutrophil 125 £ 3.6 191 = 65
Eosinophil 20 £ 0.7 1.8 £+ 0.6
Basophil 00 £ 0.1 00 = 00
Monocyte 26 £ 1.1 34 £ 09
Lymphocyte 829 £ 40 757 £ 75
Reticulocyte count (%) 3.82 £ 061 398 = 0.67

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<(0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 26-3. Hematological findings of female rats at the end of the recovery period

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg

Number of females 5 5
RBC (X 10% 1 L) 782 £ 20 777 + 29
Hemoglobin (g/dL) 147 £ 03 142 =+ 0.6
Hematocrit (%) 424 = 0.7 408 + 1.7
MCV (fL) 542 £ 15 525 + 0.9
MCH (pg) 188 = 0.3 183 + 02 *
MCHC (g/dL) 347 £ 05 348 = 03
Platelet (X 10% . L) 107.1 + 13.1 988 + 6.3
PT (sec) 108 = 05 113 = 0.5
APTT (sec) 165 £ 16 180 = 15
WBC (X10% 1 L) 450 + 8.6 482 + 98

Differental leukocyte count (%)

Neutrophil 163 £ 7.0 18.1 £ 7.9
Eosinophil 26 = 07 22 £ 08
Basophil 00 + 00 0.0 £ 0.0
Monocyte 43 £ 1.0 40 = 1.1
Lymphocyte 76.8 £+ 172 75.7 = 6.7
Reticulocyte count (%) 2.72 + 0.61 312 + 047

Each value shows mean=S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 27-1. Biochemical findings of male rats at the end of the dosing period

HERE S R-12-012

Group Control (vehicle: corn oil) 1,2-MD 30 mgkg 1,2-MD 100 mg/kg 1,2-MD 300 mgkg
Number of males 5 5 5 5

Total protein g/dL 55 + 03 55 = 0.3 55 + 03 57 = 0.2
Albumin gdL 34 + 02 34 £ 0.1 34 + 0.1 35 £ 0.1
AIG 1.62 £ 0.17 1.61 £ 0.10 1.64 £ 0.15 1.62 = 0.06
Glucose mg/dL 140 + 14 150 + 15 136 + 8 118 + 10 *
Total cholesterol mg/dL 55 +£ 12 64 £ 7 50 + 13 71 £ 10
Triglyceride mg/dL 51 £ 15 56 = 21 35 + 27 53 + 27
Phospholipid mg/dL 89 + 14 102 + 10 81 £ 20 112 £ 17
AST U/L 52 £ 8 54 £ 7 59 £ 6 58 + 2
ALT U/L 27 £ 6 28 + 4 27 + 3 29 + 3
y-GTP U/L 0£0 0 £0 0+ 0 00
LDH UL 183 + 123 185 + 126 127 + 83 126 = 75
Bile acid pumol/L 13.1 + 115 8.5 £ 3.9 66 £ 1.1 6.1 + 22
BUN mg/dL 14 * 2 14 £ 1 14 £ 1 14 £ 2
Creatinine mg/dL 05 = 0.1 05 + 0.0 05 = 0.0 05 + 0.1
Total bilirubin mg/dL 0.06 + 0.01 0.06 + 0.01 0.05 = 0.01 0.05 + 0.01
ALP U/L 324 + 56 403 + 68 358 = 93 310 + 31
Inorganic phosphorus mg/dL 59 = 0.1 58 = 0.5 6.1 = 05 72 + 04 *x
Ca mg/dL 95 * 04 95 + 03 95 + 0.2 9.5 + 03
Na mEq/L 1442 = 0.9 1436 = 0.7 1433 + 0.9 143.1 + 0.8

K mEg/L 3.86 + 0.04 3.94 £ 0.16 391 + 0.12 399 + 0.14
Cl mEq/L 1059 + 1.6 1059 + 14 1054 + 0.9 1043 + 0.9

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 27-2. Biochemical findings of male rats at the end of the recovery period

Group
Number of males

Control (vehicle: corn oil)

1,2-MD 300 mg/ke

5

5

Total protein
Albumin

A/G

Glucose

Total cholesterol
Trigly ceride
Phospholipid
AST

ALT

vy-GTP

LDH

Bile acid
BUN
Creatinine
Total bilirubin
ALP

Inorganic phosphorus

Ca
Na
K
Cl

g/dL
gdL

mg/dL
mg/dL
mg/dL
mg/dL
U/L
U/L
U/L
U/L
pmol/L
mg/dL
mg/dL
mg/dL
U/L
mg/dL
mg/dL
mEq/L
mEq/L
mEq/L

5.7
35
1.58
131
50
30
80
63
29

241
9.9
15
0.6
0.05
293
59
9.2
144.5
3.86
107.3

oW W W KK KWK K H WK OH KK H KKK KK

0.1
0.1
0.06
19

19
10

115
2.7
1
0.1
0.01
21
0.6
0.2
0.8
0.30
1.4

5.8
34
1.42
139
43
18
69
61
28

297
104
15
0.5
0.05
273
6.5
9.2
144.2
3.97
106.6

HoH W W K K K B O OH K OH K KK H K HH K H

0.01
30
03
0.3
0.3
0.11
0.7

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 28-1. Biochemical findings of female rats at the end of the dosing period

SHEAEE R-12-012

Group Control (vehicle: corn oil) 1,2-MD 30 mgkg 1,2-MD 100 mgkg 1,2-MD 300 mgkg
Number of females 5 5 5 1
Total protein : g/dL 59 £ 0.2 58 £ 0.2 59 £ 03 58 +
Albumin ' g/dL 3.8 £ 0.1 3.7 £ 0.2 3.7 £ 02 36 =
AG 1.86 + 0.17 1.75 + 0.13 1.78 + 0.21 1.64 +
Glucose mg/dL 127 + 9 121 + 13 132 + 13 103 =%
Total cholesterol mg/dL 48 + 12 59 + 13 56 £ 6 73 *
Triglyceride mg/dL 26 + 4 24 £+ 14 26 + 10 20 =
Phospholipid mg/dL 95 + 14 103 + 21 9% + 9 114 +
AST U/L 67 £ 17 75 + 10 71 £ 11 93 +
ALT U/L 51 + 32 42 = 7 34 + 4 41 +
v-GTP U/L 0+ 1 00 0+ 1 1+
LDH U/L 99 + 96 8 + 24 108 + 58 292 +
Bile acid pmol/L 149 + 6.2 133 + 44 151 + 7.9 260 +
BUN mg/dL 14 £ 3 12 + 4 17 £ 4 14 +
Creatinine mg/dL 05 + 0.0 05 £ 0.0 06 = 0.1 05 =+
Total bilirubin mg/dL 0.07 + 0.02 0.08 + 0.01 0.07 + 0.02 0.09 +
ALP U/L 180 + 68 172 + 51 139 + 28 139 +
Inorganic phosphorus mg/dL 63 £ 06 60 £ 06 73 £ 1.0 76 *
Ca mg/dL 96 + 0.3 96 + 0.5 100 £ 0.3 95 +
Na mEq/L 1416 + 1.9 1425 + 1.5 1426 + 0.9 142.8 +
K mEq/L 3.79 + 0.21 359 + 0.29 3.62 + 0.20 374 *
Cl mEq/L 1072 + 24 1062 + 1.6 106.1 + 1.0 104.6 +
Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 28-2. Biochemical findings of female rats at the end of the dosing period, satellite group

Group
Number of females

Control (vehicle: corn oil)

1,2-MD 300 mgkg

5

5

Total protein g/dL
Albumin g/dL
AlG

Glucose mg/dL
Total cholesterol mg/dL
Trigly ceride mg/dL
Phospholipid mg/dL
AST UL
ALT UL
y-GTP U/L
LDH U/L
Bile acid pumol/L
BUN mg/dL
Creatinine mg/dL
Total bilirubin mg/dL
ALP U/L
Inorganic phosphorus mg/dL
Ca mg/dL
Na mEq/L
K mEq/L
Cl mEq/L

6.3
43
2.12
132
56
11
105
60
21
0

95
12.7
17
0.7
0.08
173
4.3
9.5
143.9
3.59
108.7

HoH B M W OB R W WK K KKK KKK HE KK

0.3
03
0.23

0.1
0.01
32
0.2
0.3
0.9
0.16
1.7

6.2
4.1
2.00
118
102
16
157
82
30

122
16.0
16
0.6
0.06
128
54
9.3
142.3
3.63
104.9

oW W W K K K KWK OH KKK KKK HHH

03
0.3
0.17
16

10
31

40
8.3

0.1
0.03
45
0.5
0.5
1.9
0.19
23

Aok

k%

sk

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Tablé 28-3. Biochemical findings of female rats at the end of the recovery period

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg
Number of females 5 5

Total protein g/dL 62 + 04 62 = 03
" Albumin gdL 42 = 0.3 40 £ 0.1
AlG 203 = 0.14 1.79 + 0.11
Glucose mg/dL 118 + 18 121 = 17
Total cholesterol mg/dL 58 £ 6 64 = 7
Trigly ceride mg/dL 15 £ 3 12 + 4
Phospholipid mg/dL 109 + 7 111 = 11
AST UL 60 + 9 70 + 8
ALT U/L 25 £ 6 32 & 11
y-GTP U/L 0+0 0 +£0
LDH U/L 65 + 27 83 = 48
Bile acid pmol/L 134 = 7.3 127 + 3.1
BUN mg/dL 18 £ 1 21 + 4
Creatinine mg/dL 0.7 = 0.1 0.7 £ 0.1
Total bilirubin mg/dL 0.10 = 0.01 0.08 = 0.02
ALP U/L 127 + 32 149 + 38
Inorganic phosphorus mg/dL 43 £ 0.5 49 + 04
Ca mg/dL 94 £+ 0.2 9.1 = 0.2
Na mEq/L 1438 = 0.7 1434 + 13
K mEq/L 374 + 0.18 3.59 = 0.22
Cl mEq/L 1085 = 1.0 1075 £ 1.5

Each value shows mean = S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 29-1. Organ weights of male rats at the end of the dosing period

Group Control (vehicle: com oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of males 7 12 12 7

Body weight (g 4984 36.9 4809 = 29.2 4811 = 22.8 454.8 4 20.9 *

Brain (mg) 19973 =% 86.4 20195 = 74.9 20025 =+ 74.7 19832 =+ 51.8
(mg/g) 4016 *= 0.145 4212 & 0275 4168 = 0.178 4365 = 0.140 **

Thymus (mg) 3256 = 63.1 2894 =+ 85.5 288.0 =+ 87.7 2506 =+ 66.5

(mg/g) 0.662 * 0.165 0.601 + 0.167 0599 + 0.179 0.551 + 0.144

Heart (mg) 1409.1 =+ 823 1390.7 =+ 99.2 14410 =+ 96.0 1396.7 =+ 92.5
: (mg/g) 2.835 + 0.186 2.894 + 0.141 2998 + 0.201 3.071 & 0157 *
Liver (mg) 14103.2 + 2147.0 13117.6 + 1617.6 13627.3 + 9137 16102.6 + 15425 *
(mg/g) 28283 + 3.655 27215 + 2216 28309 + 0.819 35355 & 2344 *x

Kidney (R) (mg) 1617.6 + 232.0 15179 + 141.8 16728 + 1725 18318 + 1536
(mg/g) 3235 & 0267 3.164 + 0.306 3472 £ 0.252 4032 £+ 0361 **

Kidney (L) (mg) 1601.5 + 2130 1514.1 = 1509 16048 =+ 157.2 17939 + 1831
(mg/g) 3204 £ 0242 3156 + 0.331 3332 & 0.242 3948 £  0.42] **

