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- ULV EBRELTRIESh, BOLRR, LR, PSR, BE. BRR SRV
BNTWN3 3-AFAERBEFRIIOVWT, REROREEN - LAREFHHFERRE,
SD¥% (Crj:CD(SD)) F » h& AV, 0, 30, 100, 3003 L U1000mg/kg/day ABTHEML

oo BT 1 BRMERERIOIT & L. R EIIATELRRAA 14 B AT b IS 44 B . M SRtk

HE3H (41—45AM) FTRELT,

1. RERSEE

HEFIZOVW T, 1000ng/kgB¥ CHRBEBOBKT. MR 2 b CVRROER, fih
OB B E CRIECOTORMBRD bivi, —F, HRIKoWT, FEEREREC
FV T 300mg/ kg A b O TR OZIEMEITED Hiv, 1000mg/ kel TIIIFMO MR I
LU EEOBMABRD bivi,

UEDHERND, 3— AFAVRBBBROT v MB35 ER2RERSES SIS
HEET, MERERICHT2EELRD N, BEERIIMHE T300ug/ke/day, #T
100mg/kg/day & HEE S iz, ‘

2. APEREATM

MEREB DA TERE L OREBMI DORAIZOVWT, BERBO NPT, LB 2T,
MRS D A TERE R L ONR BN DR AR B ERERIT. 1000ng/ke/day & HEE ST,
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LIPS

[}

&
B3-AFNEBEMIT, BRICAEK, BLGR. BIEAL B, BERISERSATY
ék#%%f\m%vvy%@kbfﬁﬁéhéﬂ,it\ﬁﬁﬁwgﬁ\m#vvyw
AERRBREREE LTabh TR, XL idT vy h~OREREIC L0
dLTHEEEERHETDIZEBRESNTNEY, LI L, 3-AFLEZABEROEMEID
Wi, BEREOBESEHEZ OV TOREHERBOLNADN., RERORESEMES IO
PEFAEFMEIZ DV T LA ER TN,

= ORBRIT 0BCDIZ BT B R AE BT IMEOR M AR T 0 /5 A0~ Y LT,
EHE LI b DTHB, |

B &

B-ATFNEEBMEMHET v MNIRBEENRES L, REHMPTICKE., ik K00k
SE. APWEORERESFEELZ D ATERAEEEZRITT 5,

MEHB L UG
1. #EY'E (Appendices 1~4)

3-% FVE B (CAS No. 99-04-7) 13, &F& 136.15, BARI11L 7°C, #%R263°C,
HRBEENC BT, MBI A ERE. KCEBERBVRIBROH HEEARV LKRER
DR TH D, BRI, 5
Lo (my MEF HIEE98.79%) £ AF L. AT (4°C) THERRE LEMA LK,
AE DEEMBITAppendix IR LTz, REBRICAWZEBRYEMERARMYRE T
& R LT~ (Appendix 2), #HBRMEIIBHE L LTI % XA TF ML —XKEBE (AF
S m—2100cP: T LKA, oy FES DLHSTIS ; BTk LK
B, vy MES181107 )R AV, FIECREARIILRE X5 RRECHBRICH
BUCRERE LTz, ZhZz 1 ROEREZ S/ L, BRI TR (4°C) T
BEL, RE UL, B5EEIOBRLEL 7TABIIIRETH S Z L SR S iz (Appendix
DT, Wl1~2EFAM L, REBL 7 ALINCER L, $o, PEEHBIZAM LB
EBRZONTH L, FIERECTHE I TWAZ & 2R L (Appendix 4), 2B, #
BRHBE DD D D BLREDSHTIL. WEELTER L,
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2. YEEHE X UEMESRMH (Appendices 5~8)

BiISDFR (Crj:CD(SD)) DSPFZ v MWz, v MIBAF v— R « UN—gk
it (%)l REAT FEIRT95) A bHEE 8 . ML 7 MENCHA (HESTIT, HEST
L) L. 5AMRBERECHLSE, 2 OMCRERTV., BESERC—REERED
RAF/2MERER-50IC & HEVY O @D, MY 8 B TR LT, BE5FAROEHNRE (&
HEFH) 13, HE 357(342 ~372)g, M 222(209~23T)g Th o7z,

T v M, BE 21~23C, BES3~60 % (RBE - BEOHERSE : Appendix 5), #
KEEI0E L E/B (-7 Ly Va7 —KFR), R 12 B (Fa0 6 BRLT. F%
6 BRI KHIM S NIe AU TV A7 ABME (H1%) T, BENCXT Y L IMe
M — (260Wx380DX 180H(mm) ) WIRAL., THERATVLVRABSEDI v ZIZE LT
B Lic, L, RERBROME, BEVIHE (BARFy—1 R - Y SRR,
FTIA b7 L—7 (2y bEF%623), HFROEDTHRR : Appendix 8] & ANTRY
J1—RR— "L — 0 [265W X 426D X 200H (mm) ) 1ZINE L7z, fEH( B ABE TEKNE
. ERER T RMRZ by 2, vy MES 971064, BRMEDOSHRER ¢ Appendix 7)
LK (RENIREAEAREZ 1 peb— MY oV 7 4 V7 —IRBHRESNRBH UCER. 15
P E DLATRER ¢ Appendix 8) 1%, TR ENGIFRE LU B BF/KEE £ 7036 KIR (KN
Y B—RR— MUy —OOBA) Ik BREBREY, BHEORE - BEMERSE.
kL, KB LUBEY MBIOSHTRERZ E 0, BomEHRMLE L T, MBREOE
A ERE RITT RN AREEROEIE R 2T b o & Hlr S iz,

3. BT R L OMERHA
EBEOEYBIIMIES 00T L U, FHA~OHHOE 0 HTIIREMMA G OF
BICES BLEAEBMEEIC X VTV, FROEESABH LT D LITLE,
BT R OB OBEHITE AV FECL VTV, Ty 7 BIUT — VILIERELE
REAT L7,

4. REBORE. RRBOWES L UBRE 7%

BEBRERRE LT, Ty M 1ML 4LE L, 83— AFNVEBEFRE0, 80,
150 . 300 . 600 ¥ X U1000mg/kg/day Cl4AFREROKRE Uiz, RETHDIFNLR
RASRIT B E T, M 1 TSR RES W, 1000ng/keBE T, MICHEOREICE
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wr%i@M@W%@ﬁ%xwﬁﬁéwﬁwﬁﬁﬁﬁb6ntoélemmymﬁf‘
MEREWZ /MR DB BB DTz, RRE TIL. 600mg/kgll £ DOFETHEREIZ IR DBEMAL
BRI bhic, —HRRE, MEELFRE, Fik, BEEEBIURERBIT. %
BRYBEOREICEHDEMEBD bR oT, |

UEDRERNDL, FRBRICBITRERBIZOVTIR, REREEFEESHEEICRET D L
TR &I 5 1000mg/kg/day i im A&, REOEENSFEB LAV & TS 15 30ng/kg/day
ERIEREL L. 10 023008 L U'100mg/kg/day % 3= E L7z,

AP OWAIL, WHESH (LT, MEE) . 3-XAFVREER 30ug/ke/dayR b
# (30mg/ke®t). F100mg/kg/day¥t58 (100mg/keBt). M300mg/kg/dayi 58 (300mg/
kg#) . [F1000mg/kg/day# 5% (1000mg/kgh¥) D 5EEE LTz,

BEHEL, BEREEFE 1 kg¥ 7V 5ule L. 77 yEY TR EZLULERN
BERAWT 3-AFALEZREFBRDO. 6w/viiK (30mg/kgB¥) . 2w/vhilK (100ng/kgBE) . 6w/viiE
(300mg/kgkE) 3 BV X20w/vHilK (1000mg/kgB¥) 2. MERE L & AZECFARA14 8 ATH L REVT44R
M. MEIESHREOME IR (W1~458/) T, 1A 1RGEETROKRS Lz, £EK
O¥EHREILI. BEHOHEREXESWTEH Lz, MBS, BRPEOBEE L
TRWE 1 %A F o —ZKEEE BRI E L,

5. BERBIURE

1) HEWIZET 5RE

(1) —fiRreEE

BEHMPER. BOLE, S, TEFRC OV TERELL,

(2) AERIOCEEERE

FEORIE. RE6MGE (REBE B LUZORIT T RHFETITV., S bIk#
BERCEZRACHEE L, 2L, MOMIREIE, EIR0., 7. 14 BXU 20RLHE
0B LU 4 BIZHEIE L, EHEIR. AENERICADY THA ETOUREOFFEE
EXHE Uiz, EHREORKNED. BILR543A, HIIWE 3 BiciTol, REEHRM+
RESHBELZRIE LU o7, TRHOPERE, BFELEMXT (=—7 2 Fy—3t, FY
3000) % AV,

(3) REB L Ok iEglE

BEI5H OFRIZ, O —VICRA—HANOEHRE AN T 13 1 OMAGOEEZEY, &
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ROHERBSNHETHURMERE L LTERRES ¥, REOHRBIEY—ERZ (9:
3043ER) (TATVN, kﬁﬁﬁ%é%ﬁ%ﬁWk%%#@ I ENREEIROR & Lk, ok
RAEDBE LA MR, 1S L CARORT SRS HEWEO A & L,
SR LU ROBEE RN D, ROV TARMISSDRRATE TOR K, LRE
(RRAEWE, FEBWE x100). ZHE ((ZHEMN/ RRAIML) X100)
BLOMES (SRHERE EFERIEN) X100) 2 bUISHOMR S LI FIc
SVTHEEIM (KSR O B b MR S N HETORK) 2EELE,