Kidney (mg) 3219.1 + 4435 3032.1 + 2845 32776 + 3203 : 36256 + 3300
(mg/g) 6440 + 0504 6.320 + 0.620 6.804 = 0.467 7.981 = 0.768 **

Spleen (mg) 768.0 + 429 833.0 = 1237 7837 £ 1380 809.5 = 97.7

(mg/g) 1.551 + 0.179 1.743 + 0.323 1.623 = 0.222 1.781 + 0216

Testis (R) (mg) 1652.8 + 98.5 1632.1 =+ 93.9 1581.1 = 1902 15779 = 96.7

. (mg/g) 3336 + 0351 3402 + 0.228 3289 =+ 0.388 3482 % 0.351

Testis (L) (mg) 1685.6 =+ 81.0 16278 =+ 79.4 15879 + 1994 16033 + 100.6

(mg/g) 3398 = 0.292 3393 +  0.209 3304 = 0415 3.539 = 0.380

Testis (mg) 33384 + 177.0 32600 = 169.9 3169.1 = 3857 31812 + 1917

(mg/g) 6.733 + 0642 6.795 + 0431 6.592 = 0.796 7.021 £ 0.724

Epididymis (R) (mg) 6451 + 72.9 6139 =+ 70.7 589.5 =+ 76.7 5635 + 52.2

(mg/g) 1304 £ 0.194 1277 = 0.135 1228 + 0.171 1239 £ 0.108

Epididymis (L) (mg) 640.1 + 719 613.6 + 729 5922 + 722 5552 &  46.0

(mg/g) 1293 +  0.185 1275 + 0.132 1234 +  0.165 1221 &+ 0.097

Epididymis (mg) 12852 + 1419 12275 4+ 137.1 1181.7 + 1463 1118.7 + 95.3

(mg/g) 2596 + 0.375 2552 +  0.253 2463 + 0331 2460 +  0.198

Each value shows mean d: S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 29-1(continued). Organ weights of male rats at the end of the dosing period

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of males 7 12 12 7
Body weight ® 4984 + 36.9 4809 = 292 481.1 % 22.8 4548 =+ 209 *
Prostate, ventral (mg) 552.0 £ 1589 6472 £ 925 6388 * 1444 6326 =+ 1134
(mg/g) 1.104 = 0.289 1350 + 0.201 1326 + 0.280 1384 + 0.197
Seminal vesicles (mg) 17045 + 2398 1703.5 + 2143 16500 = 2372 16588 + 2138
(mg/g) 3438 = 0.569 3542 + 0387 3439 £ 0.528 3.649 £ 0456
Thyroid gland (mg) 220 * 32 215 =% 2.6 214 =+ 37 18.1 =+ 1.9
(mg/g) 0.044 =  0.007 0.045 + 0.006 0.045 £+ 0.008 0.040 + 0.004
Adrenal gland (R) (mg) 263 =+ 42 229 * 24 222 % 33 232 % 1.8
(mg/g) 0.053 =+ 0.008 0.048 + 0.007 0.046 £ 0.007 0.051 + 0.004
Adrenal gland (L) (mg) 27.0 =+ 39 238 + 3.8 234 + 45 237 * 3.4
(mg/g) 0.054 = 0.008 0.050 + 0.009 0.049 + 0.010 0.052 + 0.008
Adrenal gland (mg) 533 + 8.1 467 = 6.1 45.6 = 75 469 = 5.2
(mg/g) 0.107 = 0.016 0.097 = 0015 0.095 = 0.016 0.103 = 0.012

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 29-2. Organ weights of male rats at the end of the recovery period

Group ) Control (vehicle: com oil) 1,2-MD 300 mg/kg
Number of males 5 5
Body weight () 5045 + 46.3 499.9 =+ 21.0
Brain (mg) 21054 =+ 549 20568 +  47.1
(mg/g) 4193 + 0.266 4120 + 0.196
Thymus (mg) 3021 + 1122 2393 + 81.3
(mg/g) 0594 = 0.197 0474 + 0.144
Heart (mg) 14344 =+ 99.5 15454 =+ 89.9
(mg/g) 2.854 * 0.225 3.091 = 0.099
Liver (mg) 127425 + 22705 13818.8 + 1450.1
(mg/g) 25181 + 2.868 27591 + 1.898
Kidney (R) (mg) 14914 + 1348 17315 + 1957
(mg/g) 2961 + 0.185 3459 + 0297 *
Kidney (L) (mg) 15241 % 748 16979 = 1976
(mg/g) 3035 + 0.233 3392 +  0.320
Kidney (mg) 30155 + 199.7 34294 = 3859
(mg/g) 5996 + 0.380 6.852 = 0.598 *
Spleen (mg) 781.1 = 53.3 8833 =+ 1407
(mg/g) 1.553 = 0.099 1.767 + 0.268
Testis (R) mg) 16970 =  86.0 15638 + 136.1
(mg/g) 3379 = 0.265 3135 £ 0335
Testis (L) (mg) 1701.0 = 1084 15445 =+ 99.1 *
(mg/g) 3390 = 0331 3.096 + 0.279
Testis (mg) 33980 + 188.7 31083 + 2309
: (mg/g) 6.769 + 0.590 6.231 + 0.605
Epididymis (R) (mg) 640.4 + 41.9 6428 =+ 47.6
(me/g) 1274 + 0.085 1287 £ 0.106
Epididymis (L) (mg) 6144 = 446 6131 = 319
(mg/g) 1222 + 0.095 1227 + 0.061
Epididymis (mg) 1254.7 =+ 82.1 1256.0 =+ 78.2
(mg/g) 2496 = 0172 2515 £ 0.167

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<(.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 29-2(continued). Organ weights of male rats at the end of the recovery period

Group Control (vehicle: com oil) 1,2-MD 300 mg/kg
Number of males 5 5
Body weight () 5045 % 46.3 4999 = 21.0
Prostate, ventral (mg) 595.6 = 181.1 568.1 = 78.3
(mg/g) 1.178 + 0338 1.136 = 0.137
Seminal vesicles (mg) 1517.0 *= 287.6 16816 = 1099
(mg/g) 3019 + 0613 3364 = 0.169
Thyroid gland (mg) 19.5 = 54 193 =% 3.6
(mg/g) 0.038 = 0.007 0.039 =+ 0.008
Adrenal gland (R) (mg) 248 % 2.8 253 % 1.7
(mg/g) 0.050 = 0.008 0.051 = 0.002
Adrenal gland (L) (mg) 249 =+ 33 267 % 29
(mg/g) 0.050 = 0.009 0.053 = 0.005
Adrenal gland (mg) 497 =+ 5.9 520 = 4.4

(mg/g) 0.099 0.017 0.104 = 0.007

W

Each value shows mean + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 30-1. Organ weights of female rats at the end of the dosing period

Group Control {vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of females 11 11 8 1
Body weight @) 3116 = 23.7 3155 + 17.8 3072 + 14.4 288.7 =
Brain (mg) 19163 = 1045 19345 + 89.0 18684 =+ 98.4 1865.1
(mg/e) 6180 = 0.563 6.149 = 0448 6090 + 0340 6.460 =
Thymus (mg) 1753 = 61.2 2090 + 76.5 1845 = 39.6 1913 =
(mg/g) 0561 = 0.189 0657 + 0.223 059 + 0.119 0.663
Heart (mg) 9788 =+ 75.6 9825 + 86.9 9439 55.5 900.9 =+
(mg/g) 3149 & 0239 3114 £ 0205 3.074 % 0128 3121 %
Liver (mg) 9813.6 + 8193 10010.7 = 8864 102129 £+ 6836 12418.1 %
(mg/g) 31.548 + 2322 31689 + 1.547 33.246 £ 1480 43,014 =+
Kidney (R) (mg) 9744 = 810 978.1 = 1063 9169 £  66.5 9973 %
(mg/g) 3142 £ 0351 3103 = 0324 299 £ 0237 3454 %
Kidney (L) (mg) 9409 + 719 9569 + 118.2 9117 + 703 9274
(mg/g) 3032 & 0296 3035 & 0358 2974 = 0270 3212 %
Kidney (mg) 19154 + 1466 19350 £ 2224 18286 * 1357 19247 +
(mg/g) 6174 + 0.633 6.138 £ 0675 5963 £ 0.505 6.667 =+
Spleen (mg) 7640 + 1288 7915 + 1338 662.1 * 79.5 7413 +
(mg/g) 2461 £ 0419 2503 £ 0379 2157 = 0240 2568 +
Ovary (R) (mg) 554 + 49 51.7 £ 10.6 456 + 6.9 * 569 =+
(mg/g) 0.179 = 0.022 0.164 + 0.032 0.149 = 0.024 0.197 =
Ovary (L) (mg) 526 £ 60 548 & 72 497 =+ 53 523 =
(mg/g) 0170 + 0.024 0.174 = 0024 0162 £ 0013 0.181 =
Ovary (mg) 108.0 + 9.3 1065 =+ 149 953 % 79 109.2 %
(mg/g) 0348 = 0.041 0338 = 0.047 0310 + 0.022 0378 %
Uterus (mg) 643.6 = 1126 6479 + 1171 5706 = 76.8 6452 +
(mg/g) 2.081 + 0424 2054 + 0352 1854 = 0195 2235 +
Thyroid gland {mg) 139 + 3.0 16.0 33 144 + 3.1 166 £
(mg/g) 0.045 + 0.013 0.051 += 0014 0.047 £ 0.012 0.057 «
Adrenal gland (R) {mg) 359 + 5.1 351 42 313 £ 3.1 347
{mg/g) 0115 + 0.013 0.111 = 0.010 0102 + 0.008 * 0.120 =+
Adrenal gland (L) {mg) 380 =+ 55 370 £ 438 335 & 2.7 40.7 =
(mg/g) 0.122 = 0.015 0.117 + 0.011 0.109 £ 0011 0.141 =
Adrenal gland (mg) 739 =+ 104 721 « 8.4 648 =+ 54 754 =
(mg/g) 0237 = 0.028 0228 + 0.019 0211 % 0.018 0.261 =

Each value shows mean = 8.D.
Significantly different from the control group (*: P<0.05, **; P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 30-2. Organ weights of female rats at the end of the dosing period, satellite group

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg
Number of females 5 5
Body weight ® 2889 =+ 10.3 2692 % 10.9 *
Brain {mg) 19259 =+ 344 18722 = 73.2
(mg/g) 6674 + 0.268 6.964 + 0415
Thymus (mg) 264.1 % 66.9 1909 45.9
(mg/g) 0915 + 0.239 0709 £ 0.172
Heart (mg) 8824 =+ 60.2 957.1 * 73.0
(mg/y) 3.055 + 0.172 3.552 £ 0.163 **
Liver (mg) 76173 + 3352 107943 + 3257 **
(mg/g) 26380 + 1.043 40.127 + 1429 **
Kidney (R} (mg) 9251 + 53.3 10047 + 106.0
(mg/g) 3204 £ 0192 3733 £ 0379 *
Kidney (L) (mg) 9136 =+ 217 9864 + 1286
(mg/g) 3165 £ 0.104 3666 + 0474 *
Kidney (mg) 18386 =+ 73.7 1991.1 + 2326
(mg/g) 6369 + 0.285 7399 £ 0.847 *
Spleen (mg) 5753 =+ 63.8 503.6 + 46.9
(mg/g) 1994 £ 0243 1.869 = 0.134
Ovary (R) (mg) 484 + 6.4 473 % 5.4
(mg/g) 0.167 = 0.018 0176 £ 0.017
Ovary (L) (mg) 434 = 4.7 453 11.1
(mg/g) 0.150 £ 0.014 0.168 * 0.039
Ovary (mg) 918 8.7 - 926 = 16.3
(mg/g) 0318 + 0.020 0.343 + 0055
Uterus (mg) 7280 £ 279.5 5389 + 3332
(mg/g) 2523 = 0.966 1.989 = 1205
Thyroid gland ’ (mg) 130 # 1.7 138 + 2.3
(mg/g) 0.045 + 0.006 0.051 £ 0.007
Adrenal gland (R) {mg) 312 = 4.6 310 £ 6.2
(mg/g) 0.108 % 0.016 0115 = 0019
Adrenal gland (L) (mg) 313 %= 54 331 = 58
(mg/g) 0108 + 0.019 0.123 + 0018
Adrenal gland (mg) 625 = 9.7 642 = 12.0
(mg/g) 0217 £ 0.034 0.237 = 0.037

Each value shows mean % S.D.
Significantly different from the control group (*: P<0.05, **; P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 30-3. Organ weights of female rats at the end of the recovery period

Group Control (vehicle: com oil) 1,2-MD 300 mg/kg
Number of females 5 R 5
Body weight (03] 299.5 + 11.6 2749 = 11.0
Brain (mg) 18140 =+ 55.7 18411 = 244
(mg/g) 6060 = 0203 6706 = 0279 **
Thymus {mg) 2459 % 64.2 2295 452
(mg/g) 0818 = 0.192 0832 £ 0.137
Heart (mg) 8956 = 87.3 8839 = 53.8
(mg/g) 2991 = 0282 3216 = 0158
Liver mg) 71245 = 5730 7548.6 + 2756
(mg/y) 23769 = 1360 27474 = 0879 **
Kidney (R) {mg) 901.0 = 92.8 9494 51.6
(mg/g) 3013 £ 0344 3454 % 0155 *
Kidney (L) (mg) 887.1 + 1038 9159 = 627
(me/g) 2964 = 0.353 3329 = 0120
Kidney (mg) 17880 + 1923 18652 + 1063
(mg/g) 5978 £ 0.683 6784 + 0226 *
Spleen (mg) 5205 £ 123.8 5574 % 513
(mg/g) 173 £ 0379 2032 % 0225
Ovary (R) (mg) 387 + 124 448 + 6.2
(mg/g) 0129 + 0037 0.163 = 0018
Ovary (L) (mg) 463 £ 94 22 £ 80
(mg/g) 0.154 * 0.028 0154 = 0029
Ovary (mg) 850 =+ 20.6 87.0 £ 113
(mg/g) 0.283 = 0.061 0316 = 0.037
Uterus (mg) 5022 = 706 6268 % 3460
(mg/g) 1682 & 0267 2280 + 1233
Thyroid gland (mg) 151 % 25 150 = 17
(mg/g) 0051 = 0.010 0.055 + 0.008
Adrenal gland (R) (mg) 300 =+ 8.2 288 = 2.7
(mg/g) 0100 + 0.025 0.105 = 0.009
Adrenal gland (L) (mg) 309 + 8.7 311 = 23
(mg/g) 0103 = 0.026 0.113 = 0007
Adrenal gland (mg) 609 =+ 16.8 599 « 4.4
(mg/) 0202 = 0.050 0218 + 0013

Each value shows mean + 8.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 31-1. Macroscopic findings of male rats at the end of the dosing period

Group Control (vehicle: corn oil) 1,2-MD 30 mgkg 1,2-MD 100 mgkg 1,2-MD 300 mgkg

Findings Grade - P - P - P - P
Epididy mis

Nodule, yellowish white, caudal, unilateral 6 1 12 0 12 0 7 0
Kidney

Enlargement, bilateral 7 0 12 0 12 0 1 6

Rough surface, bilateral 7 0 12 0 12 0 6 1
Liver

Enlargement 7 0 12 0 11 1 2 5
Testis

Discoloration, pale colored, bilateral 7 0 12 0 11 1 7 0

Small, bilateral 7 0 12 0 10 2 7 0

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.

89



AERE S R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 31-2. Macroscopic findings of male rats at the end of the recovery period

Group Control (vehicle: corn oil) 1,2-MD 300 mgkg
Findings Grade - P - P
All organs and tissues

Notes) -:No abnormal changes P : Non-graded change

Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 32-1. Macroscopic findings of female rats at the end of the dosing period

Group Control (vehicle: corn oil) 1,2-MD 30 mgkg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Findings Grade - P - P - P - P
Liver
Enlargement 11 0 11 0 8 0 0 1
Thymus
Small 10 1 11 0 8 0 1 0

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

v Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg
Findings Grade - P - P
All organs and tissues

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 32-3. Macroscopic findings of female rats at the end of the recovery period

Group Control (vehicle: corn oif) 1,2-MD 300 mgkg
Findings Grade - P - P
All organs and tissues

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 33-1. Histopathological findings of male rats at the end of the dosing period

Group Control (vehicle: corn oif) 12-MD 30 mg'kg 12-MD 100 mg/kg 12-MD 300 mg/kg

Findings Grade - & + 2+ 3+ P NE - £ 4+ 2+ 3+ P NE - % + 2+ 3+ P NE - %+ + 2+ 3+ P NE
Brain

Cellular infiltration, mononuclear cell, peri lar 41000 2 000000 12 00000 12 500 00 2
Spinal cord 5 2 0 12 0 12 5 2
Pituitary gland

Cellular infiltration, lymphocyte, focal 50000 2 50000 7 50000 7 4 1 0 0 2

Vacuolation, cytoplasmic, basophilic cell 50000 2 50000 7 50 0 00 7 4 c 0 0 2
Submandibular gland 5 2 0 12 0 12 5 2
Sublingual gland 5 2 ] 12 0 12 5 2
Lymph node, submandibular 5 2 0 12 0 12 5 2
Thyroid gland

Ectopic thymic tissue 4 1 2 5 o 7 5 o 7 5 o 2

Ultimobranchial body 4 1 2 4 1 7 4 1 7 4 1 2
Parathyroid gland 5 2 0 12 0 12 5 2
Thymus 5 2 0 12 0 12 5 2
Heart

Cellular infiltration, mononuclear cell

ventricle, right, subepicardial, focal 41 00 0 2 0 0 0 0 O 12 ¢ 00 0O 12 $ 000 OC 2

Degeneration, myocardial, focal 41 0 0 0 2 0 0 0 0 O 12 000 0O 12 50 000 2
Trachea 5 2 0 12 0 12 5 2
Lung

Accumulation, foam cell, alveolus 4 1 0 0 0 2 00 0 0 0 12 0O 0 0 0 0 12 2 21 0 0 2

Microgranuloma 4 1 0 0 0 2 00 0 0 0 12 00 0 0 0 12 50000 2

Mincralization, artcrial wall 50 0 0 0 2 00 0 0 0 12 0 0 0 00 12 4 1 0 0 O 2
Bronchus 5 2 0 12 0 12 5 2

Notes) - : No abnormal changes +: Very shight + : Slight 2+: Modcrate 3+ Marked
P :Non-graded change NE: Not examined

Numecrals represent the number of animals.

*P<0.05, **P<0.01 : Significantly diffcrent from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's cxact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 33-1(continued). Histopathological findings of male rats at the end of the dosing period

RERE & R-12-012

Group Control (vehicle: corn oif) 12-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg

Findings Grade - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE - = + 2+ 3+ P NE
Liver

Fatty change, hepatocyte, periportal 1 2 2 00 2 0 3 2 00 7 1 2 3 00 6 4 3 0 0 0

Ground glass appearance, hepatocyte, centrilobular 5 0 0 00 2 500 00 7 50100 6 33100

Hypertrophy, hepatocyte, centrilobular 50000 2 50000 7 1 41 00 6 %# 0 1 3 3 0 i

Microgranuloma 4 1 0 0 0 2 1 22 00 7 0 3 3 00 6 *# 2 5000

Vacuolation, cytoplasmic, hepatocyte, centrilobular 500 00 2 31100 7 6 00 0 O 6 6 1. 0 0 0
Pancreas

Cellular infiltration, lymphocyte, interstitial 50 000 2 00 0 00 12 0 0 0 0O 12 320 00 2

Hemorrhage, focal 50000 2 00000 12 00 0 00 12 4 1 0 00 2
Stomach 5 2 0 12 0 12 5 2
Duodenum 5 2 0 12 0 12 5 2
Jejunum 5 2 0 12 0 12 5 2
Ileun 5 2 0 12 0 12 5 2
Cecum 5 2 0 12 0 12 5 : 2
Colon 5 2 0 12 0 12 5 2
Rectum 5 2 0 12 0 12 5 2
Lymph node, mesenteric 5 ©2 0 12 0 12 5 2
Spleen

Deposit, pigment, brown 03 2 00 2 0 0 0 0 O 12 0 0 12 ¢ 3 2 0 0 2

Hematopoiesis, extramedullary 0 3 0 2 0 2 00 0 0 0 12 0 0 12 02 2 1 0 2

Notes) - :No abnormal changes +: Very slight +: Slight 2+ Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 33-1(continued). Histopathological findings of male rats at the end of the dosing period

Group Control (vehick: corn oil) 12-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg

Findings Grade - £ + 2+3+ PNE - * + 2+ 3+ P NE -+ + 2+ 3+ P NE - £ 4 2+ 3+ P NE
Kidney

Basophilic tubule, cortex 32000 2 05000 7 05000 7 061 00 #

Cast, hyaln 500 00 2 32000 7 50000 7 70000

Cellular infiltration, lymphocyte, interstitial 23000 2 23 000 7 23000 7 4 3000

Hyaline droplet, proximal tubule 50000 2 41 0 00 7 023 00 7 # 0 0 3 4 0 bt

Mineralization, medulla 4 1000 2 50000 7 50000 7 52000
Urinary bladder 5 2 0 12 0 12 5 2
Adrenal ghind

Hypertrophy, zona glomerulosa 50000 2 50000 7 50000 7 32000 2

Increasc, lipid content, zona fasciculata 32000 2 23000 7 23 000 7 122 00 2
Testis

Atrophy, seminiferous tubule, bilateral 500 00 2 0 0 0 00 12 00 2 00 0# 50000 2
Epididymis

Cellular infiltration, lymphocyte, interstitial 41 0 00 2 0 000 0 12 0090 0O 12 50000 2

Granuloma, spermatic, caudal, unilateral 4 1 2 0 0 12 0 0 12 5 0 2
Prostate

Cellular infiltration, lymphocytc, interstitial 2111090 2 000 00 12 0 00 00O 12 41000 2
Seminal vesicle 5 2 0 12 0 12 5 2
Coagulating gland 5 2 0 12 0 12 5 2
Eycball 5 2 0 12 0 12 5 2
Harderian gland

Cellular infiltration, lymphocyte, interstitial 500 00 2 00 0 0 O 12 0 0 00O 12 4 1 0 00 2
Sciatic nerve S 2 0 12 0 12 5 2
Skeletal muscle 5 2 0 12 0 12 5 2
Femur 5 2 0 12 0 12 5 2
Marrow, femur 5 2 0 12 0 12 5 2

Notcs) - : No abnormal changes +: Very slight + : Slight 2+ Moderate 3+ Marked
P : Non-graded change NE: Not cxamined

Numerals represent the number of animals.

Not significantly diffcrent from control.