(4) EESRTAERSERE | |

iz o\ T. BUF MR FHE L,
o R 539 HBVI2RCHBRERR L. RBEE (3 T - SRS
e AT ART 47 A @) I D, B, FoRT, $E. S huk. BV YV
BROTREY )y DR REL Fot, . Ty MERBT—UIORE (83
WA LCREERICoNT, ABOBS. KEOWE (zi~kEHRAA, B
72 b U RILEORE ( RI-CBLLG® & (F> 7V v Ur SAAFRF 2 M) TREL
CEi ) BiFolk, |

b, SRR : HRMEORIITR SIS T EE (REMk 45 B) ORAIENCHT o
P, BYITEMATR DR 5 E WIRET L. ADRERE Ui, RO —7 LRETC
BRS L CREKBINR DA77, LA OBB oV CRAE L, 735, BRI L7 i 3 4
B, TO—ERE 8y =V b U Y ARCEE LA LT RS, Ta ke
VIR LOEMLES P e AT RFURRIORIEIC, —EX, EDTA-2KRE LTE
DL AR I L .
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BE (B7) B R

@ R MBR%K (RBC) BRI X R
©@ MtaRE (Hb) T UNREET RY D A—
~ES Ok
@ ~~ rZ7 Y MAHL) VLY Jivpia:¥ %18 B B B ERFH4k
@ FHIRABKAEE MCV) HEE : > Y& (E-4000: 3R
® YR M ER M58 & (MCH) HEME EMRET (8)
® FHFRMER M AR E (MCHC) FHHEE
@ B mEkEK (WBC) BEXUEFRHAEN
m/hiR% (Plat. ) EREHRH AR )
© MBIRIRMERE (Ret. ) Brilliant cresyl blue
Gufa L 7 BPRAER OSER
H Bk H 5 & May-Griinwald-Giensafftfa
FHE IR (Baso.) LI BBREARDOER

iFEEEK (Eosin.)

gk (Neutro.)
BiR#Z (Stab.)
S3EIZ (Seg.)

Y > /38K (Lymph.)

HEK (Mono.)
@ 7u hor v B P Quick— B i MmKERE B B E
@ FEHELES bR T UUEBENARE LB (KC-10A 3%

7T 2 F R (APTT) ) T AN T
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BIRAACHRE « SR LI IIRO— b i & SR L. WORE ZHE Lz,

RE (B5) HIEE B e R
D BF7 (T.P.) Biuret & w
@ TAFIr (Alb.) BCG &
® A/GH (4/6) HEE
@ Mg (Glu.) BERE
(GK*’ -GBPDH? -UV )
® KNI JUeISA R (T.G) BEREE
(LPL®’ -GPO*’ —POD®’ &)
® #=VvRFo—i (T-Cho.) EERE
(CES®> -COD"’ -POD &)
@ #wrUuarrr (1-Bil.) Jendrassik ¥
® REEFR (BIN) Urease-UV ¥ KA BB
® Z7v7F=r (Crea.) Jaffé & L& (JCA-VX-
GOT (GOT) SSCC® ¥ > 1000 #2 V
@ GPT (GP) SSCC FAY— 1 AR
@ y—-GTP (y—GIP) SSCC % EF #R))
@ LDH (LDH) SSCC
@ ALP (ALP) GSCC®’ I
® =VYrxzzxFF—+¥ (ChE) BIC'®-DINB'" ik
® Hrva (Ca) OCPC &
@ &V @ [E=7R
(PNP' 2> -X0OD**’ -POD&)
FTRU DA (Na) A F v BBk EREEYH
® HYVAE K A FEBIBIE B (NAKL-132:
@ HEFE CD A 7 BB HEERTEED)

1) Jhaxr—¥, 2) Fha—x6) YBBARER, 3) VXTI
Yo—¥. 4) FUkn ) VEEMEEEE. 5) ~AFFF—E, 6) I LRT
0—VERFF—P, 7) albrxTFa—LlixiF—¥ 8) AIVUFETE

FRiL#ES, 9) FA VEREZER,

10) TFIVAFFa Y, 11) 5 56-UFFE

Z-2-= FuREEE., 12) TV X7 VAV RERRT74 Y T7—E, 13)FFF

N S
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(5) MBERE

HEITRMIC RN T, MR E 4R OBESERTRIC, =—T VBT CROLBR L, Ko
BEEBRE Lz, 28, MEE. 3003 &L U'1000mg/keBE TF 1 LD L IFREORRY L
iplrolz i, B EUB0ng/keBE T I IERBD N SBRTFERLRETHLHMBIBD b/
Mo T HEIZ DWTIS IR T ER @ 4 BRI, 3008 LU1000ng/kglf T4 1 ILF» bviz3E
B DRSL Ughs o T OV CREIAECHIMRR T HiC, MERICER L IRE L.,
a. HH: 2FEBRELARMICEER Lz, S50, BIZOWTiIL, SNROEEKB LU
TEOERBERS. BRE (GERE/FHEH X100 28BE LK,
b. FEBEEWE : EF LMXFE (A M T, AT 200) Z BT, #EHEDOR, TEE, O
B, FFRE. BhE. M. 2. BRRLCICHEORRE, BELEAE2FE (BXNES) L.
XHAEEL FEREE)ZE N L, Bk, BB, BREBIUBREERERE—FEL T,
TERIBERIZEEL L,
c. FREMGSERE  ROBELERL. 10%HH Y UEBEERL< Y VIR GEERB T O
B EEDRTT V) TEE L,

f6, TEfS, REK, Ny —IR, TRIB(ERMESD) . BRR, B, SF. 5. L
. . &8, B, B TR, R R, BB, BE. Bt BR. BE LK AR,
FEZE, JRE. FE. B, KEIREEE) . B8 GEE. i, ER) . LEHE. & - B0
B, RERE) . U roSEGERR Y %, BRIEY D . B (TRZEH) . E
ER) . AR (BEER) . 2 OLRERAY R BEML

REMASRE L, MRREER L UN000ng/kgBED2F], RLCIMOBEORES BT
RO Ui o oo R, TEE, MR, O . AR, BB, 2%, B 5
B, BRE. TOMERGREIML. S0, BTIIEE, BELECO>OWIERLE, £
7. - HRER RS OMEER L O HRTER 2B E T HLAMARD b e o kiflz o
W, HEIETZIRE LU, HEISREB I OTEIRSWTHRE L7, 30, 1008 LWt
300mg/keBt CREIR L OMERMAARIL L, HWE bIEF CTH o TolEHEIZ oV Tid, 1000mg/kg
HTEMRE LB 2N ELORD bRIMOITIRE JUARMEE AL RE L,
BEIFEENT 70 O ZERL, RGP ELTER L, £, tEP%
FIET 572D —EOFDOIFRZ OV TIE R F L IE LUPASRE, IR >V TSR E
(MY T ) . BRI OV TIIPASHA B 1T o 77,
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9 HARICET BEE
(1) RSSO DS
SHRORTHEEOERE (ERLECROAH) #HA HHR ((RMERS %
FRE) X100) £EE Ui, i, HEIRAIP & AMISROEOREIC & 0 HE L, B
T T -
(2) HEREDLU—RIEEE |
FAERIZOVT BN ATARORE S BRELL, Ei. B8R —RRES JUEEE
R L. HiASE ((HEEMRIARERHERE) x100) BLOHAEREFS (WS
4 BARS/HERRRARK X100) 2R,
(3) hERE ; |
FERZOWTHEORRB LUV 4 BICHHICEBE I L oRBFELRIEL. 1 EHLY
DEHEELEH Lz, | ‘
(4) WEERE
FEL-BiiE T DEE. AFFIIMEROREEME4AR) KT —F b - 7 B udLATHR
BMES W, MBEENIC BT 3 TERE R NIRMICEE L,

6. HEHLm

BONTEHED B VAR OVT, RBHEOMOTEE BRE5%UT) 2K
DFETRE Lz, |

E, BEEE, MR L OnRAELYT—7 BEER, B ERK. RGN,
FERER YOS AN v 7 F—F 3, BartlettDDBBREXTTo7c. DB —ERES
H—REBROIEST 2TV, TORREEELROEE . Dunnett #FE 72idScheffé
B (BEOKE SHRRBDHE) 1L HBRICHT 2 R BORBRER T o7, D —
BTRVBER L UICEER, QAR S, FARAES RREOEENT — 57
E@/yﬂﬁf%Uy&?w&MMMmk%nm@ﬁmﬁﬁ%ﬁwi%@%%ﬁ%%%%
DA DunnettiEE 7213Scheffé ¥ (BHOKEINRRRHGE) KX U RBEICKT
BEBDLBRERToM. BT TV IAFT—FILONTH, KRE, SHE, HES,
HIEER ORI x PR, —IRRIEO (LR X CURERSEE0 R 415 O IR IR isher DEHE
RRIEE AV, 2B, FARCETAF L, 1Y) OV 1ERL L,
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R

1. RERE=EMH

1) ZET#Eh4 (Tables 1,2, Appendices 9, 10)
FECIIAREOMRE L bR biedoT,

2) —#KTE (Tables 3,4, Appendices 11,12)

BETHE. 1000mg/keB¥ CHREBEHORTHREISALIEIZ AMTIZRED biviz, T,
WHRDEOBREILLDEEIRD bR oT, BB, BENCRDLN., #BRWEOR
HLTEEMRLEXLNDELE LT, BT, BB (MHTBEH 5V T RTHED A3300me/
kgBET 2 LT, ALIRAS303 L UM1000mg/kg BETH 1 LICERH LN, #ETIE. BE (FAT
f5i) 43100mg/kg®¥ T3PCIS X TN1000ng/kg B TICIZ, L FERLBiE (H/EER) 2% 300mg/
kg DUEIZBD b, LAl BREHEETRICIE W TiI300mg/kgBE Ol 1 ITIZHE
PEEF LTV DEBRWT, MOBEIERBD bbb ol,