*P<0.05, **P<0.01 : Significantly diffcrent from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly diffcrent from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 33-2. Histopathological findings of male rats at the end of the recovery period

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg

Findings Grade - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Brain 0 5 0 5
Spinal cord 0 5 0 5
Pituitary gland 5 5
Submandibular gland 0 5 0 5
Sublingual gland 0 5 0 5
Lymph node, submandibular 0 5 0 5
Thyroid gland

Ultimobranchial body 4 1 3 2
Parathyroid gland 0 5 0 5
Thymus 0 5 0 5
Heart 0 5 0 5
Trachea 0 5 0 5
Lung 0 5 0 5
Bronchus 0 5 0 5

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked

_P : Non-graded change NE: Not examine : L. i . .. . .
C(Nnbm (i\l rep%at (i(')se and re rodulctlvefdevelopmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats
umerals rep: esent the number of*animals

Not significantly different from control.
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Table 33-2(continued). Histopathological findings of male rats at the end of the recovery period

Group
Findings Grade

Control (vehicle: corn oil)

1,2-MD 300 mg/kg

+ + 2+ 3+ P NE

+ + 2+ 3+ P NE

Liver
Fatty change, hepatocyte, periportal
Hypertrophy, hepatocyte, centrilobular
Microgranuloma
Vacuolation, cytoplasmic, hepatocyte, centrilobular

Pancreas

Stomach

Duodenum

Jejunum

Ileum

Cecum

Colon

Rectum

Lymph node, mesenteric

Spleen

A b v O
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- —_ o wn
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o O o o

>~ b~ O

(= Y]

- o O O

S O O O
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Notes) - :No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 33-2(continued). Histopathological findings of male rats at the end of the recovery period

Group Control (vehicle: corn oif) 1,2-MD 300 mg/kg

Findings Grade - %+ 4+ 2+ 3+ P NE - + + 2+ 3+ P NE
Kidney

Basophilic tubule, cortex 1 4 0 00 13100

Cast, hyalin 32000 320 00

Cellular infiltration, lymphocyte, interstitial 320 00 32000

Mineralization, cortex/medulla 4 1 0 0 0 4 1 0 0 0
Urinary bladder 0 5 0 5
Adrenal gland

Increase, lipid content, zona fasciculata 32 0 0 0 32 0 00
Testis 0 5 0 5
Epididymis 0 5 0 5 .
Prostate 0 5 0 5
Seminal vesicle 0 5 0 5
Coagulating gland 0 5 0 5
Eyeball 0 5 0 5
Harderian gland 0 5 0 5
Sciatic nerve 0 5 0 5
Skeletal muscle 0 5 0 5
Femur 0 5 0 5
Marrow, femur 0 5 0 5

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly diffcrent from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 34-1. Histopathological findings of female rats at the end of the dosing period

R R-12-012

Group Control (vehicle: com oil) 1,2-MD 30 mg/kg 12-MD 100 mg/kg 1,2-MD 300 mg/kg

Findings Grade - % + 2+ 3+ P NE - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE - 4+ + 2+ 3+ P NE
Brain 5 6 0 11 0 8 1
Spinal cord 5 6 0 11 0 8 1
Pituitary gland

Remnant, Rathoke's pouch 5 0 6 4 1 6 5 3 1 0
Submandibular gland 5 6 0 11 0 8 1
Sublingual gland 5 6 0 11 0 8 1
Lymph node, submandibular 5 6 0 11 0 8 1
Thyroid gland

Ultimobranchial body 3 2 6 3 2 6 4 3 0 1
Parathyroid gland 5 6 0 11 0 8 1
Thymus

Atrophy 02 2 20 5 00 000 11 00 0 00 8 100 00
Heart 5 6 0 11 0 8 1
Trachea 5 6 0 11 0 8 1
Lung

Accumulation, foam cell, alveolus 4 1 0 0 0 6 0 0 0 11 0 0 0 0 0 8 1 0 0 0 O

Mineralization, arterial wall 4 1 0 0 6 0 0 0 11 0 0 0 8 1 0
Bronchus 5 6 0 11 0 8 1

Notes) - :No abnormal changes +: Very slight + : Slight 2+ Moderate 3+: Marked

P : Non-graded change NE: Not examined

Numerals represent the number of animals.

*#P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).

100



HERE 5 R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 34-1(continued). Histopathological findings of female rats at the end of the dosing period

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Findings Grade - + + 2+ 3+ P NE - + + 2+ 3+ P NE -+ 4+ 2+ 3+ P NE - %+ + 2+3+ P NE
Liver
Erythrophagocytosis, Kupffer cell 500 00 6 50000 6 4 1 0 0 0 3 10 0 00
Fatty change, hepatocyte, periportal 32000 6 23 0 00 6 23 000 3 10000
Ground glass appearance, hepatocyte, centrilobular 50 000 6 500 00 6 32000 3 01000
Hematopoiesis, extramedullary 32000 6 500 00 6 500 00 3 1 00 00
Hypertrophy, hepatocyte, centrilobular 50 000 6 500 00 6 11300 3 # 001 00
Microgranuloma 23 000 6 23 0 00 6 23 000 3 01000
Proliferation, Kupffer cell 500 00 6 23000 6 4 1 0 0 0 3 1 00 0 O
Pancreas
Cellular infiltration, lymphocyte, interstitial 41 000 6 000 00 11 00000 8 1 0 000
Stomach 5 6 0 11 0 8 1
Duodenum 5 6 0 n 0 8 1
Jejunum 5 6 0 11 0 8 1
Tleum 5 6 0 11 0 8 1
Cecum S 6 0 11 0 8 1
Colon 5 6 0 11 0 8 1
Rectum 5 6 0 11 0 8 1
Lymph node, mesenteric 5 6 0 11 0 8 1
Spleen
Dcposit, pigment, brown 0 3 2 0 0 5 00 0 0 0 11 00 0 8 00 1 00
Hematopoiesis, extramedullary 00 0 5 0 5 0 0 0 11 0 0 0 0 0 8 0 0 1 0 0

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

*P<0.05, **P<0.01 : Significantly differcnt from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 34-1(continued). Histopathological findings of female rats at the end of the dosing period

Group Control (vehicle: corn oil) 12-MD 30 mg/kg 12-MD 100 mg/kg 1,2-MD 300 mg/kg

Findings Grade - + + 2+ 3+ P NE - & + 2+ 3+ P NE - + + 2+ 3+ P NE - + + 2+ 3+ P NE
Kidney

Basophilic tubule, cortex 32000 6 000 00 11 00 0 0 0 8 1 0 000

Cast, hyalin 41 00 0 6 000 00O 1 00000 8 10 000

Cellular infiltration, lymphocyte, interstitial 4 1 0 0 0 6 000 0@OC n 00000 8 01000
Urinary bladder 5 6 0 11 0 8 1
Adrenal gland

Dilatation, sinus, focal 50 000 6 41000 6 5 0000 3 1 0 000

Hypertrophy, zona glomerulosa 1 3100 6 500 00 6 5 00 00 3 01 0 0O

Increase, lipid content, zona fasciculata 50 000 6 500 00 6 5 0 0 0 0 3 01 00O
Ovary

Increase, lipid content, lutein cell 50 0 00 6 50000 6 4 1 0 0 0 3 01000
Uterus 5 6 5 6 5 3 1
Vagina

Mucification, epithelium 500 00 6 500 00 6 4 1 00 0 3 1 0 000
Eyeball 5 6 0 11 0 8 1
Harderian gland

Cellular infiltration, lymphocyte, interstitial 41 000 6 000 00O 1n 00 0 00 8 1.0 000
Sciatic nerve 5 6 0 1 4} 8 1
Skeletal muscle

Degeneration, muscle fiber, myogenic 41 0 0 0 6 00 0 00 11 00 00O 8 10 0 00
Femur 5 6 0 11 0 8 1

Marrow, femur
Increase, hematopoiesis 01 4 0 0 6 00 0 0 0 1 0 0 0 0 0 8 01 0 0 0
Notes) -:Noabnormalchanges +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

Not significantly different from control

*P<0.05, **P<(.01 : Significantly different from control (Mann-Whitney U test).
#P<0.05, ##P<0.01 : Significantly diffcrent from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 34-2. Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: com oil) 1,2-MD 300 mg/kg

Findings Grade - = + 2+ 3+ P NE - . + 2+ 3+ P NE
Brain 5 5
Spinal cord 5 5
Pituitary gland 5 5
Submandibular gland 5 5
Sublingual gland 5 5
Lymph node, submandibular v 5 : 5
Thyroid gland

Cellular infiltration, lymphocyte, interstitial 500 00 4 01 00

Ultimobranchial body 4 1 5 0
Parathyroid gland

Vacuolation, cytoplasmic 21000 2 4 1 0 00
Thymus

Atrophy 212 00 13100
Heart 5 5
Trachea 5 5
Lung

Accumulation, foam cell, alveolus 50 0 0 0 4 1 0 0 O
Bronchus 5 5

Notes) -:No abnormal changes +: Very slight + : Slight 2+: Moderate 3+ Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

*P<0.05, ¥**P<0.01 : Significantly different from control (Mann-Whitney U test).

#P<0.03, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 3’4-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg
Findings Grade - & + 2+ 3+ P NE - £ + 24+ 3+ P NE
Liver
Fatty change, hepatocyte, periportal 05 0 0 0 03 2 00
Ground glass appearance, hepatocyte, centrilobular 5 00 00 041 00 i
Hypertrophy, hepatocyte, centrilobular 5 0 0 0 0 001 40 s
Microgranuloma 23 000 05 0 00
Pancreas 5 5
Stomach 5 5
Duodenum 5 5
Jejunum 5 5
Ileum 5 5
Cecum 5 5
Colon 5 5
Rectum 5 5
Lymph node, mesenteric 5 5
Spleen
Deposit, pigment, brown i 00 2 3 0 00 2 30
Hematopoiesis, extramedullary 0 3 1 1 0 01 4 0

Notes) - :No abnormal changes +: Very slight + : Slight 2+ Moderate 3+: Marked
P : Non-graded change NE: Not examined

Numerals represent the number of animals.

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 34-2(continued). Histopathological findings of female rats at the end of the dosing period, satellite group

Group Control (vehicle: corn of) 1,2-MD 300 mgkg
Findings Grade - £ + 2+ 3+ P NE - £ + 23 P NE
Kidney
Basophilic tubule, cortex 32000 22100
Cast, hyalin 4 1 0 00 32000
Cellular infiltration, lymphocyte, interstitial 4 1 000 32000
Cyst, cortex 5 0 4 1
Mineralization, cortex S 0000 32000
Urinary bladder - 5 5
Adrenal gland
Hypertrophy, zona glomerulosa 4 1 0 0 0 32000
Increase, lipid content, zona fasciculata 4 1 0 0 0 32 000
Ovary
Cyst, follicular 4 1 0 0 0 41 000
Cyst, luteinized 5 0000 4 0100
Increase, atretic follicle 4 1 00 0 31100
Uterus
Dilatation, cystic, uterin gland 5 0 4 1
Dilatation, lumen 302 00 4 010 0
Vagina
Cellular infiliration, lymphocyte, lamina propria 5 000¢0 41000
Eyeball 5 5
Harderian gland
Cellular infiltration, lymphocyte, interstitial 50000 32000
Sciatic nerve 5 5
Skeletal muscle 5 5
Femur 5 5
Marrow, femur
Increase, hematopoiesis 1 1 3 00 0 3 2 0 0

Notes) -:No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P :Non-graded change NE: Not examined

Numerals represent the number of animals.

*P<0.05, **P<0.01 : Significantly different from control (Mann-Whitney U test).

#P<0.05, ##P<0.01 : Significantly different from control (Fisher's exact test).

105



RERE S R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 34-3. Histopathological findings of female rats at the end of the recovery period

‘ Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg

Findings Grade - £ + 2+ 3+ P NE - = + 2+ 3+ P NE
Brain 0 5 0 5
Spinal cord 0 5 0 5
Pituitary gland 5 5
Submandibular gland 0 5 0 5
Sublingual gland 0 5 0 5
Lymph node, submandibular 0 5 0 5
Thyroid gland

Ectopic thymic tissue 4 1 5 0

Ultimobranchial body 5 0 3 2
Parathyroid gland 0 5 0 5
Thymus 0 5 0 5
Heart 0 5 0 5
Trachea 0 5 0 5
Lung 0 5 0 5
Bronchus 0 5 0 5

Notes) - :No abnormal changes +: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not exammned
Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 34-3(continued). Histopathological findings of female rats at the end of the recovery period

Group Control (vehicle: comn oil) 1,2-MD 300 mg/kg
Findings Grade - + + 2+ 3+ P NE + + 2+ 3+ P NE
Liver
Fatty change, hepatocyte, periportal 05 0 0 0 5 0 0 0
Microgranuloma 05 00 0 5 0 0 O
Necrosis, focal 50 0 00 1 0 0 O
Pancreas 0 5
Stomach 0 5
Duodenum 0 5
Jejunum 0 5
Tleum 0 5
Cecum 0 5
Colon 0 5
Rectum 0 5
Lymph node, mesenteric 0 5
Spleen 0 5

Notes) - :No abnormal changes =+: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 34-3(continued). Histopathological findings of female rats at the end of the recovery period

Group Control (vehicle: corn oil) 1,2-MD 300 mg/kg

Findings Grade - + + 2+ 3+ P NE - £ + 2+ 3+ P NE
Kidney 0 5 0 5
Urinary bladder 0 5 0 5
Adrenal gland 5 5
Ovary 5 5
Uterus

Dilatation, cystic, uterin gland 5 0 4 1

Dilatation, lumen 50 0 0 O 4 01 0O
Vagina 5 5
Eyeball 0 5 0 5
Harderian gland 0 5 0 5
Sciatic nerve 0 5 0 5
Skeletal muscle 0 5 0 5
Femur 0 5 0 5
Marrow, femur 0 5 0 5

Notes) - :No abnormal changes +: Very slight + : Slight - 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.

Not significantly different from control
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 35. Results of observations about estrous cycle

Dose Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg

Number of animals examined 12 12 12 12

Pre-treatment period

Number of animals showing type of cycle

4-day cycle 10 11 8 10
4-5-day cycle 1 1 2 1
5-day cycle 1 0 2 1
Mean length of estrous cycle in days; Mean+S.D. (N) 41 + 03 (12) 40 £ 01 (12) 43 £+ 04 (12) 41 = 03 (12)

Treatment period

Number of animals showing each type of cycle

4-day cycle 1 9 9 1
4-5-day cycle 0 2 2 5
5-day cycle 1 1 1 3
Trregular cycle 0 .0 0 3
Mean length of estrous cycle in days; Mean+S.D. (N) 41 £ 03 (12) 42 £ 03 (12) 42 + 03 (12) 50 + 13 ** (12)
Frequency of animals that show abnormal estrus cycles after the treatment 0 /12 0 /12 0 /12 3 /12
Mean times of vaginal estrus during mating period; Mean+S.D. (N) 1.0 £+ 00 (12) 1.0 £ 00 (12) 1.0 £ 0.0 (12) 12 =+ 04 arn

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 36. Results of observations about reproductive performance

Dose ' Control (vehicle: corn oil)  1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg

Number of mated pairs [A] 12 12 12 12
Number of copulated pairs [B] 12 12 12 11
Copulation index [(B/A)X100,%)] 100.0 100.0 100.0 91.7
Number of fertile males [C] 12 11 10 7
Fertility index [(C/B)>100,%] 100.0 91.7 83.3 63.6 *

Pairing days until copulation
; Mean+S.D.(N) 28 £ 09 (12) 20 = 0.7 (12) 28 + 1.3 (12) 37 + 1.6 (11)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 37. Observation of offspring (F))

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of dams 11 11 10 7
Gestation length (days)

Mean + S.D. per dam 219+ 03 222 + 04 221+ 03 226 = 0.5 *
Number of corpora lutca .

Total 177 177 i61 107

Mean + S.D. per dam 161 £ 1.9 161 £ 1.7 161 = 1.4 153 = 2.1
Number of implantation scars

Total 173 171 154 105

Mcan + S.D. per dam 157+ 1.8 155 £ 1.1 154+ 1.3 150+ 2.0
Implantation index (%) hd 97.8 £ 3.1 969 = 44 959 £ 7.0 982 £ 3.1
Delivery index (dams,%) 100.0 100.0 100.0 100.0

Number of offspring at birth

Total 157 155 150 71

Mean + S.D. per dam 143 = 20 141 £ 1.4 150+ 1.5 1010 £ 5.0
Number of live offspring at birth

Male 80 62 71 26

Female 77 92 66 30

Total 157 154 137 56

Mean = 8.D, per dam 143 = 2.0 140 £ 16 137+ 25 8.0 £ 48 %
Sex ratio

Mecan + S.D. per dam 0.51 = 0.10 0.40 + 0.09 0.51 + 0.14 0.53 +0.23
Number of dead offspring

Total 0 1 13 15

Mean # 8.D. per dam 0.0+ 00 01 £ 03 13 20 2.1 32 %
Delivery index (offspring) 9

Mecan% =+ S.D. per dam 90.7 £ 6.4 909 £ 94 974 + 48 68.8 £ 33.2
Birth index ¥

Mean%  §.D. per dam 90.7 + 6.4 903 + 103 88.7 £ 11.8 552 +£ 340 *
Live birth index ”

Mean% % S.D. per dam 1000 £ 0.0 992 £ 25 914 £ 129 76.0 £ 23.7 **
Number of offspring on day 4

Male 80 59 40 5

Female 75 90 50 4
Sex ratio ¥

Mecan % 8.D. per dam 0.52 + 0.10 0.40 + 0.10 * 0.44 + 0.12 8) 0.56 = [¢3)]
Viability index

Mean% = S.D. per dam 98.6 + 4.6 964 £ 6.6 70.0 £ 37.7 * 9.2 +24.3 **
Number of external abnormalities ™ 0 1 0 0

Mean% * S.D. per dam 0.0+ 0.0 08 £ 27 0.0 £ 0.0 0.0 + 0.0

Significantly different from the control group (*: P<0.05, **: P<0.01).

a): (Number of implantation scars/Number of corpora lutea)»100.

b): (Number of dams with live offspring/number of pregnant dams)»100.

¢): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of implantation scars)»100.

€): (Number of live offspring at birth/number of implantation scars)»100.

f): (Number of live offspring at birth/number of offspring at birth)*100.

g): Number of live offspring 4 days after birth/number of live offspring at birth)x100.
h): Number of external abnormalities in live offspring at birth.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 38. Body weights of offspring (F,) before weaning

Group Control (vehicle: corn oil) 1,2-MD 30 mg/kg 1,2-MD 100 mg/kg 1,2-MD 300 mg/kg
Number of dams 11 11 10 7
Male
Days after birth
0 6.7 £ 04 64 += 0.6 54 £ 0.3 ** 477 £ 0.4 **
4 10.9 + 0.9 105 + 1.6 9.6 £ 09 - (8) 77 * (1)
Number of dams 11 11 10 6
Female
Days after birth
0 63 = 03 6.0 = 0.6 54 + 0.5 ** 44 + 0.5 ** 6)
4 10.3 + 0.7 99 + 14 94 + 1.0 (8) 62 * (1)

Each value shows mean £ S.D. per dam. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 39. General conditions in offspring (F;) before weaning

Group Number of offspring Days after birth
and general conditions 0O 1 2 3 4
Control (vehicle: corn 0il) Number of offspring 157 157 157 157 155
General appearance, No abnormality 157 157 157 155 155
Abnormal findings of offspring, Lack of nursing
Skin, Cyanosis
Abnormal findings of offspring, Short tail
General appearance, Death 2
1,2-MD 30 mg/kg Number of offspring 154 154 151 150 150
General appearance, No abnormality 153 151 150 150 149
Abnormal findings of offspring, Lack of nursing
Skin, Cyanosis
Abnormal findings of offspring, Short tail 1
General appearance, Death 3 1 1
1,2-MD 100 mg/kg Number of offspring 137 137 122 107 98
General appearance, No abnormality 137 122 107 98 90
Abnormal findings of offspring, Lack of nursing
Skin, Cyanosis
Abnormal findings of offspring, Short tail
General appearance, Death 15 15 9 8
1,2-MD 300 mg/kg Number of offspring 56 56 9 9 9
General appearance, No abnormality 4 9 9 9 9
Abnormal findings of offspring, Lack of nursing 42
Skin, Cyanosis 4
Abnormal findings of offspring, Short tail
General appearance, Death 47

113

SHEAE B R-12-012



RERE S R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Table 40. Morphological observations of offspring (F;)

Group Control (vehicle: com oil) 1,2-MD 30 mg/kg  1,2-MD 100 mg/kg  1,2-MD 300 mg/kg
Dead pups
Number of dead pups 2 6 60 61
Number of missing pups 2 2 24 14
Number of dead pups examined 0 4 (2 36 (16) 50 (37)
Number of dead pups with external changes 0 0 0 0
Number of dead pups with visceral changes 0 0 0 0
Live pups
Number of live pups examined (postnatal day 0) 157 154 137 56
Number of live pups with external changes 0 1 0 0

Types and number

Short tail 0 1 0 0
Number of live pups examined (postnatal day 4) 155 149 90 9
Number of live pups with external changes 0 0 0 0
Number of live pups with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01)
? including missing pups
® parenthesis indicates number of dead pups with rotten internal organ
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 1-1-1. General conditions of male rats

Control (vehicle: corn oil)
Male No. Days of administration
1 2 3 4 5 6 7 8 9 0 11 12 13 14 15 16 17 18 15 20 21 22 23 24 25
Pre_Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post
MO1001 - - - - - - - - .-/ W Y W W kW W - -—wWwww-wWwW YT
M01002 - - - - - - - - - - - - - - - - - - .- - - - - - - - - - - - - - - - -
M01003 L e e e e e o e e e e e e e e e o e e e e e e e e e e e e e e e
M01004 L e T T R S T
MO0100s T T T I T e A T T B RS
MO01006 e T
M01007 e e e el e e e e e e e e e e e e e e e e e e e e e e
M01008 L e e e e e a e e e e e e e e e e e e e e e e e e e e e e e e
MO1009 L T T T R TR S S S
MO1010 B T T S T T T T ST
MO1011 e
MO1012 B T T T
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a 06 0 6 0o 0 6 0O 0O 0 O ©0 O o0 0o o 0 o 0o 0o O 0O O o 0 6 o ¢ 0 0 0 o 0 ¢ ©o 6 ¢ 0O 0 ©6 o0 o0 O 0 o0 0 0 0 0 0 ¢
Pre: Before administration, Post: after administration. {Continued)
-: General appearance, No abnormality.
a: Fur, Hair, Coat, Pilocrection.