3) &% (Figures 1,2, Tables 5,6, Appendices 13, 14)

L b, BBRMEORSICI2HERERENIRD N2 2T, 7, BREHHTO
FEEBMEBZLEEREIR D DL o, 2B, HTII1000ng/kgBE THEE O~ 4 B
MOEEENESFEIEMEZ R LA, ZHIIWE 0 B OFES R REEER
WHolle b DEART, HE 4 HOKEILIINRE L ZNBD o2 o7,

4) ¥EfHE (Figures 3,4, Tables 7,8, Appendices 15, 16)

MEE L. HBRPEOREICIZFERELEIRD LR, o7, k. HD0B LU
300mg/kgBt TS 8 A OFABRN BB AT RIREL R LA, AREERFEDRW
ETHoT,

5) HWDORKZE (Table 9, Appendix 17, % &5 —# : Appendix 30)

FRAEHEB L., HBRYEORSICLZFEREMEIRBD O 0T,

6) HEOMKFHRE (Table 10, Appendix 18, FHEF— ¥ : Appendix 31)

1000mg/kgBt T, 712 b EURHROFBERERP L UL/MEROEERBOHRD
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bV, 7238, 308 X U1000mg/kg BT H MBS REIC L _REZICEHEY R U,
AREEENRED LT, BB YBT3 EESENOES ThH -7,

7) HEOMEAELFRE (Table 11, Appendix 19, HHF—4 : Appendix 31)
1000mg/keBETCOTIS LU M U U ADEFEREHNAR D bhvie, 7 MU v AOHEM
<%w&%m?&oto&ﬁ\%mgmﬁv7wm97;;775~€ﬁﬂ%ﬁmm&ﬁ
BICEEL T LA, 1000ng/keBE TRIEREIRD bhT, TLURT - BT HES

HREANOEH TH ST, '

8) H# (Tables 12, 13, Appendices 20, 21)

MR b &%%E@&#k@é&maanéa%xenézmm B LILRM T,

WRHEORE L MEBRICKRBOICED DB LT, BicBWTHOR, BaA

AR, 305 X UB00mg/keBEOS 1 1T, MIROAE A/ RAHBRE, 10035 £ Uf300ng/

kgBE D& L IE, 72 HONZ IR OMEALER A 30ng/ ke D 1 LT bivic, Eiz. 30mg/kefE

THBRTFER 2B E T HLAMRNRD bNARd ok 1L, FEICHMLE - 2 RRER
M LR,

9) EEEE (Tables 14, 15, Appendlces 22~25)

TR, 1000mg/kg¥¥'5‘ﬁ§§@%@ﬁﬁﬁﬂjﬁ’)‘“ﬁrﬁ] BIUOTEEAOHEMEEDERRE
MMBBD BT, HETIE, 1000ng/kght THIEOMER I X AR EROH ERBMA B
b,

10) FHBMMEFEMRE (Tables 16, 17, Appeﬁdices 20, 21, Photos 1,2)

O, BRE DR S & BT 5 LR b b o, T, HRBEORS
Kﬁ@?é&%k&hé%k&bf\Hﬁ@ﬁ%ﬂ@i@ﬁﬁ@%@%&mwmy@ﬁf
8EK&%%J&%ﬁ@ﬁTM?Ek%ﬁK%MLKO:@%@ﬁfﬁym%é@ﬁf\
PASEBIZ LV 7Y 2 — 7 v OERERBRT 2R LB bR P o, HRMEORE

LIEBR L EXONBEE LTI, BOBBOBMRBE LR TR BPASRARE
ST OB, 72 bONCMREC RT3 1T B SIS S MRS L ONE VT U LB, 3R
BE30 1 U1000mg/kegBE D FIITIED bz, L L, ZALoRERTREICERRD LN
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Bdrote. EF. 1000ng/keBEOHE CHE OB 2 LIRS bk, BRk.
o, FRAEOETH o7z, —RREOBETRDONEREBEMIZIREOALTTE

. HRCRDENIMOR,/ BARL TUCBROFRA R/ IRCiTHmA, ExEE L~
PEREZIZ Y o RIBADPRBD b, Ele, &8 ﬁ%%kwb%hk%%Tﬁiwﬁﬁ
T, FEIRARZEBIET D L EXONDE(LE LT, B TAILIRO K E D 1000ng/ kgt
D 1L, METFEREOREN100ng/kgBED 1 RIZBH O, Fio, SHBTED DB
FCHHRATED DT, FR CIRBEEEITEYD b 30ng/keBEDMED 1 [T 1k, I
o i AR b,

INLOEMALIMIL, BE LEEBREZERESRD ORI, BEMNRHDVITHE
EKEFEHEORBDOLNRVWFTR TH o,

2. AFERAFM

1) HEIZRIETEE (Table 18, Appendix 26)

(1) ZREREBIUZBRE

ZROD L2 h> o 12 F1253003 L UR1000ng/keBE T, F R IASL LI MR DAL S
L7220 7o BIASKT FREE, 100, 3003 K UM1000mg/kgBE TR LN, WFR b &« 15t
DHT, REEBIUCZRRIREERENMEIRBD oD 0T, Eo, RERBILE
RRESLETO R b A BEREMETRD biviad -7,

(2) B, BRER LUERE
BIRE, BRER LCBERRIZOWVWT, BERELEBRD LRI,

(3) HERE L UEIRHFE
SEPRIIARSL LTC B0 338 0 A2\ 12330ng/kg T T 1L IEBO ONIZ DA T, HER
BEREEIRBD N o7, Fo, ERAMICOWTHHAERELERD bhvgd

>7,
(4) i LUrFHEBRRE

WERHE DR EICERT 2 500B LOMBEREOEILIIBD bih o, WRWED
BELIEBRLELZLNDELE LT, QERREBIZOWTIL. 30ng/kgBED 1 JCITIFIE
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26 BICBVT AR, BRTH. EFEANCIREORY 1 HOBESED bh.
ICERAEIIRD bt o, . 300ng/kgBEd 1 [LIT1TICHEE Ui 8. 09 7 JLiL
RETH -, WERBICOWTIE, SRBEO 1 CARE 0 BICHAER 1K, 1000ng/ke
BOLEPEEO BICHAR LR LURBOMO 2 [CHMHE 1 BicS L HAER 1R
Bl LU, WE 1 ~20 BREOTR SEERBICELIIRD b aho ik,

2) FAERCRETHE
(1) 7R LOMKE (Table 19, Appendix 27)

B IR DA BT B A B T UMEEIZ OV T, 1000ng/keBE CRIEREL, %R
S SR, HARE X UE O § OB AIMEIAIER & ORI E R LIS, 1
T RSN B R E TN ok, HEROMI, BE4 BOBERLUREA R
DEFRIZIEEBD b edote,

(2)F/%E (Tables 20, 21, Appendices 28, 29)

BRI E DR S \CRE T 5 AEE LURBES 2 b ICABRERIIED b kb o,
BRHEORE L IIEBRRELE LT, 30mg/kg BEO 1 LITRBR. HEHER I U
BISTR: SAER LU 5EARERRD b, Fi. NBERIZ VT,
300mg/kgBE THIMRDIEERHEIR. 1000mg/keBt TEMBAETRA A FRBE & H~BEE R L.
E72 20 BN 300ng kel EOBETRBEREAEEE R LA, LI bLEESZHK
BEREL TR oT, LOMIC, 1000ng/ kgt TR EIHEN 1 IR D bk,

ERB LR
1. REREEK
3-AFNEBFROS v M-OREREILBWT, ZFRICHT 2 BHREIRD
b, | |
bbb, #HBW T, FigROKER B L OEREEOHE NI 1000ng/keBHIRD L,
TRERAEAR S A0\ P AR AR o> Z2 ARV AS300ng kg A L OBEICBIB S i, BEITRW T, Tl
CEER L OREEBFOELRD D eso kil MRAELFRE TCOTORMAS100
Omg/kgBFIZERY DIV, ATICAT SREV DN, T, MKHFRE TI000ng/keBED
BIRHONETw brr CURROERS, RN T oRBLRESTORLEBRD
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LD,

B-AFNRERBBAr XV OFFEASEH L LTHONTBYY, ¥ L i3
MEET S ZEBHE SN TWDER, ARBCIE3-AFAREBER S TR+ 5B
HEOFEDLPHREN, ¥, BRILEVTHD AT MRV EVEDT v bAD
FAEREIC LV BRI 2 FEFIIFMRICRT 2 ERFEREBRE T 52, 3-AFAE
BEERIIBWVW T O CHRU Lo ROELBER I N,

HME%#%%@KM%&\1mmymﬁfmmﬁﬁ®m¢\m%TFU¢AE;wT
FEAROHEMNEEOHEMNB FUBREHOKTE, WTFhb#cED LN,

/MR OB IZOWTIE, HERREREIC L 2B 5ERERBR IR O LN
TEY., e bar U URHEOER LR T, 3-AFALLZREROMKBEERICHTS
REPRFEIN, L L, REERFRE CIIEFRCEBEBOSMMERIZEIEED O
T FEMREOEL OBRELRERLOTH o,

TEAOHGEEDADBINIOWT, FEMBFERE CRTERCEEBED LR
#ot:k#B\iKﬁEﬁﬁ%ﬁ%@%T@ot;&K;é%k&%%éhéoik\
m¥EF FY U LAOEIMIONTEH, HEEZ DT I EES I BT, fhichE
THELRD N Do, LedoT, TEFRESEEDHEMB LUMESF MY A
DM OV T, BUFOICHICRIE L TR E B TRV CHF S 1B,