Control (vehicle: corn oil)
Male No. - Days of admini ion
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre
M01001 © e e s e e e e e e e = e == e e e e e e e e e e e e e e e e e e e e
M01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01004 P T
M01005 - - - - - - - - - - - - - - - - - - - - - - - - - . - - - -
MO01006 - - - - - - - . - - - - - - - - - - - - - - - - . N - - - -
MO01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M01008 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M01009 e
M01010 e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e,
MO01011 - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - . - -
MO01012 - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - -
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 7
a o0 0 0 0 0 O 0 0 0 0O O O 0 0 0 O O O O O O O O O 0O 0 O O 0O O 0O O O O O
Pre: Before administration, Post; after admini
-: General appearance, No abnormality.
a: Fur, Hair, Coat, Piloerection,

ation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 1-1-2. General conditions of male rats

1,2-MD 30 mg/kg
Male No. Days of admini
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prec Post Pre Post Pre Post Pre Post Pre Post Pre Post
M02013 D S
M02014 S e e oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
MO02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . -
M02017 e
M02018 T
M02019 e e e e e e oo e e e e e e e e o e e e e e e e e e e e e e e e e e e
M02020 e e
M02021 e
M02022 e
M02023 e e e e e e e oo e e e e e e e e e e e e e e e e e e e e e e e e e e
M02024 - - - - - - - - - A
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a 0 0 0o 0 ¢ O 0O O O o 0O O O 0 0 0O o O O O 0O 0O O O O 0O O O o0 ¢ 0 0 O 0O 0 0 ©0 O 0O O O O O O 0 0 O 0 O O
Pre: Before administration, Post: after administration. (Contimued)
-: General appearance, No abnormality.
a: Fur, Hair, Coat, Pilocrection,

1,2-MD 30 mg/kg
Male No. Days of admini:
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre
M02013 B e e
Mo02014 L T T T NS S
M02015 L T T R T
M02016 T T T R T
M02017 T S T T S PR S
M02018 L T S e T S S T P S
MO02019 S e oo e e e e e e e e e e e e e e e e e e e e e e e e e
MO02020 P
MO02021 S e e oo e e e e e e e e e e e e e e e e e e e e e e e e
M02022 L T T RS S R
M02023 B T T T S
M02024 R S S A S
Numberofmales 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a 0 0 0o 0 0 0o 0 0 0 O 0 O 0O 0o ¢ 0 0 o o 0O O 0O O 0o 0 0O O 0 0 0 0 0 0 0 0
Pre: Before admini Post: after administrati
- General appearance, No abnormality.
a: Fur, Hair, Coat, Piloerection.
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AEREH R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 1-1-3. General conditions of male rats

1,2-MD 100 mg/kg
Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Prc Post
M03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03026 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03027 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - .
M03028 - - - - - . - - - - - - - - - - - - - - - - - - - - - .. - - - - - - - - - - - - - - - -
M03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03030 L T T e T S N R
M03031 L T T e T T S S R S S S S T N S
M03032 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03033 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - -
M03034 - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - -
M03035 - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - -
M03036 - - - - - - - - - - -
Numberofmales 12 12 12 712 12 12 12 12 12 12 12 12 12 12 12 {12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 .12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a o ¢ ¢ ¢ 0 0 0 0o 0 0o O O O 0 o0 O O O O 0 0 0o O O O O O ¢ 0o o0 O O 0 © ©Oo O O ©0 0 o0 O O O 0 o0 O 0O 0 0 0
Pre: Before administration, Post: after administration. (Continued)
-: General appearance, No abnormality.
a: Fur, Hair, Coat, Piloerection.

1,2-MD 100 mg/kg
Male No. Days of admini:
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Prc Post Pre Post Pre
M03025 B e L T S T R
M03026 L T T T I T
M03027 e T T B T
M03028 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M03029 C e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M03030 C e e e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e
M03031 e
M03032 L T T T S R S T
M03033 L T e T T R S TR T T T S
M03034 L T S T T R ST T T S
M03035 T S T e R T T
M03036 S - = - = = = = = = = = = = = = < = = = = = - = = = = s - s = = - - =
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a 9 0 0 0 0 0O 0 O 60 O O 0O 0 0 O 0 O 0 0O 0O O 0O 0 O 0 O O ©0 0 0 0 0 0 O0 O
Pre: Before admini Post: afier
-: General appearance, No abnormality.
a: Fur, Hair, Coat, Piloerection.

dministration.
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HREBREZZ R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 1-1-4. General conditions of male rats

1,2-MD 300 mg/kg

Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre_Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

M04037 e
M04038 I T S T T S T T T TS S S S
M04039 L e T R T e S
M04040 B T T T T R S S e T
M04041 L T R e T e S S
M04042 L T T T S T T T SR A S
M04043 L T T N L S
M04044 T e T e
M04045 S e T T
M04046 T e e S S T S e T}
M04047 S S T S S
M04048 - - == - - - - e e e e == -

Number of males 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 11
a 0 0 0 o 0 0o 0 O O O O O O 0 0 0 0 O O 0 0O 0 0 o O 0 O O0 o0 o0 O O 0 O 06 0 O 0 0 0 0 0 0 0 0 0 0 0 1 1

Pre: Before administration, Post: after ation (Continued)

-t General appearance, No abnormality.

a: Fur, Hair, Coat, Piloerection.

1,2-MD 300 mg/kg
Male No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
M04037 B
M04038 R T
M04039 L S S NS
M04040 L e T S S
M04041 L R
M04042 T T T T S
M04043 S e e e e e e oo e e e e e e o e e e e e e e e e e e e e e
M04044 S e e oo e e e o e L e e e e e e e e e e e e e e e e e e e
M04045 L T TR
M04046 I e T T S
M04047 L e T S S
M04048 T T T T T T T T T T T T T
Numberofmales 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
- 1111 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 92 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7
a ] 1 0 0o o o o 0 0 60 0 O O 0 O 0O O O O O 0O O 0 O O O 0O 0 0 0 O O 0 0 ©
Pre: Before administration, Post: after administrati
-: General appearance, No abnormality.
a: Fur, Hair, Coat, Piloerection.
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REREF R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats
Appendix 1-2-1. General conditions of male rats at the recovery period

Control (vehicle: corn oil)
Male No. Days of recovery period
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
M01008 - - - - - - - - - - - - - - R
' M01009 .. oL
MO01010 - - - - - - - - - - - - - - R
MO1011 - - - - - - - - - - - - - - -
MO01012 - - - - - - - - - - - - - - R
Number of males
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

(9}
(%}
[}
W
(%))
W
W
W
W
w
(9]
W
W
(%}
(9}

-: General appearance, No abnormality.
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RBREF R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 1-2-2. General conditions of male rats at the recovery period

1,2-MD 300 mg/kg
Male No. Days of recovery period
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
M04044 - - - - - - - - - - - - - - -
M04045 - - - - - - - - - - - - - - -
M04046 - - - - - - - - - - - - - - -
M04047 - - - - - - - - - - - - - - -
M04048 - - - - - - - - - - - - - - -
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.
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HERE S R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 2-1-1. General conditions of female rats

‘Control (vehicle: com oil)
Female No. Days of
1 2 3 4 5 6 7 8 9 10 11 12
Pre Post Pre Post Pre Post
F01001 - - - - - -
F01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
FO1007 e,
F01008 .
F01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Fololo - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12
- 12 12 12 12 12 12
a 0 0 0 0 0 ] 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] ] 0 0 0 ] ¢ 0
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 [ [ 0 0 0
Pre: Before admini; ion, Post: after administrati (Continued)
-: General appearance, No abnormality.
a: Excretion, Decrease in amount of feces.
b: Posture, Body position, Prone position.

13 14 15 16 17 18 19 20 21 22 23 24 25
Pre _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

oo woe
R R
S o ww
oo ww
cooe
oo oo
cceoe
ccece
cococo
oo oo
EREX
cococeo
cecee
cooo
cooo
oo oo

° o o

oo o
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HEREZ R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 2-1-2. General conditions of female rats

1,2-MD 30 mg/kg

Female No.

Days of

3

]

5

9

10

12

13

14

15 16 17 18 19 20 21 22 23 24 25

Pre _Post

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F02013 - - - -
F02014 - . - -
F02015 - - . -
F02016 - - - -
F02017 - - . .
F02018 - - - -
F02019 - - - -
F02020 - - - -
F02021 - - - -
F02022 - . - -
F02023 - . - -
F02024

2
Pre Post Pre Post Pre Post Pre Post

6 7 8
Pre Post Prc Post Pre Post Pre Post Pre Post

Pre Post Pre Post Prc Post Pre Post

Number of females 12 12 12 2
- 12 12 12 12
a 0 0 0 0
b 0 0 0 0

0

0

0

[

0

0

o
=3
=3
S o v o
O O w oW
o o w W
o oo o
o oo o
o oo v
© oo o
o oo o
o oo ol
o oo o
© oo o
° oo o
o oo o
o oo ol
o oo o
o oo o
o oo o
ooo
oo o

0 0

Pre: Before Post: after

-: General appearance, No abnormality.
a: Excretion, Decrease in amount of feces.
b: Posture, Body position, Prone position.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 2-1-3. General conditions of female rats

1,2-MD 100 mg/kg

RERE S R-12-012

Female No.

Days of

1 2

3 4 5 6 7

13

24 25

Pre Post Pre Post

Pre Post Pre Post Pre Post

Pre Post Pre Post Pre Post

Pre _Post

Pre Post

Pre Post Pre Post

Pre Post

Pre Post Pre Post

Pre Post Pre Post Pre Post

Pre Post

Pre_ Post

Pre Post Pre Post Pre Post

Pre Post Pre Post

F03025 - - - -
F03026 - - - -
F03027 - - - -
F03028 - - - -
F0302% - - - -
F03030 - - - -
F03031 - - - -
F03032 - - - -
F03033 - - - -
F03034 - - -
F03035 - - - -
F03036 - - - -

Number of females 12 12 12 12
- 12 12 12 12

b 0 0 0 0

[ [ 0 0 0 0 0 0 0 0

0

0

0

0

0

<

0 [

0

0

© oo of

© o o o

o © oo ool

o e wwl

oo wwl

PR N

PRSI I

ccoc

cccoce

oo oo

oo oo

csocoe

cooo

cococo

cocoe

c oo

o oo o
o o o
o o o

0 0

Pre; Before Post: after

eneral appearance, No abnomality.
a: Excretion, Decrease in amount of feces.
b: Posture, Body position, Prone position.
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ABRE S R-12-012

Combined repeat dose and reproductive/developmental-toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 2-1-4. General conditions of female rats

1,2-MD 300 mg/kg
Female No. Days of
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Prc Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04037 - - - - - - - - - - B B
F04038 e T
F04039 T T T
F04040 T
F04041 s e e e e e e e e e e e e e e e e e e e e e e e e e e
F04042 S e e e e e e e e e e e e e e e e e e e e e e e e e e e e
F04043 e e
F04044 T
F04045 - - - - - - - - - - - - a a a a a a a ab - - - - - - - - - - - - - -
F04046 P S
F04048 T T T T S
Number of females 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 [l
- 12 12 2 12 12 12 12 12 1z 12 12 2 o111 oAroaro1mo1moo12 12 2 1 1
a [ 0 0 0 0 [ 0 0 0 0 0 0 i 1 1 1 1 I 1 1 0 0 0 0 0 0 0 0 0 0 0 0 o 0 0 0
b 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before admini: ion, Post: after inistrati (Continued)
-t General appearance, No abnormality.
a: Excretion, Decrease in amount of feces.
b: Posture, Body position, Prone position.

RSN
oo
oo s B
X WY
o © N
ER-NNES
RN
oo N
oo -
o O = =
oo = —
oo -
oo - -l
o O -

1,2-MD 300 mgkg
Female No. Days of
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 50
Pre _Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04046 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 [l 1 1 1 1 1 1 1 1 i 1 1 1 1 1 1 1 1 1 [l 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
- i 1 ] 1 1 1 1 1 1 1 1 1 1 1 1 [} 1 1 I 1 1 1 1 1 1 1 1 1 1 L 1 1 1 1 1 ] 1 1 1 1 i 1 1 1 1 i i 1 1 1
Pre: Before inistration, Post: after inistrati (Continued)
- Gencral appearance, No abnormality.

1,2-MD 300 mg/kg
Female No. Days ol administration
1 52 53
Prec_Post Pre Post Pre
F04046 - - - - -
Number of females 1 1 1 1 1
- 1 1 1 1 1
Pre: Before inistration, Post: after i
-: General appearance, No abnormality.
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REAEZ R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats
Appendix 2-2-1. General conditions of female rats, satellite group

Control (vehicle: com oil)
Female No, Days of
i 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 i7 18 19 20 21 22 23 24 25
Prc_Post Prc Post Pre Post Prc Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Prc Post Prc Post Pre Post Pre Post Pre Post
F05049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
TF05051 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05052 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
05057 - - - - -
F05058 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 10
- 10 10 10 10 10
a ] 0 0 0 0
b ] 0 0 0 0
3 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after inistrati (Continucd)
-: General appearance, No abnormality.
a: Fur, Hair, Coat, Soiled fur.
b: Anorectal region, Soiled perineal region.
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o
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co e
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=
=1
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oo
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=]
=
oo o
=3
coo
cc o
=
=
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Control (vehicle: corn oil)
Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre_Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F05049 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05050 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05051 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05052 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05053 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05054 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05055 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05056 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05057 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
___ F05058 - -
Number of females 10 10 10 10 10 10 10 10 0 10 {10 10 10 0 10 10 10 10 0 0 10 0 10 10 10 0 10 10 10 10 0 10 10 10 5
- 10 10 10 10 10 10 10 10 40 10 10 t0 10 10 1o 10 10 10 10 10 !0 10 10 10 10 10 30 10 10 10 10 10 10 10 5
Pre: Before administration, Post: after administrati
-: General appearance, No abnormality.
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HEREZE S R-12-012

Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 2-2-2. General conditions of female rats, satellite group

1,2-MD 300 mg/kg
Femnale No. Days of
1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Prc Post Prc Post Pre Post Prc Post Prc Post Prc Post Prc Post Prc Post Prc Post Prc Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Prc Post Pre Post Pre Post Pre Post Pre Post Pre Post
F06059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - - -
F06060 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - .
FO6061 - - - - - - - - - - - - - - -
F06062 - - - - - - - - - - - - - - <
F06063 - - - - - - - - - - - - a a b b - - - - - - - - - - - - - - - - - - - - - - - - - - . - - . - . . .
Fo6064 - - - - - - - - - - - - - - -
F06065 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . .
F06066 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - .
F06067
F06068 -
Number of females 10 10 10
i0
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=
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a 0 0 0
b 0 0 0 0 0 0 0 0
0 0 0
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=
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< 0 0
Pre: Before Post: after inistrati {Continued)
-: General appearance, No abnormality. .
a: Fur, Hair, Coat, Soiled fur.
b: Anorectal region, Soiled perineal region.
¢: Excretion, Loose stool.

1,2-MD 300 mg/kg
Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F06059 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06060 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06061 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06062 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06063 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06064 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06065 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06066 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06067 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06068 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 0 10 10 10 100 10 0 106 10 10 10 10 10 10 10 0 0 10 10 10 10 10 10 ¢ 10 10 10 10 10 10 5
- 1010 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 ¢ 10 10 10 10 10 10 5
Pre: Before administration, Post: after i
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 2-3-1. General conditions of female rats at the recovery period

Control (vehicle: corn oil)
Female No. Days of recovery period

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
F0s5054 - - - - - - - - - - - - - - -

F05055 - - - - - - - - - - - - - - -
F05056 - - - - - - - - - - - - - R R
F05057 - - - - - - - - - - . - - - R
F05058 - - - - - - - - - - - . - - R
Number of females
- 5 5 5 5 5 5 5 5 5 5 S5 5 5 5 5

W
(9}
w
w
W
(%]
W
W
(%}
(9}
(9.}

(%}

W

(9}
[}

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 2-3-2. General conditions of female rats at the recovery period

1,2-MD 300 mg/kg
Female No. Days of recovery period

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
F06064 - - - - - - - - - - - - - -

F06065 - - - - - - - - - - - - - R
F06066 - - - - - - - - - - - - - R
F06067 - - - - - - - - - - - - - -
F06068 - - - - - - - - - - - . - R
Number of females

- 5 5 5 5 5 S5 5 5 5 5 5 5 5 5 5

W
W
W
(9,1
w
w
W
(%}
wn
wn
(%}
W
w
W
(%}

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 3-1. General conditions in dams during pregnancy

Control (vehicle: corn oil)
Female No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F01001 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01010 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Fo01011 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01012 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 3-1(continued). General conditions in dams during pregnancy

Control (vehicle: corn oil)
Female No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 - - - - - - - - - - - - - - - -
F01002 - - - - - - - - - - - - - - - -
F01003 - - - - - - - - - - - - - - - -
F01004 - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - - - -
F01006 - - - - - - - - - - - - - - - -
F01007 - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - - - -
F01009 - - - - - - - - - - - - - - - -
F01010 - - - - - - - - - - - - - - - - - -
F01011 - - - - - - - - - - - - - - - - a
F01012 - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 3 0 0 0 0 0 0 0
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: General appearance, Death.

[l
S W
oS O
o O
[ R )
o o
o O
o O
o O
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 3-2. General conditions in dams during pregnancy

1,2-MD 30 mg/kg
Female No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
- Pre . Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
-F02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02014 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02016 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02017 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02019 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02020 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02021 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02023 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F02024 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 3-2(continued). General conditions in dams during pregnancy

1,2-MD 30 mg/kg
Female No. ) Days of pregnancy
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F02013 - - - - - - - - - - - - - - - -
F02014 - - - - - - - - - - - - - - - -
F02015 - - - - - - - - - - - - - - - -
F02016 - - - - - - - - - - - - - - - - - -
F02017 - - - - - - - - - - - - - - - - - -
F02018 - - - - - - - - - - - - - - - -
F02019 - - - - - - - - - - - - - - - - - - - - - - - - -
F02020 - - - - - - - - - - - - - - - -
F02021 - - - - - - - - - - - - - - - - - -
F02022 - - - - - - - - - - - - - - - -
F02023 - - - - - - - - - - - - - - - -
F02024 - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: General appearance, Death.

S W
[« XV, 3NV} N
—

—

—

—

—

—

—
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 3-3. General conditions in dams during pregnancy

1,2-MD 100 mg/kg
Female No. Days of pregnancy
0 1 2 3 - 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03025 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03026 - - - - - - - - - - - - - - - - - - - - - - - - . . - -
F03027 - - - - - - - - - - - - - - - - - - - - - - - - - . - -
F03028 - - - - - - - - - - - - - - - - - - - - - - - - - . - -
F03029 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - - - - - - - - - . - -
F03032 - - - - - - - - - - - - - - - - s - - - - - - - - . - -
F03033 - - - - - - - - - - - - - - - - - - - - - - - - - . - -
F03034 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03036 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 -12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Pre: Before administration, Post: after administration. (Continued)
-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 3-3(continued). General conditions in dams during pregnancy

1,2-MD 100 mg/kg
Female No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre. Post Pre Post Pre Post Pre Post Pre Post Pre
F03025 - - - - - - - - - - - - - - - -
F03026 - - - - - - - - - - - - - - - -
F03027 - - - - - - - - - - - - - - - -
F03028 - - - - - - - - - - - - - - - - - -
F03029 - - - - - - - - - - - - - - - -
F03030 - - - - - - - - - - - - - - - - - -
F03031 - - - - - - - - - - - - - - - - - -
F03032 - - - - - - - - - - - - - - - - - - - - - - - - -
F03033 - - - - - - - - - - - - - - - - - -
F03034 - - - - - - - - - - - - - - - -
F03035 - - - - - - - - - - - - - - - -
F03036 - - - - - - - - - - - - - - - -
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: General appearance, Death.

S O N
SO O V|
SN N
O N N
S N N
S N N
S N N
SN N
S N N
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 3-4. General conditions in dams during pregnancy

1,2-MD 300 mg/kg

HERE S R-12-012

Female No.

Days of pregnancy

0

1

2

3

4

5

6

7

8

9

10

11

12

13

Pre Post Pre Post

Pre Post

Pre Post Pre Post

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

Pre Post Pre Post

Pre Post

F04037
F04038
F04039
F04040
F04041
F04042
F04043
F04044
F04045
F04047
F04048

Number of females

11
i1

11
11

11
11

11
11

11
11

11
11

11 11
11 11

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats
Appendix 3-4(continued). General conditions in dams during pregnancy

1,2-MD 300 mg/kg
Female No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23 24 25 26
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F04037 - - - - - - - - - - - - - - - - - - - - - - - - -
F04038 - - - - - - - - - - - - - - - - - - - - - - - - -
F04039 - - - - - - - - - - - - - - - - - -
F04040 - - - - - - - - - - - - - - - - - -
F04041 -7 - - - - - - - - - - - - - - - - -
F04042 - - - - - - - - - - - - - - - - - -
F04043 - - - - - - - - - - - - - - - - - -
F04044 - - - - - - - - - - - - - - - - - -
F04045 - - - - - - - - - - - - - - - - - - - - - - - - -
F04047 - - - - - - - - - - - - - - - - - - - - - - - - -
F04048 - - - - - - - - - - - - - - - - - -
Number of females 11 11 11 11 11 1t 11 11 11 11 11 11 11 11 11 11 11 11 4
- it 11 11 11 11 11 1t 11 1o 11 11 11 11 11 11 11 11 11 4
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 -0 0 0 0
Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: General appearance, Death.

R
B
PN N
RSN
LS N
s~ A
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 4-1. General conditions in dams during lactation

Control (vehicle: corn oil)

Female No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 - - - - - - - - - -
F01002 # # - - - - - - - -
F01003 - - - - - - - - - -
F01004 - - - - - - - - - -
F01005 # # - - - - - - - -
F01006 - - - - - - - - - -
F01007 - - - - - - - - - -
F01008 # # - - - - - - - -
F01009 - - - - - - - - - -
F01010 # # - - - - - - - -
F01012 - - - - - - - - - -
Number of females 7 7 11 11 11 11 11 11 11 11
- 7 7 11 11 11 11 11 11 11 1
a 0 0 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
a: Anorectal region, Soiled perineal region.

b: Anorectal region, Vaginal hemorrhage.

#, Animal was administered to dosing formulation before delivery, and no abnormality was
observed on day 0 of lactation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 4-2. General conditions in dams during lactation

1,2-MD 30 mg/kg

Female No.

Days of lactation

0

1

2

3

4

5

Pre Post

Pre Post Pre Post

Pre Post Pre Post Pre

F02013
F02014
F02015
F02016
F02017
F02018
F02020
F02021
F02022
F02023
F02024

Number of females

a
b

[=JN= N} N

0

O WO O

0

0

0

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Anorectal region, Soiled perineal region.

b: Anorectal region, Vaginal hemorrhage.