UEDHERNPL., 3-AFAREFBROERKERSFEHEIFRIZHT22ETHY
MFREERIIT T HHELRO LIV, BEEEZ, #T300ng/kg, M T100mg/kg & HEE
Y gy vl

2. AFERAEMN

HERB I OMROATEREIIX T 2B EORFICLDZEEIZ OV T, B8 L& EiE
ELXBELLAFRELRE RO Lo T,

WREH DFAICK T BRBIC OV TIT. 1000mg/keBECRIBER. £RK. Ok,
HAEB I OMHE 0 A OFARKENBAEREZ L. BRAEEXRDLRZE, VW
NHHHPAIIINBE L EATEREIRD bR o T2,

L7z o T, EERE T, MERIINT24MES LCRBMORBAIZH LT, Wi
$,1000mg/kg/day & #EE X iz,
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Body weight change in male rats treated orally with 3-methyl benzoic acid

in the combined repeat dose and reproductive/developmental toxicity screening test
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Fig. 2 Body weight change in female rats treated orally with 3-methyl benzoic acid
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in the combined repeat dose and reproductive/developmental toxicity screening test
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Food consumption ( g )
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in the com'bined repeat dose and reproductive/developmental toxicity screening test
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Food consumption ( g )

Fig. 4
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Food consumption of female rats treated orally with 3-methyl benzoic acid
in the combined repeat dose and reproductive/developmental toxicity screening test

Significantly different from control( * . p <0.05)
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Table 1 Mortality rate of male rats treated orally with 3-methyl benzoic acid in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (ng/kg) 0 30 100 300 1000
No. of animals examined 10 10 10 10 10
No. of animals that died 0 0 0 0 0
Mortality (%) ) 0 o .. . 0 0
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Table 2 Mortality rate of female rats treated orally with 3-methyl benzoic acid in the
combined repeat dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 30 100 300 1000
No. of animals examined 10 10 10 10 10
No. of animals that died 0 0 0 ' 0 0
Mortality (%) 0 0 0 0 0
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Table 3  Incidence of clinical signs of male rats treated orally with 3-methyl benzoic acid in the combined repeat

dose and reproductive/developmental toxicity screening test

Clinical sign Dose (mg/kg) | 0 30 100 300 1000

Fate Tk FP (Total) TE TK PP (Total) TK PP UC (Total) TK FP UC (Total)
No. of animals 9 1 o 10 9 1 1O 8 1 1 o g8 1 1 Qo
Reddish tear — 9 1 0o 9 9 1 1o 8 1 1 ao T 1 1 O
+ 00 O 0o 0 ® 0 0 0 @ 1 0.0
Alopecia - g 1 (W 10 9 1 4O 6 1 1 ® 8 1 1 o
o+ 00 ® 0 00 ® 200 @ 00 0 O
Decrease in locomotor activity — 9 I ® 1 9 1 (W 8 1 1 4 5 0 1 ®
+ 00 W 0 0 0 W 0 0 0 O 3 1 0 @t

TK : Terminal kill _

FP : Failed to cause pregnancy, killed at the termination

UC : Animal with unsuccessful copulation, killed at the termination
— : Negative

+ : Slight

* : Significantly different from control at 5% level of probability
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Table 4 Incidence of clinical signs of female rats treated orally with 3-methyl benzoic acid in the combined repeat
dose and reproductive/developmental toxicity screening test '

Clinical sign Dose(mg/kg) 0 30 100 300 1000
Fate TK NP (Total) TK ED (Total) TK NP (Total) TK NP UC (Total) TK NP UC (Total)

No. of animals 9§ 1 (10) 9 1 (10 9 1 Ao § 1 1 (10 g 1 1 am

Alopecia/Crust - 9 1 W 9 1 4o T 0 M T 1 1 O T 1 1 @
+ 0 0 W 0 0 W 2 1 @ 1 0 0 @ 1 0 0 M

TK : Terminal kill

NP : Non-pregnant, killed on 26 days after copulation

ED :.Animal with embryonic death, killed on 26 days after copulation

UC : Animal with unsuccessful copulation, killed at the termination of mating period
— : Negative

+ : Slight



Table 5 Body weights of male rats treated orally with 3-methy! benzoic acid in the combined
repeat dose and reproductive/developmental toxicity screening test :

(g)
Dose Days of treatmeﬁt
(mg/kg) —====memmm oo e e e e e e e e
' Gain
1 8 15 22 29 36 43 44 1744
0 357 400 436 460 485 512 - 529 532 - 176
= 7 + 13 *+19 * 25 + 25 + 28 + 27 + 27 + 22
(10 {10y (10) (10) (10 (10) (103 (10) {(10)
.30 357 402 440 464 494 524 543 - 547 189
+* 7 + 14 +-21 + 28 + 32 + 36 - * 39 + 38 - = 34
(10) - (103 (10) (10 (10) -(10) (1o : (10) 010
100 358 404 4472 4886 493 520 543 542 185
+ 8 + 13 + 19 + 22 + 286 + 31 + 38 + 36 + 35
(1o (10) (10) (10} (10) (10) 10) (100 (10}
300 356 401 441 465 493 523 543 544 188
+= 9 + 16 + 21 + 28 + 33 + 35 + 38 +37° - =+ 33
(10) (1, (1o (10) (10) (10 (10) (10) (10}
1000 358 402 439 457 479 502 518 519 160
+= 8 += 8 + 11 + 15 + 20 + 25 + 26 + 26 * 24
(10) (10) (1o (10) (10) (103 _ (10) (10) (10)

Each value is expressed as mean*S.D. and (number of animals available).
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Table 6 Body weights of female rats treated orally with 3~methyl benzoic acid in the combined
. repeat dose and reproductive/developmental toxicity screening test

(g
Dose Days of premating Days of pregnancy Days of lactation
(mg/kg) ——=mrmmmmm e e s m e e e e e e e mm e m s e e mm L -
Gain Gain Gain
1 8 15 1715 0 7 14 20 0720 0 4 074
0 222 245 285 44 273 309 356 454 181 336 362 25
+= 7 + 11 =10 + 9 + 11 12 + 20 + 31 x 27 + 20 + 17 = 9
(10 (10) (10) (10) « 9 9 « 9 ¢ 9) ( 9 ‘ « 9 (¢ 9 ( 9)
30 221 242 260 39 267 3017 350 4317 170 342 360 17
+ 8 = g £11 + 8 * 11 *11 + 15 + 35 *+ 35 +* 27 + 22 + 14
(10 (10) (10 (10) (10 (10) (10) (10) (10) ) « 9 « 9
100 222 245 262 40 271 308 350 4317 166 340 356 15
+t 6 - += 38 * 10 +10" x 7 + 8 +13 + 27 + 23 + 20 * 16 12
(10)° (10) (10) (10) ¢ 9} « 9) ( 9 ( 9) ( @) ( 9) « 9) -9
300 222 242 260 39 267 308 350 439 173 344 363 ‘ 20
+ 7 + 8 + 7 + 9 + 10 + 14 + 186 + 28 + 20 + 12 £ 15 +12
(10) (10} (10) (10) ¢ 8 « 8 ( & ¢ 8) ( 8 ( 8) ( 8)- « 8
1000 222 250 268 45 276 314 358 444 189 357 - "361 5%
+ 8 11 + 14 +11 + 15 + 15 + 22 + 28 * 186 + 24 + 20 +13
(100 (10) (10} (10) ( 8 ( 8) { 8) « 8 ( 8 ( 8) ( 8) « 8

Each value is expressed as mean®xS.D. and (number of animals available).
¥ : Significantly different from control at 5% level of probability
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Food consumption of male rats treated orally with

Table 7
3-methyl benzoic acid in the combined repeat dose
and reproductive/developmental toxicity screening
test
(g/rat/day)
Dose Days of treatment
(mg/kg) ——m—————— T b e e e~ - -
1 8 22 29 36 43
0 35 36 37 34 35 39
+= 2 += 3 + 2 + 2 + 2 + 3
(10) (10) (10) (10) - (10) (10)
30 - = 35 37 39 36 36 39
' + 2 + 3 += 3 + 4 *t 4 + 4
(10 (10) (10) (10) (10) (10)
100 35 36 36 34 36 38
+= 2 + 3 + 3 = 2 + 3 + 4
(10) (10) (10) (10) (10) (10)
300 34 317 38 37 37 39
+= 3 + 3 + 4 + 5 + 3 + 4
(10} (10) { 9 (10) (10) (10)
1000 33 37 38 37 38 39
+ 3 + 2 + 4 = 3 * 4 + 3
(10) (10) « M (1o (10) (10)
FEach value is expressed as mean®S.D. and {(number of animals available).

//-
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Food éonsumption of female rats treated orally with 3-methy!l benzoic acid

Table 8
in the combined repeat dose and reproductive/developmental toxicity
screening test '
(g/rat/day)
Dose Days of premating Days of pregnancy Days of lactation
{(mg/kg) R i e il e il it T b L T T LT i b b
1 8 0 7 14 20 0 3
0 24 28 23 29 31 32 28 59
+= 3 + 2 = 2 * 6 + 5 + 5 + 12 + 8
(10) (10) (9 (G ¢ 9 « 9 « « 9)
30 25 24% 24 30 29 32 31 59
+ 4 + 4 += 2 + 8 + 5 += 3 + 8 *+ 9
(1o (10) (10) (10) (10) (10) « 9 9
100 25 26 23 29 32 32 30 58
+= 2 x 2 + 4 £ 11 + 4 + 3 10 * 8
(10) (10) « 9 (D (G D] « 9 : ¢ 9 ¢ 9)
300 23 24% 23 26 31 29 36 62
+ 3 + 4 + 2 £ 8 = 2 + 11 + 4 += 7
(10) (10) ¢ 8) ¢ 8) ( 8 « 8 ( 8) ( 8)
1000 25 27 26 35 33 25 31 51
+= 3 + 2 x 2 + 12 + 3 + 10 + 6 *+ 9
(10) (10) ¢ 8) « 8) ( 8) « 8) ( 8) « 8

Each value

is expressed as mean®tS.D. and (number of animals available).

% : Significantly different from control at 5% level of probability
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Ketone body :
Occult blood :

Urobilinogen :
Bilirubin :

TN

(

)

N

—(neghglble), +{(5mg/dL), +(15mg/dL), ++(40mg/dL),
—(negligible), *(trace), +(slight),
Ehrlich unit/dL

—(negligible), +(slight), ++(moderate), +++(marked)

+4+(80mg/dL)
++(moderate), +++(marked)

)

N

Table 9 -1 Urinary findings of male rats treated orally with 3-methyl benzoic acid
in the combined repeat dose and reproductive/developmental toxicity screenlng test
Dose No. of Color Cloudy Specific Protein
(mg/kg) animals C PY Y PB — + gravity =5.0 6.0 6.5 7.0 7.5 8.0 8.5 — 4+t b4t
0 10 5 4 1 2 8 1.039 2 2 3 3 4 3
+ 0.018 '
30 10 9 1 5 5 1.031 3 2 3 7
+ 0.010
100 10 i0 6 4 1.037 i 3 1 3 7
+ 0.017 :
300 10 1 8 1 5 5 1.045 1 1 3 4 6
+ 0.022
1000 . 10 1 7 2 5 5 1.049 1 4 1 4 6
’ - ‘ + 0.017 ' s
Dose No. of Glucose Ketone body Occult blood Urobilinogen __Bilirubin
(mg/kg) animals — * + ++ +++ — F + ++ +i+ — & + ¥+ ¥+ 0.1 1 2 4 — + 4+ +++
0 10 10 4 2 2 2 9 1 10 10
30 10 10 5 4 1 7 3 10 10
100 10 10 2 7 1 10 10 10
300 10 10 5 5 10 10 10
1000 10 10 3 17 8 2 10 10
“a) : Mean*S.D.
Color : C(colorless), PY(pale yellow), Y(yellow), PB(pale brown)
Cloudy : -(negllglble), + (cloudy
Protein : —(negligible), 4-(15~«30mg/dL), + (30mg/dL), ++(100mg/dL), +++(300mg/dL), ++++(1000ng/dL)
Glucose : —(negligible), +(0.1g/dL), +(0.25g/dL), ++(0.5g/dL), +++(1g/dL)
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Table 9 - 2 Urinary findings of male rats treated orally with 3-methyl benzoic acid
in the combined repeat dose and reproductive/developmental toxicity screening test

' Crystals
Dose No. of Erythrocytes Leukocytes Mg Ca Ams
(mg/kg) animals —  +  ++  t++ — 4+  ++ +++ —  +  ++ 4 — 4+ t+ tt+ =+ +t +++
0 10 10 10 1 5 4 10 10
30 10 10 9 1 6 3 1 10 10
100 10 . 10 10 5 4 1 10 10
300 10 10 10 3 6 1 10 10
1000 10 9 1 9 1 1 4 4 1 10 10
Epithelial cells Casts . Fat
Dose No. of Sq R S G H W globules
(mg/kg) animals — + ++ +++ — F #+ — +  +¢ - + - + - _+ -+ t+ 4
0 10 9 1 10 - ' 10 10 10 10 10
30 10 2 7 1 10 10 10 10 10 9 1
100 10 1 8 1 10 10 10 10 10 10
300 10 9 _ 1 10 10 10 10 10 » 10
1000 10 10 10 ' 10 10 10 10 10
— : Not observed; + : A few in some fields; ++ : A few in all fields; +++ : Many 1in all fields
Crystals Epithelial cells Casts ‘
Mg(ammonium magnesium phosphate) Sq(sgquamous) G(granule)
Ca(calcium phosphate) R(round) H(hyaline)
Ams(amorphous) S(spindle) W(waxy)
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Table 10 Hematological findings of male rats treated orally with 3-methyl benzoic acid
in the combined repeat dose and reproductive/developmental toxicity screening test
Dose No. of RBC Hb Ht MCV MCH MCHC Ret. PT APTT
(mg/kg) animals (10%/uL)  (g/dL) o (fL) (rg) (%) (%) (sec) (sec)
0 10 785 14.8 44,3 57 18.8 33.3 31 13.1 18.8
+ 26 + 0.4 + 1.2 + 1 + 0.5 + 0.4 + 7 + 0.5 + 1.2
30 10 794 14.9 44.3 56 18.7 33.5 25 13.1 18.6
+ 32 + 0.5 + 1.5 + 2 + 0.7 + 0.3 + 6 + 0.4 + 0.9
100 10 798 14.8 44 .6 56 18.6 33.2 33 13.3 18.1
T+ 4 + 0.4 + 0.9 + 2 + 0.7 + 0.5 + 12 + 0.6 + 1.1
300 10 796 14,7 44.1 55 - 18.5 33.4 27 13.4 17.8
+ 21 + 0.3 + 1.2 + 1 + 0.4 + 0.4 + 38 + 0.5 + 0.9
1000 10 785 14.8 45.0 : 57 18.9 32.9 25+ 14.3xx.  18.8
-+ 26 + 0.4 + 1.0 + 2 + 0.6 + 0.6 * 5 + 0.5 * 1.5
Differential leukocyte counts (%)
Dose No. of WBC Neutro. Plat.
(mg/kg) animals (103/uL) Baso. Eosin. Stab. Seg. Lymph. Mono. Other 104/ uL)
0 10 70 0 1 0 20 78 0 0 134
+ 24 + 0 + 1 + 0 + 5 + 6 + 1 + 0 + 10
30 10 94x 0 0 0 15 84 0 0 139
+ 17 + 0 + 0 + 0 + 5 + 5 + 1 + 0 + 12
100 10 85 0 1 0 19 80 1 0 - 137
+ 21 + 0 + 1 + 0 + 8 + 9 + 0 + 0 + 11
300 10 81 0 1 0 16 82 1 0 137
+ 17 + 0 + 1 + 0 + 5 + 5 + 1 + 0 + 17
1000 10 97« 0 1 : 0 17 82 0 0 119%
_ + 24 + 0 + 1 + 0 + 5 + 5 + 1 + 0 + 13
Each value is expressed as mean*S.D.
x : Significantly different from control at 5% level of probability
xx ; Significantly different from control at 1% level of probability
) )

N
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Table 11 Blood biochemical findings of male rats treated orally with 3-methyl benzoic acid
in the combined repeat dose and reproductive/developmental toxicity screening test

Dose  No. of  LDH GOT GBT ALD > -GIP ChE T.P. Alb. 76 T-Cho.
(mg/kg) animals (IU/L) (1IU/L) (1u/L) (Iu/L) (IU/L) (1U/L) (g/dL) (g/dL) (mg/dL)
0 10 225 64 37 217 0.49 46 6.24 2.44 0.65 75
+'55 + 5 + 6 + 29  +0.534 + 20 +0.25 +0.38 +0.15 + 20
30 10 307 64 36 205 0.31 57 6.22 2.57 0.72 71
+100 + 7 + 5 + 31 +024 + 31  +0.18 40132  +0.15 + 18
100 10 271 64 37 223 0.47 54 6.33 9.43 0.63 84
+67 + 9 & 4 4+ 35 4030 4+ 1T +0.24 +0.38 +0.14 + 27
300 10 282 65 38 257%  0.62 39 6.25 2.74 0.79 78
+103 + 65 + 4 &+ 33 4048 4+ 13 +0.26 +0.29 +0.13 + 16
1000 10 196 7% 43 - 248 0.50 65 6.02 2.47 0.70 60
+ 38 + 13 + 8 4+ 32 4050 + 28 *+0.25 +0.35  +0.15 + 14
Dose No: of T.G. Glu. T-Bil. BUN Crea. ' Ca P Na K Cl
_(mg/kg) animals (mg/dL) (mg/dL)  (mg/dL) (mg/dL) (mg/dL) (mg/dL) (ng/dl)  (mEq/L) (mEq/L) . (mEq/L)
0 10 7 121 0.29 15.4 0.51 10.6 7.6 144 4.68 102
+ 25 + 17T 4003 +2.2 +007 +02 +08 + 1 +02 *+ 1
30 10 105 127 0.30 15.9 0.45 10.5 7.7 143 4.78 102
+ 50 + 26 +0.03 +1.7 +0.06 +03 +07 + 1 4029 £ 2
100 10 77 128 0.30 16.8 0.49 105 7.4 144 4.76 103
+ 23 + 18 +003 +33 +003 +03 +06 + 1 4032 + 2
300 10 99 127 0.28 15.3 0.49 10.5 7.6 144 4.74 102
+ 44 + 21  +0.04 +1.8 +£0.06 +03 +07 + L 4036 + I
1000 10 66 114 0.31 13.6 0.54 10.4 7.6 145% 4.66 102
+ 23 + 201  +0.02 423 4008 +03 +07 + 1 +024 4 2

Fach value is expressed as mean+S.D.
% : Significantly different from control at 5% level of probability
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Table 12 Incidence of necropsy findings of male rats treated orally with 3-methyl benzoic acid in the combined
repeat dose and reproductive/developmental toxicity screening test
Dose (ug/kg) O 30 100 300 1000
Fate TK FP (T) TK (T) TK FP (T) TK FP UC (T) TK FP UC (T)
Organs : Findings No. of
. animals 9 1 (10) 10 (10) 9 1 (10) 8 1 1 (0 8 1 1 (10
Abnormalities 0 o0 (0 0 (0) 0 0 (0) 0 0 0 (0 0 0 0 (0
TK : Terminal kill; FP : Failed to cause pregnancy, killed at the termlnatlon UC : Animal with unsuccessful
copulation, killed at the termination; : Total

)
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Table 13 Incidence of necropsy findings of female rats treated orally with 3-methyl benzoic acid in the combined repeat
dose and reproductive/developmental toxicity screening test
Dose (mg/kg) O 30 100 300 1000
Organs : Findings Grade Fate TK NP (T) TK ED (T) TK NP (T) TK NP UC (T) TK NP UC (T)
No. of '
animals 9 1 (10) 9 1 (10) 9 1 {10) 8 1 1 (10) 8 1 1 (10)
Lung : Red/black 8 1 (9 8 1 (9 9 1 (10) 71 1 (9 8 1 1 (10)
spot(s) + 1 0 (1)) 0 0 (0)) 0 0 (o)) 1 0 0 (1)> 0 0 o (o))
++ 0o 0 @M1 o MSWo 0 @O0 o0 o OO o 0 (07
Uterus : Placental - 9 1 (10) 9 0 (9 9 1 (10) 8 1 110) 8 1 1 (10)
remnant .+ 0 0 (O 0 1 (D 0 0 (0) 0 0 0 (0) 0- 0 0 (0
/bleeding .
Thymus : Red spots - 8 1 (9) 9 1 (10) 8 1 (9 7 1 1 (9 8 1 1 (10)
/area + 1 o (1) 0 0 (0 1 0 (1 1 0 0 (1 0 0 0 (0
Spleen : Elevated - 9 1 (10) g8 1 (9 9 1 (10) 8 1 1 (10) 8 1 1 (10)
areas + 0 0 (O 1 0 (1) 0 0 (0) 0 0 0 (0 0 0 0 (O
- : Negative; + : Slighti v++ : Moderate; TK : Terminal kill; NP : Non-pregnant, killed on 26 days after copulation;

UC : Animal with unsuccessful copulation,
the termination; T

: Total

killed at the termination;

ED :

Animal with embryonic death, killed at
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Absolute and relative organ weights of male rats treated orally with 3-methyl benzeic acid

Table 14
in the combined repeat dose and reproductive/developmental toxicity screening test
Dose of Brain Liver Kidney Spleen Heart Thymus Adrenal Testis Epidid.
{mg/kg) animals (2 (g (gl (gl
Absolute 0 10 . 2,15 13. 80 3.10 0. 83 .43 . 0. 34 3. 52 1. 50
£ 0.08 % 1.33 £ 0.25 #£0.10 + 0.07 =%0.08 +* 0.21 £0.14
30 10 2.06 13.85 3. 15 0. 89 1.43 0.34 52 1. 44
+ 0.10 1.87 £ 0.22 =£0.12 * 0.07 *£0.07 *-0.13 *+0.10
100 10 2. 11 .83 3.23 Q. 86 .48 0.38 .3 - 3.45 1. 46
+ .05 .55 £ 0.20 0.1l * 0.08 =*=0.0%5 .9 * 0.20 +=0.16
300 10 2.13 .62 3.05 - 0.82 .42 - g. 38 0‘ 3.65 1. 46
+ 0.1t .63 £ 0.21 *£0.10 + 0.12 =#0.11 S +* 0,25 £0.12
1000 10 2.06 .29 10 0.77 - 1.43  0.3S 4.8 .8 3. 31 1.35
o + 0.08 - .46 £ 0.31:-£0.08 + 0.12 =*0.06 2.2 .8 +0.19 =x0.13
Relative® G. i0 Q0. 44 2.72 .63 0.17 . 28 0. 07 2.7 .9 Q.71 Q0. 30
+0.03 + 0.22 * 0.06 =#% 0.01 £ 0.02 =*0.01 + 0.4 - + 0.07 £0.02
. 30 10 0. 41 2.73 0. 82 0.17 .28 0.07 2. & 0.69  0.28
+0.03 £ 0.18 #* 0.05 £ 0.02 =% 0.02 £0.0! + Q. -8 £ 0.08 =*=0.03
100 10 0. 42 2.73 - 0. 84 0. 17 . 28 0. 08 2. .4 0. 68 0.29
+ Q0. 04 + 0.17 #+£ 0.03 £ 0.02 =*= 0.02 =*0.01 + 0. .67 £ 0.07T =#£40.03
300 10 . 42 2.68 " 0. 80 0. 18 .28 0.07 2. .6 - 0. 72 0. 23
+0.03 £ 0.17 £ 0.03 + 0.0f 'x 0.03 =0.02 + G. .0 0.06 +0.03
1000 10 0. 44 "2.80 g. 65 0. 16 . 30 0.07 3. .7 .0.70 0. 28
#0.03 0.18 % 0.068 £ 0.01 = 0.03 =£0.01 + 0. .9 £ 0.03- +£0.03
Each value is expressed as mean % S.D.
@ : Relative organ weight per 100g body weight
% : Significantly different from control at 5% level of probability
’/*\ YN
\_J ./
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Absolute and relative organ weights of female rats treated orally with 3-methy! benzoic acid

Table 15
in the combined repeat dose and reproductive/developmental toxicity screening test
Dose Brain Liver Kidney Spleen Heart Thymus Adrenal
(mg/kg) animals (g) (g T o(g) €9 (g (g) (mg)
Absolute 0 1.87 .62 1. 88 66 .04 27 .4
+ 0.09 .26 £0.14 £0.07 £ 0.03 =£0.06 .Q
30 . 99 . 45 2. 04 0. 69 .03 0. 27 .9
+ 0.07 .26 *#0.23 £0.08 £ 0.07 =£0.05 < .3
100 . 94 .85 2.08 0. 85 .08 .28 .7
+ 0.07 .21 x£0.13 %£0.10 = 0.08 =*£0.05 .2
300 1.93 .22 2. 04 0. 66 .08 0. 26 . 8
*+ 0.08 .66 *0.13 £0.08 = 0.08 =#£0.04 . B
1000 1.92 .85%x 2,18 0. 65 1.08 0. 25 .6
+ 0.08 .42 #0.22 £0.07 £ 0.03 =£0.06 = .2
Relative@ 0 0. 55 4. 04 0. 55 0.18 0. 29 0.07 . 4 .2
- . + 0.02 % 0.23 =£0.02 '£0.02 £ 0.01 =£0.02 = 0.8° .Q
30 0. a6 4.02 0.57 0.19 0. 28 0.08 .5 T
= 0.04 £ 0.289 #£0.05 £0.03 £ 0.02 =£0.01 x 0.5 . 2
100 0. 33 3.92 . . 59 0.18 0. 30 g. 08 .6 .0
# 0.03 £ 0.28 £0.04 £0.02 £ 0.02 £0.01 =% 0.4 .3
300 Q.53 4,19 .56 0.18 Q.28 0.07 .0 .2
0.03 £ Q.45 .03 £0.02 = 0.01 =#£0.01 == 0.8 .7
1000 0. 53 '4.85%x (.60 0.18 .30 0.07 4 .0
G. 04 0. 23 05 #0.02 #+ 0.01 =*0.02 =+ 0.7 .8

Each value

is expressed as mean = S.D.

@ : Relative organ weight per 100g body weight

NOR ¢

Significantly different from control at 1% level of probability



Table 16-1 Incidence of histopathological findings of male rats treated orally with 3-methyl benzoic acid in the combined repeat
dose and reproductive/developmental toxicity screening test

Dose (mg/kg) O 30 100 300 s 1000
Organs: Findings Grade Fate TK FP (T) TK (T) TK FP (T) TK FP UC (T) . TK FP‘ uc (m
No. of
animals 9 1 (10) 10 (10) 9 1 (10 8 1 1 (10) 8 1 1 (10)
Heart : Myocardial degeneration/ - 7 1 (8 - — 1 (1) - 0 1 (D 8 0 1 (9
fibrosis 2 0 (2 - — 0 (0 - 1 0 (1) 0 1 0 )
Cellular infiltration, - 9 1 (10) ~ - 1 (1 - 1 0 (M . 8 1 110
neutrophil, focal + 0o 0 (0 - - 0 (O - 0 1 (1 0 0 0 (0
Lung : Mineralization, artery - 7 1 (8 - - 1 (D - 1 0 (1 6 1 0 (7
+ 2 0 (2) - - 0 (0 - 0 1 (1 2 0 1 (3
Metaplasia, osseous - g 1 (10) - - .1 (D - 1 1 (2)., 7T 11 (9
b - S+ 0 0 (0 - ~ 0 (0 -0 0 (O 10 0 (D
Accumulation, foam cell - . 9 1 (10) - - 1 (D — 1 1 (2) ‘ 7 1 1 (9
0 0 (0 - —~ 0 (0 — 0o 0 (O 1 0 0 (v
Liver : Degeneration, fatty, - 9 1 (10) -~ - 1 (D - 1 1 (2 7 1 1 (9
hepatocyte, periportal + o 0 (0 - - 0 (0 - 0 0 (® 1 0 0 (1
Necrosis, focal - 9 1Q0 - - 1 (D - 1 1 (2 7 1 1 (9
- 0 o0 (O — — 0 (0 - 0 0 (0 I 0 0 (1)
t . .
En Microgranuloma - 7 1 (8 - - 1 (D - 0 1 (U 5 1 0 (8)
- 2 0 (2 - - 0 (0 - 1 0 (U 03 001 @)
o
© Kidney: Hyaline droplet, proximal - 0 0 (O — - 0 (@ - 0 0 (o 0 ¢ 0 (0
- tubular epithelium + 9 1 (10 - - 1 (D - 1 1 @ 8 1 1 (10)
[am] .
< . .
z - : Negative; + : Slight; — : Not examined; TK : Terminal kill; FP : Failed to cause pregnancy, killed at the termination;
UC : Animal with unsuccessful copulation, killed at the termination; T : Total '

SN e
() - O
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Incidence of histopathological findings of male rats treated orally with 3-methyl benzoic acid in the combined repeat

Table 16-2
dose and reproductive/developmental toxicity screening test
Dose(mg/kg) O 30 100 300 1000
Orgaﬁs: Findings Grade Fate TK FP (T) TK (T) TK FP (T) TK FP UC (T) TK FP UC (1)
No. of
animals 9 1 (10) 10 (10) 9" 1 (10) 8§ 1 1(10) 8 1 1 (0)
Kidney: Eosinophilic body, - g8 1 (9 - - 1 (1 - 0 1 (1 g8 1 1 (0
(conti- proximal tubular + 0 0 (O)) - - 0 (0)) - 1 0 (1)) 0 0 O (0))
nued) epithelium ++ 1 0 () — - 0 (0“(0) - 0 0@ o o 0 O
Cyst, solitary/multiple - 8 0 (8) - - 1 (1 - 1 12 7T 0 1 (8)
: + 1 1 (2) — - 0 (0 - 0 0 (0 1 1 0 (2
Cast, hyaline - 8 1 (9 — - 1 (1 - 1 1 8 1 1 (10)
1 0 (1) — - 0 (0 - 0 0 (0 0 0 0 (0
Cellular infiltration, - g8 1 (9 - - 1 (D - 1 1( 71 1 (9
lymphocyte, cortex + 1 0 (1) - - 0 (0) - 0. 0 (0 1 0 0 (1
Mineralization, cortex - 8 1 (9 — - 1 (D - 1 1 (2 8§ 1 1 (10)-
+ 10 (1) - - 0 (0 - 0 0 (0 0 0 0 (0
Basophilic tubules - 6 0 (&) - - 1 (D - 0 1 (1 4 1 1 (6)
+ 3.1 (@ - - 0 (0 - 1 0 (1 4 0 0 (4
Fibrosis, cortex 8 1 (9) - - 1 - 1 1 71 1 (9)
1 0 (1 - - 0 (0) - 0 00 1 0 0 (1
Testis: Dégeneration, gern cell, - 9 1 (10) - - 1 (1 - 1 12 8 1 1 (8
focal, unilateral + 0 0 (0 — - 0 (0 - 0 0 (0 2 0 0 (2
Epididymis: Granuloma, spermatic 9 1 (10) - - 1 (1) - 1 12 7 1 1 (9
) + 0 0 (0) - - 0 (0 - 0 0 (0 1 0 o0 (1)
- : Negative; + : Slight; ++ : Moderate; — : Not examined; TK : Terminal kill; FP : Failed to cause pregnancy, killed at

the termination;

UC : Animal with unsuccessful copulation, killed at the termination;

T :

Total
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Table 16~3 Incidence of histopathological findings of male rats treated orally with 3-methyl benzoic acid in the combined repeat
dose and reproductive/developmental toxicity screening test

Dose(mg/kg) O 30 100 300 © 1000

Organs: Findings Grade Fate TK FP (T) TK (T) ™® FP (T) TK FP UC (T) TK FP UC ()
No. of :

animals 9 1 (10) 10 (10) 5 1 (10) g8 1 1 Qo 8 1 1 (10)
Epididymis: Cell debris, lumen, - 9 1 (10) - - 1 (D - 1 1 (2 7 1 1 (9
{continued) unilateral + 0o 0 (O - - 0 (0 - 0 0 (0 1 0 0 (B
Prostate : Inflammation - — 1. (D - - 1 (1) - 1 1 (2 - 0 1 (U
- 0 - - 0 (0 - 0 0 (0 - 1 0 (D
Thymus : Hemorrhage - 8 1 (9 - - 1 (U - 1 1 (2 7 1 0 (8)
: . + 1 0 (1) - = 0 (0 - 0 0 o 1 0 1 (2
‘Spleen : Hematopoiééis, : - 0 0 (0 — — 0 (0) o= 0 0 (0 0 0 0 )
extramedullary + 9 1 Q0 - - 1 (1) - 1 1 (2) 8 1 1 (10
Deposit, hemosiderin - 0 0 (0 - - 0 (0 - 0 0 (0 0 0 o0 (0
+ 9 1 (10 — — 1 Q) - 1 1 (2 8 1 1 (10)
Fibrosis, capsule - 8 1 (9 — - 1 (1) - 1 1 (2 71 1 (9
+ 1 0 (D - - 0 (0) - 0 0 (0 1 0 0 (D
~ ¢ Negative; + : Slight; — : Not examined; TK : Terminal kill; FP : Failed to cause pregnancy, killed at the termination;

UC : Animal with unsuccessful copulatlon, killed at the termination; T : Total
No abnormalities were detected in the urinary bladder, pituitary, adrenal bone marrow and brain from anlmals of control and

.1000mg/kg groups, and FP and UC animals, and in the prostate and seminal ve31cle from FP and UC animals.
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Table 17-1 [ncidence of histopathological findings of female rats treated orally with 3-methyl benzoic acid in the combined repeat
dose and reproductive/developmental toxicity screening test

Dose(mg/kg) O 30 100 300 A 1000
Organs: Findings Grade Fate TK NP (T) TK ED (T) TK NP (T) TK NP UC (T TK NP UC (T)
No. of
animals 9 1 (10) 9 1 (10 9 1 (10) 8 1 1 (10 8 1 1 (10)
Heart : Myocardial degeneration - 8 1 (9 - 1 (1) - 1 (D - 1 1 (2 7 1 1 (9
/fibrosis + 1 0 (1 - 0 (0 - 0 (0) ~ 0 0 (0 1 0 0 (1)
Lung : Cellular infiltration/ 7 1 (8 0/1* 1 (1) - 1 (D 0/1* 1 1 -(2). -. 1 1 (9
hemorrhage ' + 2 0 (2) ) 1/1- 0 ) 0 (0 ) 1/t 0 0 (1) D 0 0 (0) )
++ 0 0 (0~“(2)0/1 0 (o) (1)— 0 @-@o/1 0 0 O 1 0 0 (LW
Mineralization, artery - 7 1 (8) - 1 (1) - 1 (D /1 1 1 (3) 8 1 (9)
+ 2 0 (2 - 0 (0 - 0 (0) 0/1 0 0 (0) o 1 0 (1)
Accumulation, foam cell - 8 1 (9 - 1 (n - 1 (1 /11 1 3 -~ 6 1 -1 (8
+ 1 0 (L - 0 (O - 0 (0 0/1 0 0 (0) 2 0 0 (2
Liver : Degeneration, vacuolar, 9 1 (10) 9 1 (10) 9 1 (10) 6 0 1 (7) 2 0 1 (3)
hepatocyte, + 0 0 (0)) 0 0 (O)D 0 O (0)) 2 0 o (2)_) 4 1 0 (5)) )
periportal ’ ++ 0 0 (7() 0o o (@M@ o0 0 @706 1 0o (V7B 2 0 0 (27N
Necrosis, focal - 7 1 (8) 9 1 (10) 9 1 (10 g8 1 1 (10) 7 1 1 (9) '
+ 2 0 (2 0 0 (0 0 0 (0 0 0 0 (M 1 0 0 (1
Microgranuloma - 9 1 (10) 9 1 (10) 8 1 (9) 8 1 ¥ (10) 8 1 1 (10)
+ 0o 0 (0 0 0 (0 1 0 (1) 0 0 0 0o 0 0 (0
Kidney: Cellular infiltration, 8 1 9 - 0 (0 - 1 (1) -~ 1 1. ( 8 1 10
lymphocyte, cortex + 1 0 (1) - 1 (1 - 0 (O - 0 0 (0) 0 0 0 (0
— : Negative; + : Slight: ++ : Moderate; — : Not examined; TK : Terminal kill; NP : Non-pregnant, killed on 26 days after copula—
Animal with embryonic death, killed at the termination;

tion; UC : Animal with unsuccessful copulatlon killed at the termination; ED :
T: Total; a : Examined the animal with macroscopical abnormalities in the lung
¥k : Significantly different from control at 1% level of probability
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Incidence of histopathological findings of female rats treated orally with 3-methyl benzoic acid in the combined repeat

Table 1[7-2
dose and reproductive/developmental toxicity screening test
Dose (mg/kg) O 30 100 300 1000
Organs : Findings Grade Fate TK NP (T) TK ED (T) TK NP (T) TK NP UC (T) TK NP UC (T)
No. of
animals 9 1 (10) 9 110 9 1 (10) 8§ 1 1 (10) 8 1 1 (10)
Kidney : Mineralization, - 8 1 (9 - 1 (1 - 1 (1) - 1 1 (2) 71 1 (9
{conti- cortico—medullary + 1 0 (1) - 0 (0 - 0 (0 - 0 0 (0 1 0 (1)
nued) junction
Basophilic tubules - 8 1 .09 - 1w - 1 @® -1 0 71 1 (9
+ 1 0 (D - 0 (O - 0 (0 - 0 1 (D 1 0 0 (1
Uterus : Hemorrhagic necrosis, - - 1 (1) - 0 (0 — 1 (1) - 1 1 (@ - 1 (2)
placenta 4+ - 0 (O - 1 (VD - 0 (0) - 0 0 (0 - 0 0 (O
Inflammation - . - 1 (D - 1 (1 — 0 (0 - 1 1 @ - 1 1 (2
endometrium ++ = 0 (0 - 0 (® - 1 (D -0 0 (O = 0 0 (0
Adrenal: Necrosis/ - 9 1 (10) - 1 (1 - 1 (1 - 1 1 @ 8 0 1 (9
mineralization, ++ 0 0 (0 - 0 (O - 0 (. = 0 0 (0 0 1 0 (D
cortex, unilateral
Thymus : Hemorrhage - g8 1 (9 - 1 (1 0/1* 1 (1) — o/1* 1 (1) 8 1 1 (10)
- + 1 0 (D - 0 (0 1/1 0 (1) - /1 0 (D 0 0 0 (0
Spleen : Hematopoiesis, - 0 © (0))(9) 0/1* 0 (0) )(2)— 0 (0) )(1)— 0 0 (0))(2) 0 0 0 (0 3(9)
extramedullary + 8 1 (9) /1 1 (2) - 1 (b - 1 1 (2 7 1 1 (9)
++ 1 0 (D 0/1 0 (0) - 0 (0 - 0 0 (0) 1 0 0 (1
Deposit, hemosiderin - 0 0 (0) 0/1 0 (0) ~ 0 (0) -0 0 0 0 0 (0)
I 9 1 (1) T 1/1 1 (2) - 1 (D — 1 1 (2 8 1 1 (10)
Hyperplasia, lymphoid - 9 1 (10) 0/t 1 (1) — 1 (1) - 11 (2 8 1 1 (10)
cell + 0 0 (0 /1 0 (1) - 0 (0) - 0 0 (0 0 0 0 (0
— @ Negative; + : Slight; ++ : Moderate; +++ : Severe; — : Not examined; TK : Terminal kill; NP : Non-pregnant, killed on 26 days

after copulation:

the termination; T : Total;

a :

)

UC : Animal with unsuccessful copulation, killed at the termination;
Examined the animal with macroscopical abnormalities in the spleen or thymus

N
/

ED : Animal with embryonic death, killed at

N
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Table 17-3  Incidence of histopathological findings of female rats treated orally with 3-methyl benzoic acid in the combined repeat dose

and reproductive/developmental toxicity screening test

Dose(mg/kg) O 30 100 300 1000
Organs: Findings Grade Fate TK NP (T) TK ED (T) TK NP (D) TK NP UC (T) TK NP UC (T)
No. of .
animals 9 1 (10) 9 1 (10) 9 1 (10) 8 1 1{(100 8 1 130
Skin : Hyperkeratosis, focal - - = - = - - o/1*— — (0 . - - -
+ - - - - - - /1 — — (1) - - =
- : Negative; + : Slight; — : Not examined; TK : Terminal kill; NP Non-pregnant killed on 26 days after copulation;
UC : Animal with unsuccessful copulation, killed at the termination; : Animal with embryonic death, killed at the termination;

T : Total; a : Examined the animal with macroscopical abnormalities in the skin
No abnormalltles were detected in the urinary bladder, pituitary, adrenal, bone marrow and brain from animals of control and 1000

mg/kg groups, and NP, UC and ED animals, and in the ovary from NP, UC and ED anlmals
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Reproduction results of rats treated orally with 3-methyl benzoic acid in the combined repeat

Table 1 8
dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 30 100 300 1000
No. of pairs mated 10 10 10 10 10
No. of pairs with successful copulation 10 10 10 9 -9
Copulation index (%) 100 100 100 90 90
Pairing days until copulation(days, Mean=®S.D.) 2.2+1.1 2.2+1.0 2.1x1.1 2.4%1.2 1.9%+1.1
No. of pregnant females 9 10 9 8 8
Fertility index (%) " 90.0 100 90.0 88.9 88.9
No. of corpora lutea (Mean=®S.D.) N 19.3+2.3 - 'llai&Q . 19.4%3.8 17.5%3.0 17.9%2.2
No. of implantation sites (Mean=S.D.) 17.842.5 152454  15.9%3.5  16.044.0 = 16:6%3.2
Implantation index (% MeantS§.D.) 92.2+9.5 81.9%27.5  84.4%£23.2  90.3%x14:0  93.5*15.7
No. of pregnaht femates with parturition 9 9 9 8 | 8
Gestation length (days, MeantS.D.) 22.6%0.5 22.6+0.5 22.7+0.5 22.8%0.5 22.6+0.5
No. of pregnant females with live pups 9 9 9 8 8
Gestation index (%) 100 90.0 100 100 100
No. of pregnant females with live pups on day 4 9 9 9 8 8

. of pairs with successful copulation/No. of pairs mated) X100
(No. of pregnant females/No. of pairs with successful copulation) X100
(No. of females with live pups/No. of pregnant females) X100

~~
=
[=]

Copulation index
Fertility index
Gestation index

toton
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Litter reaﬁlts of female rats treated ora;ly with 3-methy!l benzoic acid

Table 19
in the combined repeat dose and reproductive/developmental toxicity
screening test
Dose (mg/kg) 0 30 100 300 1000
No. of pups born 16.4+ 2.9 15.9%f 2.8 15.0% 3.7 14.6%f 3.4 14.3x 3.2
Delivery index (%) 92.1+ 7.3 94.4%+ 5.8 94.6x£10.1 92.2+ 4.8 85.4+ 8.5
No. of pups alive on day 0 of lactation
Total 16.2%+ 2.9 15.7 2.3 14.8% 3.7 13.6+ 3.6 13.3+ 3.2
Male 8.2+ 2.3 8.3+ 2.9 7.0 2.3 6.9+ 3.2 6.8t 3.2
Female 8.0+ 2.2 7.3 2.4 7.8+ 2.3 6.8t 2.1 6.5+ 3.2
Live birth index (%) 98.7 2.7 ‘98.9i 3.2 98.6x 2.8 94.0%+14.4 92.9+ 8.1
Sex ratio (Male/Female) 1.03 1.17 0.90 1.02 1.00
No. of pups alive on day 4 of lactation
Total 16.0% 3.1 15.7£ 2.3 14.7 3.6 13.6% 3.6 12.8% 3.0
Male 8.0+ 2.3 8.3+ 2.9 . 7.0+ 2.3 6.9+ 3.2 6.6+ 2.9
Female 8.0 2.2 7.8 2.4 7.7 2.3 6.8t 2.1 6.1 3.2
Viability index (%) 98.5%x 4.4 100 £ 0 99.4+ 1.8 100 £ -0 g6.7+ 5.0
Body weight of live pups (g)
on day 0
Male 7.8+ 0.9 7.3+ 0.6 7.5+ 0.7 7.6+ 0.7 6.7 0.6
Female 6.9+ 0.9 6.9 0.5 7.1 0.7 7.3+ 0.8 6.2+ 0.6
on day 4 _ _
Male 11.6% 2.0 11.6x 1.2 12.3+ 1.9 12.9£ 2.1 11.0*+ 1.5
Female 11.3£ 1.9 10.8% 0.9 11.7% l.8 12.3% 2.3 10.2%X 1.3
Delivery index = (No. of pups born /7 No. of implantation sites) X100
Live birth index = (No. of live pups on day 0 / No. of pups born) X100
Viability index = (No. of live pups on day 4 /7 No. of live pups on day 0) X100
Sex ratio = Total No. of male pups / Total No. of female pups

Each value

is expressed as Mean * S.D.,except sex ratio
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Table 20 Incidence of external findings of rats treated orally with 3-methyl benzoic acid in the
combined repeat dose and reproductive/developmental toxicity screening test
Findings Dose(mg/ke) 0 30 100 300 1000
External No. of pups examined 147 143 135 117 111
No. of pups with external anomalies
0 1 0 0 0
(0) (0.5+1.6) (0 0 )
External anomalies
Vestigial tail
0 1 0 0 Q
(0) (0.5+1.6) (1)) 0 0)
() : No. of pups (Mean+S.D. of individual litter percentages)
O O
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Table 21 -1 Incidence of visceral findings of rats treated orally with 3-methyl benzoic acid in the
combined repeat dose and reproductive/developmental toxicity screening test ’

Findings Dose (me/ke) 0 30 100 300 1000

0 1 0 0 0
® (0.5%1.6) (0 (0 (0) .
Visceral anomalies |
~ Multiple anomalies® :
0 1 0 0 0

(0) (0.5£1.6) (0) (0) ()

() : No. of pups (Mean+S.D. of individual litter percentages)
a : Fused kidnev and testicular hypoplasia
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Table 21 - 2 Incidence of visceral findings of rats treated orally with 3-methyl benzoic acid in the
combined repeat dose and reproductive/developmental toxicity screening test
Findings Dose(mg/ke) 0 30 100 300 1000
Visceral No. of pups examined 147 143 135 117 109
No. of pups with visceral variatians
2 6 4 10 11
(1.2+3.7) (3.8%+5.0) (3.7x7.4) (7.9+£8.1) (9.4+7.4)
Visceral variations
Thymic remnant in neck
: 1 2 . 4 10 A 3
(0.6%1.9) (1.4+2.9) 3.7£7.4) (7.9+8.1) (2.5+3.5
Persistent left umbilical artery
1 4 0 0 . 7
(0.6+1.9) (2.4+3.9) ()] 0 (6.1+6.0)
Dilatation of renal pelvis
0 0 0 0 1
0) (0) (0) 0) 0.7+2.1)

() : No. of pups (Mean+S.D. of individual litter percentages)

7N

)
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