#, Animal was administered to dosing formulation before delivery, and no abnormality was
observed on day 0 of lactation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats
Appendix 4-3. General conditions in dams during lactation

1,2-MD 100 mg/kg

Female No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre

F03025 - - - - - - - - - - -

F03026 - - - - - - - - - - -

F03027 - - - - - - - - - - -
F03028 # # - - ab ab - - - Total litter loss

F03029 - - - - - - - - - - -

F03030 # # - - - - - - - - -
F03031 # # - - - - - - - Total litter loss

F03033 - - - - - - - - - - -

F03034 - - - - - - - - - - -

F03035 - - - - - - - - - - -

Number of females 7 7 10 10 10 10 10 0 10 8 8

- 7 7 10 10 9 9 10 10 10 8 8

a 0 0 0 0 1 1 0 0 0 0 0

b 0 0 0 0 1 1 0 0 0 0 0

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.

a: Anorectal region, Soiled perineal region.

b: Anorectal region, Vaginal hemorrhage.

#, Animal was administered to dosing formulation before delivery, and no abnormality was
observed on day 0 of lactation.

139



Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 4-4. General conditions in dams during lactation

1,2-MD 300 mg/kg

Female No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F04039 - - - Total litter loss
F04040 - - - Total litter loss
F04041 # # - Total litter loss
F04042 # # - Total litter loss
F04043 # # - - - - - - - -
F04044 - - - Total litter loss
F04048 - - - - Total litter loss
Number of females 4 4 7. 2 1 1 1 1 1 1 1
- 4 4 7 2 1 1 1 1 1 1 1
a 0 0 0 0 0 0 0 0 0 0 0
b 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.

a: Anorectal region, Soiled perineal region.
b: Anorectal region, Vaginal hemorrhage.

#, Animal was administered to dosing formulation before delivery, and no abnormality was
observed on day 0 of lactation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 5-1. Detailed clinical observations of male rats

Control (vehicle: corn oil)

Open-field observations
Male No. Straub tail Piloerection Abnormal gait Pinna reflex

PreaTSb T15 T24 T30 T36 T42 R7°R14 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 TI5 T24 T30 T36 T42 R7 R14 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4

M01001 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 © 2 2 2 2 2 2 2
M01002 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 2 2 2 2 2 2 2
M01003 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 © 2 2 2 2 2 2 2
M01004 2 2 2 2 2 2 2 2 2 2 2 2 2 2 6 0 0 0 0 0 O 2 2 2 2 2 2 2
M01005 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 2 2 2 2 2 2 2
M01006 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 2 2 2 2 2 2 2
M01007 2 2 2 2 2 2 2 2 02 2 2 2 2 2 0 0 0 0 0 0 O 2 2 2 2 2 2 2
M01008 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 6 0 0 0 0 0 0 0 O 2 2 2 2 2 2 2 2 2
M01009 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 000 O 0O OO0 O O 2 2 2 2 2 2 2 2 2
M01010 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 2 2 2 2 2 2 2 2 2
M01011 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 00 0 0 0 0 0 0 0 2 2 2 2 2 2 2 2 2
M01012 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 2 o000 0 0 0 0 0 0 2 2 2 2 2 2 2 2 2
Total 3:0 3:0 3:0 3:0 3:0 3:03:03:03:0 3:03:03:03:0303:0 303030 1:01:01:01:01:010:0101:01:0 1:01:001:0151:01:01:0101:01:0
) (12) (12) (12) (12) (12) (12) (12) () &) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) (5) (5) (12) (12) (12) (12) (12) (12) (12) () 5)

2 pre-treatment; b day 8 of treatment; ° day 7 of recovery
Straub tail { 2, not observed; 3, tail elevation]
Piloerection [ 2, not observed; 3, slight]

Abnormal gait [0, not observed; 1, reluctance to walk]
Pinna reflex [ 2, normal; 1, hyporeflexia]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations
made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation),
and c¢) Open-field observations (posture, exploration, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 5-1(continued). Detailed clinical observations of male rats

Corn oil (control)

Open-field observations

Male No. Urination Defecation

Pre ® T8 ° T15 T24 T30 T36 T42 R7° R14 Pre T8 TI15 T24 T30 T36 T42 R7 Rl4

M01001 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M01002 00 0 0 0 0 0 0 2 0 0 0 0 0
M01003 00 0 0 0 0 0 00 0 0 0 0 0
M01004 00 0 0 0 0 0 00 0 0 0 0 O
M01005 00 0 0 0 0 0 0 0 0 0 0 0 0
M01006 0 0 0 1 0 0 0 0 0 0 0 0 0 0
M01007 0 0 0 0 0 0 0 0 0 0 0 0 0 O
M01008 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M01009 00 0 0 0 0 0 0 O 0 0 0 0 0 0 0 0 0
M01010 00 0 1 0 06 0 0 0 0 0 1 1 0 0 0 0 ©
M01011 00 0 0 0 0 0 0 0 6 0 0 0 0 0 0 0 0
M01012 00 0 0 0 0 0 0 0 00 0 0 0 0 0 0 0
Total 00 0 2 0 0 0 0 0 02 1 1 0 0 0 0 ©
0)) (12) (12) (12) (A2) (12) (12) (12) ) ©) (12) (12) (12) (12) (12) (12) (12) (5) 5

2 pre-treatment; b day 8 of treatment; ¢ day 7 of recovery

Urination | frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations
made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation),
and ¢) Open-field observations (posture, exploration, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 5-2. Detailed clinical observations of male rats

1,2-MD 30 mg/kg
Open-field observations

Male No. Straub tail Piloerection Abnormal gait Pinna reflex

PreaT8b T15 T24 T30 T36 T42 Pre T8 TI15 T24 T30 T36 T42 Pre T8 TI15 T24 T30 T36 T42 Pre T8 TI15 T24 T30 T36 T42
M02013 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0o 0 0 0 0 0 O 2 2 2 2 2 2 2
M02014 2 2 2 2 2 2 2 2 2 2 2 2 2 2 6 0 0 0 0 0 O 2 2 2 2 2 2 2
M02015 2 2 2 2 2 2 2 2 2 2 2 2 2 2 6 0 06 0 0 0 O 2 2 2 2 2 2 2
M02016 2 2 2 2 2 2 2 2 2 2 2 2 2 2 6 0o 0 0 0 0 0 2 2 2 2 2 2 2
M02017 2 2 2 2 2 2 2 2 2 2 2 2 2 2 o 0 06 0 0 0 o0 2 2 2 2 2 2 2
MO02018 2 2 2 2 2 2 2 2 2 2 2 2 2 2 o 0 0 0 0 0 o0 2 2 2 2 2 2 2
M02019 2 2 2 2 2 2 2 2 2 2 2 2 2 2 o 0 o0 0 0 0 O 2 2 2 2 2 2 2
M02020 2 2 2 2 2 2 2 2 02 2 2 2 2 2 ¢ 0 0 0 0 0 o 2 2 2 2 2 2 2
M02021 2 2 2 2 2 2 2 2 2 2 2 2 2 2 o 0 0 0 o0 0 O 2 2 2 2 2 2 2
M02022 2 2 2 2 2 2 2 2 2 2 2 2 2 2 o 0 0 0 o0 0 O 2 2 2 2 2 2 2
M02023 2 2 2 2 2 2 2 2 2 2 2 2 2 2 o 0 0 0o o0 0 O 2 2 2 2 2 2 2
M02024 2 2 2 2 2 2 2 2 2 2 2 2 2 2 o 0 0 0 0 0 O 2 2 2 2 2 2 2
Total score 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 1:0 1:0 1: 0 1:0 1: 0 1:0 1:0 1:0 1:0 1:0 1: 0 1:0 1:0 1: 0
™) (12) (12) (12) (12) (12) (12) (12} (12) (12) (12) (12) (12) (12) (12) (12) 12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

2 pre-treatment; b day 8 of treatment

Straub tail [ 2, not observed; 3, tail elevation]
Piloerection [ 2, not observed; 3, slight]

Abnormal gait [0, not observed; 1, reluctance to walk]
Pinna reflex [ 2, normal; 1, hyporeflexia]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations
made while handling (behavior while removing from cage, handiing behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation),
and c) Open-ficld obscrvations (posture, exploration, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 5-2(continued). Detailed clinical observations of male rats

1,2-MD (30 mg/kg)

Open-field observations °

)

Male No. Urination Defecation

Pre® T8 b T15 T24 T30 T36 T42 Pre T8 TI15 T24 T30 T36 T42
M02013 0- 0 0 1 0o 0 o 0O 0 0 o 0 0 O
M02014 0 0 0 1 0o 0 0 o 0 0 0 0 0 O
M02015 0O 0 0 0 O 1 1 o 0 0 0 0 0 O
M02016 0 0 0 1 o 0 0 o 0 0 0 0 0 O
M02017 0o 0 0 1 0 0 0 0o ¢ 0 0 0 0 O
M02018 1 0 1 1 2 1 1 1 0 1 1 0 0 O
M02019 0 1 0 1 0 1 1 o 0 0 0 0 0 O
M02020 6 0 0 0 0 o0 O 0O 0 0 o0 0 0 O
M02021 6 0 0 0O 0 o0 O 0o 0 0 o0 0 0 o
M02022 0O 0 0 O 0 0 O 0o 0 0 0 O 0 o
M02023 0o 0 0 1 0 O 1 o 0 0 o0 0 0 o0
MO02024 0o 0 0 0o 0 0 O© 0O 0 o0 0o O 0 0
Total score T 1 1 7 2 3 4 1 0 1 1 0 0 ©
™) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12) (12)

2 pre-treatment; b day 8 of treatment

Urination [ frequency/30sec ]
Defecation [ frequency/30sec ]

Except the above findings, there werc no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations
made while handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation),
and c) Open-field observations (posturc, exploration, palpebral opening, tremor, convulsion, respiratory rate, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,2-Methylenedioxybenzene by oral administration in rats

Appendix 5-3. Detailed clinical observations of male rats

1,2-MD 100 mg/kg
Open-field observations

Male No. Straub tail Piloerection Abnormal gait Pinna reflex

PreaTSb T15 T24 T30 T36 T42 Pre T8 TI15 T24 T30 T36 T42 Pre T8 TI15 T24 T30 T36 T42 : Pre T8 TI5 T24 T30 T36 T42
MO03025 2 2 2 2 2 2 2 2 2 2 2 2 2 2 ¢ 0 0 0 o0 0 o0 2 2 2 2 2 2 2
M03026 2 2 2 2 2 2 2 2 2 2 2 2 2 2 ¢ 0 0 0O O 0 O 2 2 2 2 2 2 2
M03027 2 2 2 2 2 2 2 2 2 2 2 2 2 2 6o 0 0 0 0 0 O 2 2 2 2 2 2 2
M03028 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0o 0 0 0 0 0 O 2 2 2 2 2 2 2
MO03029 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0o 0 0 0 0 0 o 2 2 2 2 2 2 2
MO03030 2 2 2 2 2 2 2 2 2 2 2 2 2 2 o 0 0 0 0 0 O 2 2 2 2 2 2 2
MO03031 2 2 2 3 2 2 2 2 2 2 2 2 2 2 0O 0 0 0 0 0 O 2 2 2 2 2 2 2
M03032 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0o 0 0 0 0 0 O 2 2 2 2 2 2 2
M03033 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0o 0 0 0 0 0 O 2 2 2 2 2 2 2
M03034 2 2 2 2 2 2 2 2 2 2 2 2 2 2 o 0 0 0 0 0 O 2 2 2 2 2 2 2
M03035 2 2 2 2 2 2 2 2 2 2 2 2 2 2 0o 0 0.0 0 0 O 2 2 2 2 2 2 2
M03036 2 2 2 2 2 2 2 2 2 2 2 2 2 2 6 0 0 0 0 0 0 2 2 2 2 2 2 2
Total score 3:0 3:0 3:0 31 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 1: