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4. EH

1,2,45-XB T N T AR UBED 0 (RHBEE: 0.5 wv% A F L —ABIK) |
100, 300, % ® 1000 mg/kg % . Sprague-Dawley 5% SPF 7 » b+ OBEIZITAIELRT 14 B E
RUOZEHHE 2@ L CHRATE (42 BRE) T, MEIZIIZZERRT 14 B R OREHM
TR 2B LTI 4 HET (41~46 BRE) REL. RERSEHEROER
HEABHERF LI, B2, 0 KT 1000 mg/kg W EEIZOWTiL 42 BREIRE L2k,
14 BEOEE#IB 23R, EHEoFTHELZRET L,

1) REEHREEH

HA—ReREBOBR, BiERE, BANE, BRESEORAIE. KE, HEE,
RBE (BAEEZET) . MKERE., IEEFRE. SEEERUOHIRETRICKR
MERSICLHZEBIIRO LN o7,

—BIREETIX, 1000 mg/kg B EBEOMRETCHRERA LN, FEFERETIR, &S5
HIFR TRHREIZB VT, 1000 mgkg 5B OO E TRABGORE LRITBIAHEN
Hohlz, ZOEIZE, KREICXL Y AEERA LT,

2) EREESN

R, REETICELLEER, RER, BRERRUOZBRBICEIEBRDEREOR
BIIBb ool BT, HER, HRHM. BEK HREK. KRR XKE
RE, HAERK HAERRUELCERVEREOZEIFEDONT, BAHFETO
RIARBIZHLEEIRD Mo T,

HAERTIX, SRBE, HERROER 4 BOBERVDER 4 BERFTRARVCER
RIZERWEREIZLDEMEIRBD O R0 T,

INHLDERND, 1,245-_XV BT NI ANVFVBBOREBERESHEICTIER
SR IIMERE S 1T 300 mg/kg/day, AEFEFRAEEM I LTRSS R OB Xt
THEZEEIIVTN Y 1000 mg/kg/day & HETF L 7=, 1000 mg/kg EHTRD b
BOBERABR TORFE LK OBERIITFFEENTD b,
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5. 1%

il

REEFBAERROHBEFEEER LEWHELESMREOREIZLY | 1,245~
BT R IFINRBOTy FEAVWERIRECLIRERSEE - EHERESEE
HERREEBL DT, TORBERET S,

eB, ARRIIUTOEELETFTL, VA T BCBERLT, KKKV Y
Y—FrF—TEMBL,
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6. HEBHHERUAE

6.1 WERHERUEHE
6.1.1 HEmE

1,2,4,5-_F 5 T AR VEEE
UTofE#eE bz Ihi (BHEED

ZAp

CAS &5

BER TR
STE

ol

N
REH

AFE
REFET %
RIFGRT

REOWLE

6.1.2 LAV N
1) &%
oy NEE
Bk
BIEE
REFE
RIS
2) &
oy hEE
A&
BEE
REFIE

1,2,4,5-_ BT T R B
1,2,4,5-Benzenetetracarboxylic acid
89-05-4

CeH(CO,H),

254.15

99.9%

BEHR
BERBRK TRICHERYEREZT CTHELZRR L
MR, BREMCRHERX > (RFER2) .
2 kg :
iR (FFAME : 1~30°C, FHEHFIE : 12~24°C) | IR
HESGHFERT HRYERGFEROE | FFRHR 2 K
BRMERRE
WRWE 5 g »REREE UCHEBEMER #BRYD
BREZBIREFE L, SrHIC/NGT LEEREITESE
L. BMRABRKTHROBREILIT T

EHL 72,

BEST K

6G00

HAERH

BRRAESHKREUETE

=R

BB HSEET 5 1 B R 2 SR B A=
AF i —2R 400cP (LT MC LBET)
ASN6984

A3 ,

FEMER TSt

=il
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RIS : HBSBHIEET 5B 1 BP9 2 R EARE

6.2 MWMEREDIAR
6.2.1 1-27 N HE- )

LEEDOMC 2L, ENAKICERE, ARATVY U F—IZB L, BICESAK
ZZMZT0.5wvY% MCEERZFAR L 7=,

6.2.2 BERAOHAMRURESL %
BREZLIILEEREOHEBRMEZRE L, B E H\ T 0.5 wivi% MC B THE
%, ARV U —ZB L, BICBEEZMNZ THREDERE (20, 60 & U 200mg/mL #&)
PR L7z, BT 8 HEIC 1 B EOBEE TITV, RS CEXER Bard
ZHE) W ANTEHIER (WEEN, EAIE : 2~5°C) CHREL. HHMMIERICEL
oo BRIRITBAKEDO LN H D (FBK, R——F A NE) [CRINEETEALS L
77

6.2.3 HEREDREM

AYEHRWE D 2 KU 200 mg/mL (A : 0.5 wiv MCYEIR) 13, EELARR TIlHIE
Bt (MRERN) 8 BERRFR., BR24FMIIRETH D Z L BERRSHERY Y —F
BUF—THEREINTWD (RMAER 3, RBRES : A-2007) .

6.2.4 BERBEDRE - 19— 1R

HEORESE 1 # L BREEKBICAVIFRERICOVTHRRASHER Y Y —F &
Z—HBRGZERT CRIEEBIZ IO o Lz, FOHKE, FREKR L bICRTFHEIC
X7 2EBRYE DOFIAIT 98.0~102.0%, C.VEIZ3I%LUTTHY ., WIhbHFAE&HE
P GREE - OMEICX T 2E6 ; 100£10%, C.V.: 10%LLTF) Thol (RFTEHR4,
5

[0 7E ot S AR KM
EE : =N AFEHENSTT
AR : 1,2,4,5-_XVB T BT AR R
oy hEE : 6S27M
HREFIE : EiR (rAME : 1~30°C, EHIE : 18~24°C) . BEFT
RTFBAT : HER G HRYERFERCELCERREDE

RAFERT

[ E E B O FE R

UToORIZHEY, FBEOHRIERAL (£, . TERMNOER) 2~/ XF v I R%
— 7 —CHBLEAOTHBEITZ%., n=1 T OERL, BERLUEAEREELL
TOFEMEIZHED, 1 IRFRIZ 0.5 wv% MCEBBEZRAWT, £, 2KRAFRIZIA Y /) —

14



R-961

NERBOTHRL TRIEZERNRBZRAM L 72, 2B, 2 RERFT 1 KRz~
TRF v I RF =T —THEELRP ORI LT,

N 1 KAR 2RAR
A REE EAE RoE AR ARE
(@) (L) (mL) (ml)
20 1 10 0.5 20 400
60 1 30 0.5 20 1200
200 0.5 50 0.5 20 4000
[ SRtk
W S e BE R E S R
HIE 1 & o 291 nm
*t FREEH : BEARFIRK
T : lecm AZEEL
[HIEEDEH]

BERBHSEORNEL 3 E, MEENREORELZZRER 1 ETHOHEL,
UToORICLEVAIERBRD 1,2,45-_ ¥ F NS HURVEBREBEZ RO,

BERE T 1,2,4,5-_0 Y5 b5 ARV BBE (mg/ml) = & X AxF _TiF_
Qt : BIEERRED 1,2,45-REB T b T ANVRVBORLE
Qs : EHERBNAED 1,2,4,5-XVE T N T ANVE U BOEHRICE
A EERBESETD 1,2,4,5-_0B T T ANKUBREBE (ug/mL)
F : fiR=x

6.3 HEREMM

Sprague-Dawley & SPF 7 v b (Crl:CD(SD), BAF ¥ —/nL R - U N—rX&th, E
AEFABELZ—) HHES 70C% BB TAFEY L, 14 BROBE - BULREET Z1T-
Teo ZOM., —RRECEE ML BRECBEE2E) | REAERCHEMH
BRE (REMMKTHO 9 BRE) ZEIC, BX—BRE, #HX—RREBROEARIC
FNENEREN L BEENPBEFRE SSILABIR L, 10 @8 TREICEM L,
£ 5 BAAAEE D (R EE T I T 342 g~400 g, MEIE 213 g~260 g TH o 72,

RB. BOTEBESTYE (REBBOA) OBREBEICLYEIHEL., £EEOFY
RERTEZETHEL 25 L5 FBIZEMTE, BEORGTiZarYa—F2H
Wiz ey 7EBEEVERLSMEBEDCHRASDYE (Tuny /EBETLERKELE
L., RBRERVCHENOREEES 2 EELICERE TR) TiTo7z, BESTILERIAS
ni-Emo S b, MITELBEME LT 152 kEERAD LT, # 15X —7 LIEE
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FRET CEEFE ST, B, AT L ELBHESMIIFET 2 LTk ) TETS
ZHERORVEHNRRD N7z, REBBK TR —T VIEREBET TR
HIEX BT,

¥ . RRHEZBCKEY., DR ERITHEL LI T0ETHo e, ERICRMAES 73 EAKMA
Inik,

6.4 HEEHE

BWix. IBEE 20~26°C, FfEXHEE 36~60%, #X[EEX 1R 10~15E, BB 18 12
B (07:00~19:00) OEMFER HFEES 302 5%) TV 77y FRE&BERHE
7 —¥ (W250xD350xH200 mm : BAY —O%REtt) CREBIC, 3SECHAR b idmEme
FZ1EOFH2IEERAE LT, 228, HR17B2HBHL 5 BE TR, K (UL b7
L—27  BERF ¥ —/L R« UR—REME) 2ANTZTIRAFy IBza -
(W340xD400xH185 mm : HAZ L 7 RS ICEBNICINE L7z, ST NMF &
¥ (BE : )= ZAVBRTEKERXSHE, 2y FEE 061214, 070115) 2R T~
VARG E AW TEHICER I ®, fREVKIIAGEKR (HEBEGETHEKEK : &K
AR 2BEHRICERSEE,
FRROBAMESIZOWTIIFERALZa y MI2WT, BHEEABARRERSTE
VE—TERLESTREREAFZL, FRICoWTEK, BABABRERRRSTE L
—TEHN (E6E) ITEMLIESTRREATZ L, EDKIZOW T, KEEIZ
WML KRKEOS T2 REBRBRE L ¥ —BRXSICEY (F4ED ITEKEL,
FEREAF L, Inb0T—ZIzX vkl 8B R UK OIRAYE S RBRAK
BB EEZDWEEORWI LEHERL., STREEOELEREL,

6.5 EYDHZ

B OBEEIIATRINBMRAERE L 1 T o7z, BT HRIZ, SEr—Y
CHILRZES T LI —V 7~ &), RARES, RERK, REE, 5 99
HE, BEES, YIRTER (EROBERVCEEROMRE) | KBKLE (EHOMH
) RUOoE (EBHOM) 2BAEL L,

6.6 BE5HER. BEHARRUBRESRYAECICEEARBE Th o> DORIRES

B EZHIX, OECD Guideline for Testing of Chemicals 422 IZ# U, A& 5 %2 &ER
L7, BREMMIZ., EHOEROREEBEOME CRALAT 14 B, ZEHM 14 AR
ORECHIRETH 14 BEIO 42 B, EEHOMETAERT 14 B E., KEHF &K Uik
MzZBLTHEALIBETD41~46 B & LT,

EEHRIXEEFEOMBEIZ OWT, #EKTHR 4BME L, ZOBKREL, 8E%
1To 7=,

16
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6.7 ¥E5H%

BEFERZ, TowmEOROB/ECELT—HRORBRHRO®REL L, BREFE
X5ml/kgEEL L .7V TAEY T AW THRBIRORSE L7 (07:58~12:16,
el BRERECSRP ThHoBWIL, HETHRD 17:03~17:19 IR E LK) ,
SRREEICITEEE (0.5 wiv% MC IRIR) éﬂﬁ% HRE L, BRI OBREREIIES
DHREXEBICEH Lz, 2B, MOER 7 BUBRICOWTIXEE 7T B ORELZEE
WWEH LT,

6.8 BEBRUHBE

5 81% 100, 300 XU 1000 mg/kg & L, ZHICKHBEEZINZ 4 B E LTz, 1
BHY7- 0 oI TR 0SB CHMES 12 1T, BER I BE R OE B B CHERES
SPLe L7, BEREER1LICFR L,

F1.HEEEE
g | ROR | BRBRE |, S L
(mg/kg) | (mg/mL) Bk BYES B BmES
. HE 12 1001~1012 5 1013~1017
Xt R B 0 0 i 12 1101~1112 5 1113~1117
i3 12 2001~2012 - -
fEmERe | 100 20 | 12 2101~2112 - -
. ®| 12 3001~3012 - -
TRERE | 300 60 M| 12 3101~3112 — -
S | 12 4001~4012 5 4013~4017
mAERE | 1000 200 w12 4101~4112 5 4113~4117

6.9 EBEEDHREIRN

FIZEMLEM1,2,45-_VFoTF FSAAVRUVBOT v F AW 14 BRIRERAD
BEEHRAR (PHERAR) | (B5E: 100, 300 XU 1000 mg/kg, BHRASHEARY U H
—FEF—RBRES : C-R070) TiE, METHENRA LN, KEHEBIZERID
R, BERETH-1ED, LEdo T, ARBR TIITHABRRRIC 1000 mg/kg &
mAREL L, LUFALK 3 THRLT300 XU 100 mgkg D 3 HEEZRE LT,

6.10 HRRUVBRED A X
BB OBERIITRO®@Y & LT,
B &Gpata A CREHE 1A

ARV E R0 H
RRFETICE L B c RECBHEH A OB & L CEE
IR T H :FH.0H

Bl A (5 HIMETORRA) EEFIH

17
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6.10.1 — IR E DT

EEECOVT, REHMFTIIER 3\ (BE5/1, REERRTRSH 2REK) |
EEHRTIEER 1 E (FalP) . EhEhEAR, KRERE, B8, TBRUHRE
MOREREDO—RRELBE LI,

6.10.2 HHT—RREBORE., #HEERE. BHRUERXEHEDAIE
FMe—RREOBRIX, REBMAEIC 1E. £FKIZONWTITo R, £z, £8
OREIREHM P ER 1 B, HIXREAMES PR ICER 1B, EREE S R OEL
HEIIEESNEZR R, 7. 14k U208, #IL4B) TZENRENUTo, 22
B, MEEIIE S B E TIZ2fIIcZRARD bz iz ORI o OB IXEM L2 )
>z, BEHIIEEHMTROEEHHEFEE 1 BT, HEERE, BHRCER
EHEOREL, EHOBIIEEXRTE (REFE 4 R) &, EHOMIIEA 4P (&
E% 42~43 H) O F1 BERBIC, BEROHEIIREKTE &E5F 41 B) KUOE
TRTHE (BEEF 10 H) K 18EY72Y SOV TiTo72, ERROBE, RERUHE
Eix, BME T VA LAIEREBL, BIBE I L TREEREOBREHIR (FI7 4
FfE) L72REBTITo7, 28, MR —REOBE K UHMEEREDFTMIZITIEE
F—FEBLUAMMIA a T L= aEEH W,
1) HM—REOBE
« F—AF—URNEE
KB KB BRETH
o FIIF-TOBE
R—A T —UNPbOROVBLEE, N RY VTR (ROFVRT
X, RBFERLY) | WE - HEORE (WEOBEN, BE, SME HEORRLY) |
iRER (ERZkzed., REBOBRXES) | (R ROy, FIHME, B EPRE
B (WRIRE. W, IE, BILE. FR)
s F—TFT74—NFREE
FERIRAE, 21T, B2, BER, B8, b EX Y EE, Pkttt (BeEik, BER) |
BEFITE (8., EE2E) | RETE (R, #iFHREERL)

2) tHEERE
WRERG, SRR, BMEIE, BRRG, BARS, ZPERRS. &HiBREIE
3) BAWE

BEREREIZE] &, CPU #—Y MODEL-9502A (T A a—x =7 U v 7K
£ft) ZRHVWCHIREOBEOEBAZHIE L,

4) HREEHEOHE

BAHOREICE EHE, EREMWA B R ES L —NS-AS0] (HEXEth==—o ¥
ATUR) RRAWCHEHREHELRE L, BEX 1BME L, 10 5BRERT 0~60
SOEFETo T,

18
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6.10.3 rEME

EHOMIIRESE 1. 4. 8. 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 A RO
Rz, EEBOMBEIIEROEORER ML, EESE 1, 4, 8, 11, 14 BRUFK
Az, EHEOMITHREE 1, 4, 8, 11, 15 B CGRXREMIIVREE 18 BICHLEIE) .
HIR 0, 4, 7. 11, 14, 17TRV20 B CICBALORV 4 BIEEZRE L, 2B,
FROSIRBERIIDROKT BRI NZEEOR 0 B OEERE (14:35~17:01)
ZBRE 08:13~11:26 OREICITo 7, TR AICIIMENBEEEEHOL®, BIENLH
16 R ER S - ROKRELZRIE LT,

6.10.4  {ESHERE

2EEICONT, EHOBIIBRES 1. 4. 8. 11, 15, 32, 36, 39 KU 42 HIZ,
EE#HOMREIIEHOBORERIZMZEES 1, 4, 8, 11 R 14 BIZ, EFHOMIT
BEE 1, 4, 8, 11KRC 15, HR1, 4, 7. 11, 14, TRV 20 BB 2K
V4 BIZEREBEZAEL, BIBOKRHEENS 1LY~ | PEEEZEM L, &
FEE R OREEEOHIEIT 08:25~11:48 DRIZIT - 77,

6.10.5 ERRE

EHOMOEEEIZONT, REREBEENORERBOOLNDSETER (FTH)
BEHRERIL, 8k L, RERREHFEPIIEEGL RGN, RIEH. BIEEH
RUREERERCHRL REHERARBRUREFH 2 DROFZEFEY = TO A& (I
A 2~ BIEH. RBEH. BERY. RIEORAES 45 BT LITRVIES
OGRS EHRAYRE L L., RESMPIBENOEFOFEEZHL,

6.10.6 XEHE

RECHTR S HRE T %, EHOR—&5HOMELY 1.1 TRRREBIE. 38, 2
RO D VIERPICEFE2ER L DOZEROBE L, REETICELRH
BIIRECBASEE 2 0 B L EE L 7=,

6.10.7 SRR UBRILBE

1) BEmogg

RBHEBHEE T 2R B RS S Y, SREBEOREOFELEE L=, KT
DOFERITELIR 21 B2 HEIR 25 BOFRIFET1 H 2E (Fil. F8) TV, ERES
% 0.5 BEMCTEH LE, DBBFESEHCKTLTWESS, £0H2KRA0H
& L7z, #2825 B OFAT 10 BFE TiZofe L ek - 72 1000 mg/kg | EHD 1 ] (819
FS 4111 1%, =— T VR T CHEREIAREINNIC X 0 B BFE S ¥ - BB E2I1TV,
HIROFRETER LTz, TOBER, BERENRD LI,

DB T LB BEROEBEOLUEOFELZBEE L, DHRETEEZEL 0
HEL, A4 ECHARZEFA YT, RED, ERRUERILLEZL LTERILK

19
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EBEBE L,

SR LI-BEMIIEL 4 B0 —K. (B 16~2085[) R sE-#as A, &8
5 MXmEFRER CMELFERED - O DRMEIZ, FOMOB iz —T LERE:
T CEREARGIBIC X D B EFE &, BEHEROERREREZE 2,

2) HEROEHZE

HAEBRICHARE, RERKEZE XL, HERRAREEORELEEY L. 43
ZHELTHREZAE L%, B8 EIEE, HERRBEROBEY A% 4 H
ETHEHB 1E Tok, 2B, ERRUCECTIRIIRE L, AREERIZ) VBESH
10 vol% &= Y VIRICEE L., RFEL,

A% 4 BIZEEZRIE L%, 2602 = —T VRREE T THRILESE S & CTHREZITUV,
HEHER - B9 - R A S ORE - WBORFOFRER, B, HEROKEIIME

ERICHREZRE L. FIEA CHAERNICESEZEH L,

B EHORRCH, BEOAYLLETH. ABOPHACR, BBRPENOKE S, R, £
BONAT A, FRBOGEHORE &, NEEBORE, BHORS. BR. %K. XA,
WEHOR S, BiR, HOKk, RARVEADAT L ACEELTREL, EXLR25H
BERELLE,

6.10.8 RIXRE (BKBAEZET)

BERKE (5% 37~38 BH) RUEERTE (HEF 9~10 B) (CHEO2@EERIC
DNT, TRENEREL LY PLEFr—VICIAEL, R - BHREKT T 4 ERR
Z.RWTHBHER - BHEKTTZEORD 20 FFREZER L2, REERBIILUTO
BY THDH, eh. BRLEKAND 4 BEREIRICOWT pHUATIREE TORELRE
Z, TORIZBONT 20RHREAVTEEERCREDORIEZITV., REIT 4 B
DREXRVC20RHOREZEF LTEH L, #ARIZ, RRB2Ey LI/ —V
WCINELIZRETRIE2 6D 1 H OEREE B AKBEEHWTRIE L,

BREEH o OE F OB

pH P-VavRT 19 A-TEARBME [7— 27 LA R EH] ©
EAEE 1=V 271y )A-TEARBRIE [T —2 LA BRRE4E] 9
ok t-vaviF19IA-TEARBRME [7—27 LA BRREH] 9
Ja—=x A-vavAF{9)A-TEA R [7— 72 LA BRREH] ¥
il A-YavATA9IA-TEA B [7— 27 LA BRREH] ©
EYLEY A-YaVAF{yIA-TEA R [7— 27 VA BHRREHE] ¥
varvey ) —Fr A-YaVAF49IA-TEA B [7—27 LA X &t] ®
=55 HIIRE £

i ik

RE (4FFHIE) BEMAAEY y YELRAWEARRME (BAL: mL)
BEE KAEBETED (HAL : mOsm/ke)

KRE (20 FFiEIE) ARAVY U E—HWERERE (BAL: mL)
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TR (24 R E) HEEAE

i PR TE 2R
a) : AUTION MINI™ AM-4290 (7 —7 L A X &tth)
b): BEVRBEREERE F— F T F2%Z v F OM-6030 (77— LA HKX&4h)

6.10.9 iR PRE
ERESZERCEEHHEET BIZ, siALL—® (9 16~20 i) #EEIELE
HMEEL S IEEY oW T, =—F/VHEFFICHRE L. X8RS EDTA-2K MNEE
M (SB-41 : YR A v 7 AKASH) ICmKEBEBR L, UTOEBIZOWTHIEL
720 7283, &FIZ 2V T, May-Gruenwald-Giemsa e iEIZ &L 5 MK BRHFIEA ZER L
oo 272U, 7Tu bur UM, BEAEES b RT7IRAFUVRRERT 4 7Y
=T URBIZOWTIL, 3.8%7 VT Y U ABEMRRE (MKIBFICHL 1A
DEE) ITEI Uik %E Lo E (8 3,000 rpm, %9 1,600xg, #9 10 43f) LTH
Lg% FHWCHRIE LT,

REHEE W oE FH B BN
PRI EREK(RBC) 2EELV—F—Ta—H A A RY—1E 10*/uL
~EZ 1 EHD) VT URAMNES O LY g/dL
~< b7 YU v MEHL) AR MEREE R T AR M ERE SR © %
FEIFR M EREFEMCVY) 2AEL—HF—Ta—H A ALY —1° fL
TR M BRI G K /B(MCH) RIRERP~NESn Ly EBHLEH © pg
¥ 7% 1 BR o 62,38 % B (MCHC)

~NESREVBRUANT R Y v MEMDEH g/dL
A ML Bk =B (Reticulocyte) RNAR@AIZ LB L —F—Ta—H A bA FY—ik9 %
fin /MR E(Platelet) 2AEL—Y—Tu—HA bR Y -9 10%/pL
H 1 3R #&(WBC) 2AEL—Y—Ta—HY A b A Y —iEO 10%uL
AIMmER T 4y R|ED N FF P REICLEL—F—Ta—Y A |

APV—ERAEL—F—Ta—YA b A FI—EY %
£ BMERAM OEREED AR v —PRBIZLDSL—F—Tr—¥ A b
ANY—ERAEV—Y—Ta—¥1 X P - 107/l

Fu b o ray hEY s
EHELER S b v R T AF R

suy MEY s
T4TY )—F R Fr v RFFRFEY mg/dL
5 R E R

) : MEMIEFEREREE 7 N+ 7 120 (Bayer Corporation, New York, USA)
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d) : MyKEEE B EHRIESE ACL 100 (Instrumentation Laboratory)

EU . EHORBENBEBMMES SITIRUTOH E Lz,
i3 3

1001~1005 | 1101, 1103, 1105, 1106, 1111

2001~2005 |{ 2101, 2103, 2104, 2105, 2108

3001~3005 | 3101, 3102, 3103, 3105. 3107

4001~4005 | 4103, 4104, 4105, 4107, 4108

D GFRER, FERER. SFEEER, U L oSER, BRR OOKRIFEREK

6.10.10  M#E{L¥irE

MEFRERDE & RRHICERIR U2 Mk 2 EERERIA VRRE (X P=7 M-
F— by 7 TAEKEASH) TERD ., EL2B (8 3000rpm, #91,600xg, %9 10
) LTHLATEMEEAWCTUTOERIZOWTHEIE Lz, 7272 L, AST, ALT,
LDH RO y-GTP iIZ 2V Tk, ~%Y UINREBRE (MK 1 mL %72 0 #9 20 LD~
UY) BB LUZmKEE 7B (59 3,000 rpm, 59 1,600xg, #9910 5) LTHDL
ni-f#Es AWCRIE L,

BAIEHE W oE F & Bfr
AlIP Bessey-Lowry i © IU/L
Rarvaso—i CEH-COD-POD i © mg/dL
FUZYUESAR LPL-GK-GPO-POD # © mg/dL
Y RRE PLD-ChOD-POD #: © mg/dL
wruyaey = R i S b mg/dL
T ha— 2 Fha—25Fe Fasfr—2iE9 mg/dL
REER Urease-LEDH i © mg/dL
IVTF= Creatininase-creatinase-sarcosine-oxidase-POD 7% © mg/dL
FrY A A A BRI BRI © mmol/L
YT A A A BRINEMEE © mmol/L
BE A & RIRERBIE © mmol/L
T b OCPC £ © mg/dL
MY )T U mg/dL
WYy Biuret % © g/dL
FILT I BCG i © g/dL
A/G I BEAREROCTAT I U EH

AST(GOT) UV-rate i © IU/L
ALT(GPT) UV-rate i © IU/L.
LDH UV-rate % © IU/L
y-GTP L-y-7" WH -3 00 % y-4-=pu7=y b ik © /L
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I B 2S
e) : BIR/LEB BT EE TBA-120FRE (BERE&HEHZ)

6.10.11 REPIRE

1) ¥REUBEEERE

TRTOEFEMIZONWT, BFRBEERARVEEHBKT Bic, mK- miKkE
RECHLBY (SBMES ST IRLEIC, Zohogdiio—7T VEREET T
FEREARGIBTIC LV BB X ®-, Z0%, ThEhksk - B - W - Eixz
BUEFOHRE - BEORIRIC X 232 REMAT 21TV, BREE& L, K.
MY (BB4) 138325 5 B OFRBFICEABER OCERER 2K 2 72, KT, ILiK:
MIRAC RO U B BEERES ST oW T, UTIORTHEE (BERUREEE
X2f) 0EE (BXER) 2WETHILLE LI, BHERLIRFOKENOEKE
100 g 720 OEMEELZEB Lz, 2B, *HZ2 50 2HEAEOREICOVWTIIER
B&ZIZBIE L., ZOAEETIEM L,

B, FURER (BBU/MEZET) MR, OER. AR, BERGR. BIE*. BB,
R KR bk

2) HEERERE

ZEMITONT, LLTIZRTHE - RE V) VBEE 10vol%eds < ) VIR TEE,
BRELEZ (BERICHIICIZY U EEE 10 vol% <Y ViREEALE, 720, ¥
HEOCEBREEIT 7 VB TEELZR Y VEEE 10 vol% ki< U VIR TREL
72) o RNT, RS T7 4 @Bk, YIFEL (THREMBLZHE - ABITEE -
BREOHRELE) . ~vbXFT V24V (H-E) RAETV, 205 bR
RUBHEROMK -  ME{LFEREICH U- S 5 ICECICLEMORRBEER
PLIZONWTER L (FRIEOREICOVWTHEMEZHE L, FHl28ER) . 208
R, HEOBICHEBRMEREOEEREDN- -, THEEOEERHOEFIZOVWT
ERL., ERRVCEREFMRAORRAZERERE LT,

KA, /DR, THEEE, T () | LEwER, FRE. ERUME BIR. K,
PRg. BT Y LoNEL BRIRY oNE, D, i (REXEET) (B, H1E
B, Z2hs. BIG. B, W, Eih. APRE. BRI, BEbE. REEL. KE LAk, JRE.
TE. HBE WE (BleEt) . KRE (BlzEle) | WIRFREERAL

B ARFERE (HIT)

6.11 ¥iatfZim
N UTORICLYBENRTA—FEHHL,
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2)

3)

REBE%)= (REEBME/FIEEE) *x100
ZHEE%)= (FIRL-MOB/ZR LI~ o) x100
FEEW)= (R LU -HEOB/ZR L) %100
EIRHIEI(B)=123. 0 H-4E5R 0 B

HER %)= (K4 R HEMER/ATIRMESR) <100
ERFE%)= (BREH/EEL) x100

FEERE %)= GEERBUMBHERE) x100
HAER%)= (HMAERBMHEERK) =100
ARBRER%)= NREERE/HEREK x100

P =HES  (RERR+HERD)

HAEREFR%)= (k4 BAEFRE/ER 0 RHAERE) x100

hE, BEE, SR RENGRARL. HEAH. REETICELCAHK &
IRHIE, B, FREHR, HAERE -7 70—V FREE GEEH 1
LENVER) | BERE GEHEFENE [ BEIRVCEREHE, RREOER
MIEE, MEERE, MREERERCHEEERIRICTERAROGEICE>
THRIE LT, 2B, HAERKE (MERER) 2onTid, B8 I L 0FHEE K

Dk, REEITo72 7,

ERE, HERR, HAR, HAREER, HEREEREIBIYPI LITEELRD
7214, Bartlett REIC L VW EoBEEREL (AEKE 001, @A) . EL#D
%A1 Dunnett R E. FEESEDEHE AL Dunnett IR E 21T o 7= (AE KA 0.05

BUro.01, @D D,
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FHOFHELRERE

Bartlett ¥ &

IR E

F fRE*

ARIRE

p=0.01, 38k p<0.01, FEZE 5 p=0.05, E5H# p<0.05, FFE LK
LHUE otk

4)

Dunnett Dunnett & Student Aspin-Welch
HRE mean rank test DIRE DIRE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
FIEBE IR E R E IR E
*. Fec.2/c 2
IR T :F S /Sz

REBE, ZREE, R, HESR, HEROMK, ERRIG, 860RIG. #BitK
Fi, RS, EALRS ., ZEREmMKFR. FEOREHYE. HEERI 72
KB, TiREEYE. AR RHEMSYE, BETFRE MAERREK £
KEOH LN DA 2 RD, Yates DEREEIZ LS ¥ REZITo (K
BEK¥E 0.05 R 0.01, MR . 2720, MRBEER SUTOEARA LD
11X Fisher DEBHEEHEEBICI VREEZIT-o = (FEKE 0.05 RV 0.01,

M) .

25
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7.1 —#@ikEE (Table 1-1~1-8. Appendix 1~24)

1000 mg/kg T E5REIBVT, BENEHORE 12/12 FlICIZIFEHRE L TH LN, EBE
DM T BT S8R 2> S 5E4R 16 B2 T 10/12 Bl BrEEEIC & b= 08, i8R
ORRBIZHENFERFIEIIHR 2 2B L, F5& 17 BLARIXHEE L, BEHETIIREH
PR 5/5 BlicH O h, EEHMPIXESE 1 B Bk 4/5 6 L 15 BlicH 5
NEDOHZRTHoT, BB, BMERFZCREFBCEERIN, B2y P ETEOR
NebOZpTRE Lz,

7.2 FEMG—RKEBOBR. BERE., BHATRUVBREHEOME
(Fig. 1~6. Table 2-1~2-105, Appendix 25~324)
1) Hw—A5r—TYNEE (Table 2-1~2-29, Appendix 25~108)
FERRVCEEFOWNTILOBMICLRE XA DN o T,

2) FITH o THEE (Table 2-30~2-58. Appendix 109~192)
FHEVEEFHEONTHOBMCLREF XA LN T2,

3y A—FvT7 4—n FRBE (Table 2-59~2-87, Appendix 193~276)
FHEVCEEFHONTILOBMICLRERXA LN o, £, LHERVEEK
ROHEZICO AR L EREH L OMICET R 2Tz,

4) HERERRZE (Table 2-88~2-93, Appendix 277~292)
FEHEOEEHEOWTINOEMI L REITAbN o7z, o, HFHRBAHERT
Zecp B RO II R REE & SR EH L OfICZEIX 2D o T,

5) #BAAIFE (Table 2-94~2-99, Appendix 293~308)
FHRVCEEHEOWNTLOSPIC bR L KRG L OMICETIRIo T,

6) BREBHEORIE (Fig. 1~6, Table 2-100~2-105, Appendix 309~324)
FHEROEERHE GHRBELEREH L OBICEZX 1o T,

7.3 {KE (Fig. 7~10. Table 3-1~3-8, Appendix 325~348)

FHROEEHFOMBEL b ICEERUCEEMNEICIIERDEREIC L 2EEEIR
Do oTe, 2B, EHED 1000 mg/kg HEBFHOBETHEE 15 KU 22 B OEEPME
. EDEFFEREL RN, —HHRELTHY ., REHHFOKERMEIZIIZE
BIRWZ &L AEBOTHTWEAANDOE &K L7,
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7.4 {EEIE (Fig. 11~14, Table 4-1~4-8, Appendix 349~372)
FHEUBEIEROMEL L ICBERICIIHERDER S ICL2ZBITRDO LN
7
2%, 100 mg/kg B EBHOM TR 1 BR O 14 BIZFEERSE. 300 mg/kg K58
OHETHEIR 14 BR 20 BICEEREE. 1000 mg/kg EH O TCREHBFORE
L2 BABEREEPED LN, —ROICEFERESTHD . BET L HEHESE~
DEBIIA OGN N LABMHETHGENOE(L & Hilr L,

7.5 RIRE (BKERMEZEL) (Table 5-1~5-8. Appendix 373~390)
EMEBIZOWTI, EHORE 6 AREMICEBWTEERSHE T pH OBEE 2R
LEmEQY VBERKRORBBRERVCEEOBA P HEICEEL TA LN, L
BEHRUCEE#L BRFIIHAONE o7,
EEHEBIZOWTIE, EHOFRE 6 BRERIZIE VT 1000 mg/kg # 5.8 TEAED
i 33%) L., ZOEZEEL o7z, HIZIZTWTHOREEB IZBWTH X REE
EREERE L OMIZEX Do T, '

7.6  II&$#RE (Table 6-1~6-8. Appendix 391~398)
1) #BEHEETERRE
WTNOREBEEBIZBW T O RE L FEEH E OBICERX R 2T,

2) EIEHFETRRE
WTINOBREEBEEBIZBWTORBH G ERERH L OMICET R T,

7.7  M&IEFEE (Table 7-1~7-8. Appendix 399~406)
1) BREBIBKTERE
WTFHORBEEEIZBWTHLNBHLEREHLOBICERX o7,

2) EEHMETERE

1000 mg/kg B E5BEOHETY VIEEOHEM (100 mg/dL) . HETT Y UV LARTIER
DM (F F Y T A 143 mmol/L, 112 mmol/L) A b, FOEIZIFEBE LR o720,
EET—F[V VIEEEHE : 78~93 mg/dL, F b U U AEHHE : 142~145 mmol/L,
WHRTHME : 109~111 mmol/L]1E REETH Y, BREMEK TRICZEEERIIAONT
WRWZ D, EEMNEHEEANOE L HIE L,

7.8 BEEE (Table 8-1~8-8. Appendix 407~436)

BEHMKRTRBRE CIHENRUCHEMERONFIZBWT, MRBRBELEREHLOD
RIC 21T o T, EESRK TERZEIZES VTS 1000 mg/kg %58 Tidiast X U+
HEBONFICBOWTR—FROEL EMXIEIRD) XAHELhnol, 2B, L
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TOBREICHREL ORICEEENALNTD, BHEEOHLOBRERELTHV A
BNERBHBENOEILLEZ DN,

EEHARE T RHRE
IR AR : R EROFEREMN? 1000 mg/kg BEHOMIZH
iz,

7.9 Bl R (Table 9-1. 9-2. Appendix 437~552)
1) BREHEKTRRE

UTOHE -MHBRICHT RN A28, HEEE R CREZOER Y L BROE/L
LEZOLNT,

=g : FEH2 100 mg/kg HEFHOKE 1 Fliz, BRILEN
1000 mg/kg B EBEORE 1 FlICH BT,

B : IRE ORKREEDN 100 mgkg REHOM 3 .
300 mg/kg 5B DORE 1 7 & HE 4 F. 1000 mg/kg &5
O 2 plicH b,

B : AL R RREED 1 FllcHR bz,

IR/ : /NEUE A 100 mg/kg R EFEDUME 1 FlIZH DIV,

2) EEHIEIET RpRE

= : JRE DORFRE BN EEEDOME 1 51 L 1000 mg/kg ¥ 5.5
DRE BT, ERBOERED 1000 mg/kg FE-HE O
1ALz,

7.10 REHASFHRE (Table 10-1~10-4, Appendix 437~552)
1) HBEHBKTRRE
BERHEREICLDEEZEZONABEBREICALNT,
= : BERBRICBIT 5RELEOBEMIITEE QB
1000 mg/kg B EFEDHE 3 iz H DT,
Z oM, UTORERZ LN, HEREBR HEAGFZOERI OEBREL
Ezbhiz,

PR L& : R M EMREES T REER T 1000 mg/kg B 58
D& 1 HFNZH BTz,

N4 : B4R TR PE A AR 2 23 1000 mg/kg H S-BEOME 1 i1z
BBz,

B : KB OB FERRIRE A 1000 mg/kg ¥ 5-BEORE 1 12
i,

= : B IR ELRERD 100 mg/kg BESBHORBE 1 L

28



R-961

1000 mg/kg BESHEOME 1 flic, BELZBEIILEN
1000 mg/kg F 5B OHE 1 Filic, B RMEBEES X
FBREDME 3 51 & 2 Fl. 100 mg/kg T EFEDOHE 1 fi,
1000 mg/kg ¥ 5-BEDHE 4 1) & 1 Blic, BHREeT Y
Y ERERRD 100 mg/kg B 5-BEORE 1 Fli, BHM/REHE
BOSFBELENRBER K 1000 mg/ke 55RO MR
& 1z, B BB MR M2 100 X T 1000 mg/kg
BREHOBES 1 Hlic. BHRARABRBERELDS
1000 mg/kg | 5-BEOHE 1 HIlI, BEM/RRAE OB
/IMEDS 1000 mg/kg B G-HEDOHE 1 Fliz A b,

FFFHig : BRI MU RIEEN X RBEORE 5 Hl LM 2 FIRD
1000 mg/kg & 5-BEDOHE 4 il & i 2 FIZH DTz,

fifi (REXEZET)
EhREE DR 2 95 E TEE 25 1000 mg/kg ¥ 5-FEDHE 1
W2, R B R PO YR RN AR 03 et FREE D B 1 1 & i 2
FE 01000 mg/kg B 5B OMERES 1 FllzH DT,

P gt : R IR e BE SN E I S IR EE R (Y 1000 mg/kg B
SE8HOMHES SHPIZAHA LT,
B : B TR E LGS OBEMDS 100 mg/kg &5 DM 3

1,300 mg/kg ¥t 5-BEDOHE 2 5 & I 4 5 K% U 1000 mg/kg
BEBEOME 3 BlIc, BIMLERGOEES X REEOM
1 Blizxbiz, LML, METR & bIZREIRRICH
BLOBRENRRWI NG, HBRDEREOEELIX

E 220,
B : BHREOREEDOEMEIABEED 1 fllcA bz,
Ji3E e : FERE SO REBE T DB EE 7R K BEDS KT EREEDME 1 FlITH 5
iz,

2) EIEHMETRRE
BERMEREICLDEEZDNDIENEIZALNI,
= : B BERRICBIT A2RF LR OBAAA 1000 mg/kg
BEHOE 1 FlicA b, BEHBETRRE L
TleOBREIIRE L roT,
Z DM, UTOFTRBSAZLNTA, HERER CVRBEEBRZROERP G BRBRE L
EZz b,
= : BELR EROERD 1000 mg/kg BEREDORE 1 Fllc, &8
MXITBERRBREOEBBEISSEHOM 1 6L
1000 mg/kg HEEH OB 1 flizH HNT,
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7.11 t£/@# (Table 11, Appendix 553~556)
HRASREOEMIIZ OIS, FHMEH BRI RE L S REH L OFIZER
RO,

7.12 ZEH#E (Table 12, Appendix 557~560)

RELBREE S HETIIETOEASDLETRENRD b, £ TOHRAEDLETHE
MO O, Lizd-oT, KEETTIREL-BE. XBR, BERRUZBRIC
IIXTREE L B REHEOBICEEIRD LN o T,

713 DHBEER USSR -1REIKE (Table 13. Appendix 561~564)
HIRENY) O 3R EE Tl IR 21.5~22.5 BIZIZIELBINEEICHR L. HEE,
EIREIE., B, BERER. FRE, HERR, HAEREROCHAERIZIINREL
FHREFL OMIZETRO bR o7, 28, 1000 mg/kg ¥ 58 THEIR 25 BRY
BB 1 AL, FIROER. FREQBBBD LN,
HERETIE, WThoBEMICHLEED . REDRUBRALTEICRE XA ONA
YLl

7.14 HERDEE (Table 14, Appendix 565~568)
HAERBEICBITA2EE X, AIRPEFHRERETHYEXFEEZRLTNS,
LR O ARGERICIINREE L KFBREH L OMICEITRL, AREEITHES R

HTI1HALNEZORTH T,

7.15 HERDAETEE (Table 15, Appendix 569~572)
RIBM P OFETIRITHREE T 1], 100, 300 R 1000 mg/kg HEFHET6, 2 KTV
2B TH o7z, £BR4BEFRICOVTIIMNBE LSRG L OMICET 1o 7,

7.16 HERDHKE (Table 16. Appendix 573~576)
HAERKROESR 4 AOMBEEIZIIXBE LSRR LOMICETRD LN,
7o :

717 HERO A% 4 AEIKRMR (Table 17. Appendix 577~580)

HIRDIRE IR 25 300 mg/kg R EBEOME 1 BlIcH BN, BEHAELE OBEDR
WRENELTH 7z, EOMITWTHOHERICHLREZA DI oT,
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8. EE

1,245-X BT N T ANEBED 0 (RHBBEE : 0.5 w/v% MC ) . 100, 300,
B X 1000 mg/kg %, Sprague-Dawley & SPF 7 v b OREIZIIATERAT 14 B B K& UAZELH
MZ2EL CHRATE (42 BRE) . MICIIRERT 14 BB R O3ZE S Y N EiR
HEZELCEL 4 BET (4146 BE) 5L, RERSEBHEROEMBEELESL
Bt L7z, BT, 0 XU 1000 mg/kg T EBEICOWTIT 42 BREIRE L2, 14 BE®O
EEAR 28T, BUE(LOFHEELRE LT,

1) RERESH

HM—ACREBOBE, BEERE, BAHRE., BREFEOWE. FH., FIHE,
BARE, IKRFRE. MRLFRE, BEEERUHRTACEBRYERECLDE
BEIRDoNRh ol ;

—RIRRE T, B EHIM T 1000 mg/kg B 5-BEDOMEREICERER A b7z, WEIXEICR
EFRICEBIN, AR —RREBEETRBOORRPo I b, HEBRDER
BERIC—ERFEZRE LZRIZECZ—HFHRELEB IO, £, FE, B
BB LR RES RV ENDL, ZOEBEIBRERLOLEZ DN,

RBETIE, SREHOBTHRS 6 BRERIZ pH OBRELBEEREVY VB
BEGRORARERVEEOB O VNARICEEL TALN, ZhbOEITHRK
DIEEME (pH : 1.7, 25°C fafniafRis[KIEIK]. HEBHLNT —F) THHI &2 b,
HWRYE O RSB LB I, 72, 1000 mg/kg BEFHEOHE TEAKED
B (33%) BAHLNT=N, RE, RESBEICEE 2L, —BRREBEOREICER T
HARGEEEEZ DN, 2B, MK - MIKLFERE, REROFEREICEE LR
W2 EnL, RRETOEIIVWTNLEEENERORWELEB X b,

FREZERE I, REHBKRTHREIZB VT, 1000 mgkg BEBHOHEDOE THER
BORFELROBEREB L LI, ZOEIIERMEOFIEEL RO HETD
o7, B, 2 BROKREIZL WV EOHEERVBENER L2 &b AIHEDE
fbEEXL BN,

2) EREREEMN

HEM, RBETIKELZBE, REBE, BRERUVZBEIZIIERMERSOE
BIIRD O o7z, 7238, 1000 mg/kg ¥ 58 TR 25 BRSBOEMDB A L,
HROBR, ERE(NEIRBDONTN, 1FIOZORETHY . RBFEOMOLNITT
NRTEFEITER, S LTWDZ ENLMBRBHELEHE L, Bic, HER, Sk
., B, FREHR, BRE, HERE, HAERK, HARRUHLICERDE
BEDEEIIROON T, BALYETORARBIZLEENRDOONBNT L2 b,
1000 mg/kg B EBICB W CH M EEY ORI REE, FRBERUSZBEE. BB OTIRKE
. iR OHETE 2 EOEFEBE~OEEIIRWEE L b,
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HAERTIE, ARBE, HERROER 4 BOBERVER 4 BRRITRROER
RIEBRVWERE L DBEIRBDO R T,

INLORERPD., 1,24,5-_EB T N IZANVRUVBORBERSBEICRT 5 ER
EEIIMERE & 112 300 mg/kg/day, EFEFEAEZMICR U IR B R CIREM I Xt
THEELEEIIVTH S 1000 mg/kg/day & HWr L7z, 1000 mg/kg BEFHTRO LN
BOERZE TORYE LK DOBRBRIIXFFENRD b,
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9. X

1) 1,2,45-_VBUTF N T ANKRUBOT v M ERWE 14 BERER
AR5 EHRR (FHABR) BRXELERY ) —F k0 ¥ —HBES : C-R070,
2007 €E)

2) Shayne C. Gad and Carrol S. Weil (1994) : Chapter 7. Statistics for Toxicologists, In
Principles and Methods of Toxicology (A. Wallace Hayes, ed.), 3rd ed., pp.221-274,
Raven Press, Ltd., New York.

3) EARIER (1981) : ZZNFAME—FE & 4711, pp.23-27, 387-389, IR KEHKE,
B
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Activity (Count)

R-861

500
Oo—0 0 mg/kg
A~ — A 100 mg/kg
m— —m 300 mg/kg
400F T &—-—¢ 1000 mg/kg
300+
200+
100+
O | ] | i | J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2, 4, 5-Benzenetetracarboxylic acid
Motor activity of male rats (Main group, Week 6 of administration)
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500
&0 0 mg/kg
A~ — A 100 mg/kg
m— —m 300 mg/kg
400+ &—-—«o 1000 mg/kg
S 300
o
(S
= 200-
=
100+
O i | | i J
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 2, 4, 5-Benzenetetracarboxylic acid
Motor activity of female rats (Main group, Day 4 of lactation)
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Motor activity of male rats (Recavery group, Week 6 of administration)



Activity (Count)

R-961

500~
o—=0 0 mg/kg
&—-—¢ 1000 mg/kg
400t
300+
200+
100t
O | 1 i 1 1 ]
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 2, 4, b-Benzenetetracarboxylic acid
Motor activity of female rats (Recovery group, Week 6 of administration)
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Fig.5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 2, 4, 5-Benzenetetracarboxylic acid
Motor activity of male rats (Recovery group, Week 2 of recovery)
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Fig.6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 2, 4, b-Benzenetetracarboxylic acid
Motor activity of female rats (Recovery group, Week 2 of recovery)
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Fig. 11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1, 2, 4, b-Benzenetetracarboxylic acid

Food consumption of male rats (Main group)
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Clinical signs in male rats (Main group)

Day of administration

Dose Signs

mg/kg ‘ 1-7  8-14  15-21 22-28 29-35 36-42

0 No. of animals 12 12 12 12 12 12

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

100 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 0 (4] 0 0 0 0

300 No. of animals 12 12 12 12 12 12

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

1000 No. of animals 12 12 12 12 12 12

No. of animals with abnormal findings 11 11 9 11 11 12

éoft feces 11 11 9 11 11 12
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Table 1-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Clinical signs in female rats during the pre-mating period (Main group)
Day of administration
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
(4] No. of animals 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 (4] 0 0 0 0 0 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
1000 No. of animals 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 3 3 1 2 3 5 6 3 5 4 4 3 4
Soft feces 0 0 3 3 1 2 3 5 6 3 5 4 4 3 4
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Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Clinical signs in dams during the gestation period (Main group)

Administration
Dose Signs
ng/kg o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24a)
0 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 0
No. of dams with abnormal findings o o0 0o o0 0 0 O 0 o O O O O O O O O O O O 0 O
100 No. of dams 12 12 12 12 12 1z 12 12 12 12 12z 12 12 12 12 12 12 12 12 12 12 7 0
No. of dams with abnormal findings ¢ 0 0o o0 o 0 0O O O 0 O O O O O O 0 O O O 0 o
300 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1z 12 8 0
No. of dams with abnormal findings o 0o o0 0 0 0 0 0 0 O o0 0 O O O© O o0 O 0 O 0 O
1000 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 10 1 1 1
No. of dams with abnormal findings o 5 3 4 3 2 2 2 2 38 1 2 2 o0 1 1 2 0 O O O O O O O
Soft feces 0 5 3 4 3 2 2 2 2 3 1 2 2 0 1 1 2 0 0 0 0 0 0 0 0

a): Day of gestation
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Table 1-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Clinical signs in dams during the lactation period (Main group)

Administration
Dose Signs

ng/kg 0 1 2 3 4a)

0 No. of dams 12 12 12 12 12

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

100 No. of dams . 12 12 12 12 12

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

300 No. of dams 12 12 12 12 12

No. of dams with abnormal findings 0 0 0 0 (o}

1000 No. of dams 11 11 1t 11 i1

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

a): Day of lactation
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Clinical signs in male rats (Recovery group, administration period)
Day of administration
Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 4]
1000 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 5 5 5 5 5 5
Soft feces 5 5 53 5 5 5
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Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5~Benzenetetracarboxylic acid
Clinical signs in female rats (Recovery group, administration period)
Day of administration
Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42
0 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0
1000 No. of animals 5 5 5 5 5 5
No. of animals with abnormal findings 5 5 5 5 4 4
Soft feces 5 5 5 5 4 4
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Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Clinical signs in male rats (Recovery group, recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 4} 0 0 0 0
1000 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 4 0 0 0 0 0 0 0 0 0 0 0 0 4}
Soft feces 4 0 0 0 0 0 0 0 0 0 0 0 0 o
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Table 1-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Clinical signs in female rats (Recovery group, recovery period)
Day of recovery
Dose Signs
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 0 0 0 4] 0 0 0 0 0 0 4} 0 0 0
1000 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings 1 0 0 4] 0 0 0 0 4] 0 0 0 0 0
Soft feces 1 0 0 0 4] 0 [¢] 4] o] 0 0 0 0 0
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Table 2-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Main group, Week 1 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None : 12 12 12 12

Abnormal behavior
None i2 12 12 12
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Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Main group, Week 2 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Detailed clinical signs in male rats: home cage observations (Main group, Week 3 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Detailed clinical signs in male rats: home cage observations (Main group, Week 4 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1.2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Main group, Week 5 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Main group, Week 6 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Main group, Week 1 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Main group, Week 2 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined repeated-dose/reproductive-developmental toxiéity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Main group, Day 1 of gestation)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12

Abnormal behavior
None 12 12 12 12
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Table 2-10 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Detailed clinical signs in female rats: home cage observations (Main group, Day 7 of gestation)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Detailed clinical signs in female rats: home cage observations (Main group, Day 14 of gestation)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Detailed clinical signs in female rats: home cage observations (Main group, Day 20 of gestation)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Detailed clinical signs in female rats: home cage observations (Main group, Day 4 of lactation)
Dose (mg/kg) 0 i00 300 1000
Parameter No. of animals 12 12 12 11
Posture
Normal 12 12 12 11
Convulsion
None 12 12 12 11

Abnormal behavior

None

12 12 12 11
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5~-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 S
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5




R-961

Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2~18 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 53 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1.2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5




R-961

Table 2-21 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: home cage observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-22 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5~Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-24 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 4 of administration)

Dose (mg/kg) Q 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 51

Abnormal behavior
None 5 5
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-28 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: home cage observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5~Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 1 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 11 8 11

Soft 2 1 4 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-31 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 2 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 i2 i2

Ease of removal from cage

Easy 12 11 10 10

Some resistance/avoidance 0 1 2 2
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions~-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 10 7 12

Soft 2 2 5 0
Reactivity to handling

11 12 11 12

Easy
Slightly awkward 1 0 1 0
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 3 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 10 12

Some resistance/avoidance 0 0 2 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12 -
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration »

Absent 12 12 12 12
Vocalization

None 12 11 9 11

Soft [0} 1 2 1

Moderate 0 ¢} 1 0

Reactivity to handling
Easy ‘
Slightly awkward 0 0 2 0
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 4 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 i2 12

Ease of removal from cage

Easy 11 11 11 12

Some resistance/avoidance 1 1 1 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 12 7 9

Soft 1 0 5 3

Reactivity to handiing
Easy ;
Slightly awkward 2 1 1 0
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 5 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 9 12 12

Some resistance/avoidance 0 3 ‘ 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 i2 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 i2 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 i2 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 9 11 9 11

Soft 3 1 3 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Main group, Week 6 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 9 11 11 11

Some resistance/avoidance 2 1 1 1

Difficult 1 0 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Pilperection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 10 11 9 7

Soft 1 1 2 5

Moderate 1 0 1 ¢
Reactivity to handling

ltasy 11 12 10 12

Slighily awkward 1 0 2 0
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5~Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 1 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 i2 12 12
Pupil size

Normal 12 . 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 12 12 12

Soft 1 0 0 0

Reactivity to handling
Easy 12 12 12 12
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5~Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Main group, Week 2 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal : 12 12 12 12
Mucosal membranes X

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12

Pupil size
Normal 12 12 12 12

Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 12 12 11

Soft 1 0 0 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 1 of gestation)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 11 12 12

Some resistance/avoidance 0 1 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 .12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None i1 8 12 11

Soft 1 4 4] 1

Reactivity to handling
Easy 12 11 12 12
Slightly awkward 0 1 0 0
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Table 2-39 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 7 of gestation)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 11 11 12 12

Some resistance/avoidance 1 1 0 0
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 11 12 12

Soft 0 1 0 0

Reactivity to handling
Fasy 11 10 12 12
Stightiy awkward 1 2. 0 0
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 14 of gestation)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions~Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 12 11 11

Soft 1 0 1 1

Reactivity to handling
Easy 12 12 12 12
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 20 of gestation)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions~Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection .

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 11 11 12 12

Soft 1 1 [} 0

Reactivity to handling
Easy
Slightly awkward Q0 1 0 0




R-961

Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Main group, Day 4 of lactation)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 i1

Ease of removal from cage

Easy 12 12 12 11
Fur condition

Normal 12 12 12 11
Skin

Normal 12 12 12 11
Secretions~Eye, Nose

Absent 12 12 12 11
Exophthalmos

Absent 12 12 12 11
Palpebral closure

Normal 12 12 12 11
Mucosal membranes

Normal 12 12 12 11
Lacrimation

Normal 12 12 12 11
Piloerection

Absent 12 12 12 11
Pupil size

Normal 12 12 12 11
Salivation

None 12 12 12 11
Abnormal respiration

Absent 12 12 12 11
Vocalization

None 11 11 12 11

Soft 1 1 0 0

Reactivity to handling
Easy 12 12 12 11
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Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations'(Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals S 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 4

Soft 1 1

Reactivity to handling
Easy

2]
o1
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 3 5

Some resistance/avoidance 2 0
Fur condition

Normal 5 S
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes _

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation _

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 3 4

Soft 2 1
Reactivity to handling

Easy 4 5

Slightly awkward 1 0
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal S5 5}
Salivation

None 5 )
Abnormal respiration

Absent 5 5
Vocalization

None 4 5

Soft 1 (¢}

Reactivity to handling
Easy 5

[¢34




R-961

Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations {(Recovery group, Week 4 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 4

Some resistance/avoidance 0 1
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 S
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation ~

None 5 S5
Abnormal respiration

Absent 5 5
Vocalization

None 4 4

Soft 1 1

Reactivity to handling
Fasy 5 4
Slightly awkward 0
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Table 2-47 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions~Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 5

Soft 1 0

Reactivity to handiing
Easy

wn
fal
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Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
. with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 S5
Vocalization

None 5 5
Reactivily 1o handling

ltasy 5 5




R-961

Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5~-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 4

Some resistance/avoidance 0 1
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 S5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5

(1]

Vocalization
None

Ut
o

Reactivity to handling
Easy 5

5]
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Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study in rats tréated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: in-the-hand observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 - 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 4 5

Some resistance/avoidance 1 0
Fur condition

Normal 5 5
Skin

Normal 5 51
Secretions-Eye, Nose

Absent 5 51
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 S5
Abnormal respiration

Absent 5 5
Vocalization

None 5 4

Soft 0 1

Reactivity to handling

(=1}

Easy
Slightly awkward 1
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Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent S5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 - 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5

Vocalization
None 5

92}

Reactivity to handling
Easy 5

1]
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Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals S 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5

Abnormal respiration ’
Absent 5 5

Vocalization
None

w
[}

Reactivity to handling
Fasy 5

u




R-961

Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals S 5

Ease of removal from cage

Easy 4 5

Some resistance/avoidance 1 0
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normail 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 S5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 4 5

Soft 1 4}
Reactivity to handling

Easy 5 5
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Table 2-54 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 4 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal ; 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 S
Vocalization

None 5 53
Reactivity to handling

Easy 5 5




R-961

Table 2-55 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 S5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 S5
Mucosal membranes

Normal 5 B]
Lacrimation

Normal S 3
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5

Abnormal respiration
Absent 5 5

Vocalization
None

<
1

Reactivity to handling
Easy 5 5
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Table 2-56 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 6 of administration)

Dose (mg/kg) 4] 1000

Parameter No. of animals S5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal S5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5
Reactivity to handling

Easy 5 5
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Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 4

Some resistance/avoidance 0 1
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal S5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Abscnt 5 5
Vocalization

None 5 4

Soft 0 ]
Reactivity to handling

Easy 5 5
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Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: in-the-hand observations (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 4

Some resistance/avoidance 0 1
Fur condition

Normal 5 5
Skin

Normal 5 S
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy ) 5




Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Main group,

Week 1 of administration)

R-961

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal ' 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 4+ 2 4+ 2 4+ 2
Defecation count (Mean+S.D.) 1+ 2 0+ 0O 0+ 1 0+ 0
Urination

None 12 12 10 11

Small amount 0 0 2 1

No significant difference in any treated groups from control group.



Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Main group,

Week 2 of administration)

R-961

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 4+ 2 4+ 3 5+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 1 0+ 1
Urination

None 11 8 11 11

Small amount 1 4 1 1

No significant difference in any treated groups from control group.
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Table 2-61 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Main group, Week 3 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 1 3+ 2 4+ 3 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 1 0+ 0
Urination

None 12 9 11 10

Small amount 0 3 1 2

No significant difference in any treated groups from control group.



Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2.4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Main group,

Week 4 of administration)

R-961

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 . 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean#*S.D.) 5+ 2 5+ 2 4+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 1 0+ 0
Urination

None 11 11 10 12

Small amount 1 1 2 0

No significant difference in any treated groups from control group.



R-961

Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4.5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Main group, Week 5 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 1 0 0 0

Normal 11 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 4+ 2 4+ 2 4+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 1 0+ 0
Urination

None 11 11 10 12

Small amount 1 0 2 0

Modcerate amount 0 1 0 0

No significant difference in any treated groups from control group.



Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats:

open field observation (Main group,

Week 6 of administration)

R-961

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 i2
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 2 4+ 2 5+ 1 4+ 2
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 1 0+ O
Urination

None 12 10 9 12

Small amount 0 1 1 0

Moderate amount 0 1 2 0

No significant difference in any treatcd groups from control group.



Table 2-65 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Main group., Week 1 of administration)

R-961

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 2 T+ 2 T+ 2 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ 0
Urination

None 12 11 12 12

Small amount 0 1 0 0

No significant difference in any treated groups from control group.



R-961

Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 ] 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean#*S.D.) T+ 2 8+ 3 8+ 3 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0

Urination
None 12 12 12 12

No significant difference in any treated groups from control group.



R-961

Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Detailed clinical signs in female rats: open field observation (Main group, Day 1 of gestation)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 7+ 1 8+ 2 8+ 2 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 12

No significant di

fference in any treated groups from control group.



R-961

Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Main group, Day 7 of gestation)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal i2 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 1 T+ 2 T+ 2 T+ 1
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.



Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Main group,

Day 14 of gestation)

R-961

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 2 6+ 2 6+ 1 6+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination .

None 12 12 12 12

No significant difference in any treated groups from control group.



R-961

Table 2-70 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Main group. Day 20 of gestation)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

Nomne 12 12 12 12
Rearing (Mean+S.D.) 5+ 1 5+ 2 4+ 2 6+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0

Urination
None 12 12 12 12

No significant difference in any treated groups from control group.



Table 2-71

A combined repeated-dose/reproductive-de
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats:

velopmental toxicity study in rats treated orally

open field observation (Main group, Day 4 of lactation)

Dose (mg/kg) . 0 100 300 1000

Parameter No. of animals 12 12 12 11
Arousal

Normal 12 12 12 11
Convulsion

None 12 12 12 11
Abnormal behavior

None 12 12 12 11
Stereotypy

None 12 12 12 11
Gait

Normal 12 12 12 11
Posture

Normal 12 12 12 11
Grooming

None 12 12 12 11
Rearing (Mean+S.D.) 6+ 2 T+ 2 6+ 1 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 11 12 12 10

Small amount i 0 4} 1

No significant

difference in any trecated groups from control group



R-961

Table 2-72 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid '

Detailed clinical signs in male rats: open field observation (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 3+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.



R-961

Table 2-73 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

No/minimal location 2 0

Normal 3 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 3+ 4 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-961

Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

No/minimal location 1 0

Normal 4 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 2+ 2 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between trcecated group and control group.



R-961

Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Recovery group, Week 4 of administration)

Dose (mg/kg) - 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None . 5 5
Gait

Normal 5 5
Posture

Normal S 5
Grooming

None 5 5
Rearing (Mean+S.D.) 4+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 1
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.



R-961

Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 4+ 2 3+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treatced group and control group.



Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats:

open field observation (Recovery group, Week 6 of administration)

R-961

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Arousal
Normal 5 5
Convulsion
None 5 5

Abnormal behavior

None 5 3
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 3
Grooming

None 5 5
Rearing (Mean+S.D.) 5+ 1 5+ 4
Defecation count (Mean+S.D.) 0+ 0 0+

Urination
None 5

No significant difference between trealed group and control group.



R-961

Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Recovery group, Week 1 of recovery)

Dose (mg/kg)} 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion .

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 3+ 1 3+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0

Urination
None 5 5

No significant diffcrence between treated group and control group.



R-961

Table 2-79 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in male rats: open field observation (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

No/minimal location 0 1

Normal 5 4
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 6+ 2 3+ 3
Defecation count {(Mean+S.D.) 0+ 0 0+ 0
Urination

None 3 4

Small amount 2 1

No significant difference between treated group and control group.



R-961

Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Recovery group, Week 1 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 3
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None i 5 ]
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 S
Rearing (Mean+S.D.) 6+ 2 7+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ O
Urination

None 5 5

No significant difference between treated group and control group.



R-961

Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Recovery group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals ] 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 S
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 7+ 2 9+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0

Urination
None 5 5

No significant difference between treated group and control group.



R-961

Table 2-82 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1.2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Recovery group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Sterecotypy

None 5 5
Gait

Normal 5 5
Posture

Normal b 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 1 T+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0

Urination
None 5 5

No significant difference between treated group and control group.



Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats:

open field observation (Recovery group, Week 4 of administration)

R-961

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 6+ 2 T+
Defecation count (Mean+S.D.) 0+ 0 O+
Urination

None 5 5

No significant difference bhetween treated group and control group.



R-961

Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Recovery group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 2 7+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ O

Urination
None 5 5

No significant difference between treated group and control group.



R-961

Table 2-85 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal S5 5
Convulsion

None 5 S
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean#*S.D.) 8+ 1 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0

Urination
None 5 5

No significant difference between treated group and control group.



R-961

Table 2-86 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Recovery group, Week 1 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 : 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) T+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-961

Table 2-87 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Detailed clinical signs in female rats: open field observation (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 2 10+ 1
Defecation count (Mean+S.D.) o+ 0 0+ 0
Urination

None 3 4

Small amount 2 1

No significant difference between treated group and control group.



R-961

Table 2-88 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Manipulative test of male rats (Main group, Week 6 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 S5 5
Tail pinch response

Normal 5 5 . 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 69+16 70+14 86+22 66+13

No significant difference in any treated groups from control group.



R-961

Table 2-89 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Manipulative test of female rats (Main group, Day 4 of lactation)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 S 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 5 5
Tail pinch response

Normal 5 5 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 75+16 69+18 65+15 82+19

No significant difference in any treated groups from control group.



R-961

Table 2-90 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Manipulative test of male rats (Recovery group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 S
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
{Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 78429 75+22

No significant difference between treated group and control group.



R-961

Table 2-91 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Manipulative test of female rats (Recovery group, Week 6 of administration)

Dose (mg/kg) [¢] 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 b5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+*S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+*S.D.) 65+21 68+22

No significant difference between treated group and control group.



R-961

Table 2-92 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Manipulative test of male rats (Recovery group, Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal S 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 90+19 81+18

No significant difference between treated group and control group.



R-961

Table 2-93 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Manipulative test of female rats (Recovery group. Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 63+ 8 62+ 7

No significant difference between treated group and control group.



R-961

Table 2-94 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Grip strength of male rats (Main group, Week 6 of administration)

Dose Fore 1limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1223 868

S.D. 140 111

100 No. 5 5
Mean 1347 200

S.D. 84 89

300 No. 5 5
Mean 1341 884

S.D. 216 169

1000 No. 5 5
Mean 1275 863

S.D. 97 224

No significant difference in any treated groups from control group.



R-961

Table 2-~-95 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Grip strength of female rats (Main group, Day 4 of lactation)
Dose Fore 1limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1174 882
S.D. 89 172
100 No. 5 5
Mean 1137 853
S.D. 190 97
300 No. 5 5
Mean 1088 676
S.D. 157 45
1000 No. 5 5
Mean 1213 947
S.D. 134 187

No significant difference in any treated groups from control group.



R-961

Table 2-96 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Grip strength of male rats (Recovery group, Week 6 of administration)
Dose Fore 1imb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 1222 823
S.D. 113 100
1000 No. 5 5
Mean 1273 898
S.D. 165 112

No significant difference between treated group and control group.



R-961

Tabie 2-97 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Grip strength of female rats (Recovery group, Week 6 of administration)
Dose Fore limb Hind limb
mg/kg g g
0 No. 5 5
Mean 953 772
S.D. 111 146
1000 No. 5 5
Mean 842 663
S.D. 114 100

No significant difference between treated group and control group.



R-961

Table 2-98 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Grip strength of male rats (Recovery group, Week 2 of recovery)
Dose Fore limb Hind 1limb
mg/kg g g
0 No. 5 5
Mean 1751 952
S.D. 84 176
1000 No. 5 5
Mean 1662 899
S.D. 212 164

No significant difference between treated group and control group.



R-961

Table 2-99 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Grip strength of female rats (Recovery group, Week 2 of recovery)
Dose Fore 1imb Hind 1imb
mg/kg g g
0 No. 5 5
Mean 1041 819
S.D. 276 147
1000 No. 5 5
Mean 1012 731
S.D. 165 135

No significant difference between treated group and control group.



R-961

Table 2-100 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Motor activity of male rats (Main group, Week 6 of administration)

Interval (minutes)

Dose

mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)

0 No. 5 5 5 5 5 5 5

Mean 427 367 281 247 294 226 1842

S.D. 33 36 97 40 35 72 244

100 No. 5 5 5 5 5 5 5

Mean 412 362 274 188 182 174 1592

S.D. 28 33 83 88 131 158 267

300 No. 5 5 5 5 5 5 5

Mean 429 350 278 146 118 53 1373

S.D. 26 81 70 128 106 43 322

1000 No. 5 5 5 5 5 5 5

Mean 421 357 329 289 241 167 1804

S.D. 15 43 39 140 137 128 383

No significant difference in any treated groups from control group.
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Table 2-101 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Motor activity of female rats (Main group, Day 4 of lactation)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 296 130 89 68 12 19 615
S.D. 128 158 120 110 14 20 455
100 No. 5 5 5 5 5 5 5
Mean- 329 217 98 89 60 65 859
S.D. 63 103 116 109 92 111 324
300 No. 5 5 5 5 5 5 5
Mean 295 243 134 86 17 32 808
S.D. 63 109 108 126 12 18 266
1000 No. 5 5 5 5 5 5 5
Mean 331 192 88 32 15 142 799
S.D. 69 95 69 43 5 123 179

No significant

difference in any treated groups from contraol group.
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Table 2-102 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4.5-Benzenetetracarboxylic acid
Motor activity of male rats (Recovery group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0~60)
0 No. 5 5 5 5 5 5 5
Mean 419 327 220 213 73 76 1327
S.D. 29 97 163 172 110 65 495
1000 No. 5 5 5 5 5 5 5
Mean 412 342 258 136 28 9 1186
S.D. 48 41 146 111 40 11 - 3086

No significant

difference between treated group and control group.
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Table 2-103 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Motor activity of female rats (Recovery group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 S5 5 5 5 5
Mean 399 286 269 153 88 52 1248
S.D. 46 110 94 137 131 83 370
1000 No. 5 5 5 5 5 5 5
Mean 391 289 266 149 100 48 1242
S.D. 40 119 93 91 153 90 337

No significant

difference between treated group and control group.
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Table 2-104 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Motor activity of male rats (Recovery group, Week 2 of recovery)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 S5 5 5 5
Mean 374 283 193 91 58 66 1064
S.D. 18 78 95 73 63 77 172
1000 No. 5 5 5 5 5 5 5
Mean 343 306 272 183 87 33 1224
S.D. 58 28 44 97 108 38 196

No significant

difference between treated group and control group.
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Table 2-105 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Motor activity of female rats (Recovery group, Week 2 of recovery)
Interval (minutes)
Dose
ng/keg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 332 208 182 80 117 86 1006
S.D. 67 100 96 83 145 117 322
1000 No. 5 5 5 5 5 5 5
Mean 296 193 173 104 152 122 1040
S.D. 46 43 139 84 100 121 126

No significant

difference between treated group and control group.
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Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Body weight of male rats (Main group)

Pre-mating period Mating period Post-mating period

Dose Gain
mg/kg 1 4 8 11 i5 18 22 25 29 32 36 39 42a) 1-42

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 369.0 386.8 405.8 418.3 437.7 439.7 456.5 467.3 480.8 493.9 503.5 510.8 513.0 144.0
S.D. 15.1 17.4 19.7 21.5 20.5 22.4 23.4 22.7 23.0 24.0 24.6 24.3 27.2 19.2

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 366.5 382.8 398.8 412.5 426.8 435.3 451.0 459.8 472.7 485.7 494.5 502.3 505.6 139.1
S.D. 14.7 16.2 17.0 18.9 18.8 17.9 17.0 20.3 19.9 20.5 21.0 22.2 19.7 12.4

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 366.0 381.2 396.3 408.2 419.9 425.0 438.3 449.8 460.8 472.1 481.8 487.5 492.5 126.5
S.D. 14.4 16.6 19.2 21.8 23.2 19.7 25.3 25.2 24.7 25.9 27.4 27.6 28.8 22.1

No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 367.8 380.8 394.1 404.5 415.2+ 423.2 434.1% 444.9 460.3 471.0 480.4 487.3 491.9 124.1
S.D. 13.6 13.5 14.8 15.2 19.6D 20.1 23.5D 23.9 27.0 26.8 28.1 28.4 31.3 26.0

Unit: g

No.: No. of animals

a): Day of administration

#: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 3-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,.2,4,5-Benzenetetracarboxylic acid
Body weight of female rats during the pre-mating period (Main group)
Day of administration
Dose Gain
mg/kg 4 8 11 15 1-15
No. 12 12 12 12 12 12
(4} Mean 231. 241.2 249.0 256.1 261.4 29.6
S.D. 10. 11.6 12.8 14.6 16.6 7.6
No. 12 12 12 12 12 12
100 Mean 234. 245.9 254.5 262.4 267.8 33.6
S.D. 9. 11.8 13.7 12.1 12.4 5.7
No. 12 12 12 12 12 12
300 Mean 232. 240.6 245.6 250.4 256.2 23.4
S.D. 12. 11.8 14.2 13.9 14.7 7.8
No. 12 12 12 12 12 12
1000 Mean 233. 241.3 247.2 255.3 259.7 26.1
S.D. 10. 11.6 13.4 16.7 19.8 11.8
Unit: g
No.: No. of animals

No significant difference in any treated groups from control group.
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Table 3-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5~-Benzenetetracarboxylic acid

Body weight of dams during the gestation period (Main group)

Administration

Dose Gain
mg/kg 0 4 7 11 14 17 20a) 0-20

No. 12 12 12 i2 12 12 12 12
0 Mean 265.0 289.6 300.7 322.4 335.3 366.6 413.8 148.8
S.D. 18.3 19.5 21.4 24.0 25.9 29.6 32.7 18.8

No. 12 12 12 12 12 12 12 12
100 Mean 270.1 297.7 311.7 332.9 349.9 379.8 423.7 153.6
S.D. 14.6 12.5 13.0 13.4 13.1 15.9 19.0 15.1

No. 12 12 12 12 12 12 12 12
300 Mean 267.4 290.3 304.4 327.0 345.9 377.1 428.0 160.6
S.D. 18.1 16.8 18.7 18.7 20.6 23.4 27.8 14.8

No. 12 12 12 12 12 12 12 12
1000 Mean 264.7 286.8 300.0 321.8 336.2 363.3 409.8 145.2
S.D. 19.0 21.2 23.2 27.4 27.9 33.5 46.7 35.9

Unit: g

No.: No. of dams
a): Day of gestation
No significant difference in any treated groups from control group.
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Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Body weight of dams during the lactation period (Main group)
Administration
Dose Gain
mg/kg 0 4a) 0-4
No. 12 12 12
0 Mean 312.8 329.7 16.9
S.D. 23.7 24.8 17.7
No. 12 12 12
100 Mean 336.9 348.3 11.3
S.D. 21.8 23.8 15.1
No. 12 12 12
300 Mean 332.9 340.2 7.3
S.D. 29.0 22.2 14.3
No. 11 11 11
1000 Mean 333.7 349.8 16.1
S.D. 28.1 29.4 15.9
Unit: g
No.: No. of dams

a): Day of lactation
No significant difference in any treated groups from control group.
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Table 3-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Body weight of male rats during the administration period (Recovery group)
Day of administration
Dose Gain
mg/kg 1 8 11 15 18 22 25 29 32 38 39 42 1-42
No. 5 5 5 5 5 5 5 5 S5 5 5 5 5 5}
4] Mean 364.4 381. 395.0 406.8 419.8 423.4 444 .2 455.0 465.2 483.8 493.2 499.4 497.6 133.2
S.D. 18.1 18. 19.3 21.6 24.4 25.1 27.5 32.7 35.1 42.0 46.6 50.6 52.1 37.9
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 Mean 368.0 380. 396.6 408.8 421.2 429.0 442.6 454.6 467.0 479.6 486.4 493.4 496.8 128.8
S.D. 21.0 22. 28.1 33.4 38.5 42 .4 48.2 50.6 53.3 53.6 58.3 60.8 68.3 50.5
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 3-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Body weight of female rats during the administration period (Recovery group)
Day of administration
Dose Gain
mg/kg 1 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 5 5 5 5 5 5 5 5 5 5 5 5 S 5
0 Mean 233.0 242. 250.8 258.0 263.2 267.4 274.8 280.0 283.6 289.0 293.0 294.6 294.8 61.8
S.D. 11.4 12. 13.9 11.1 14.7 17.8 17.9 22.4 21.4 24.0 23.9 23.4 27.2 17.3
No. 5 5 5 5 5 5 5 5 5 5 5 5 5 5
1000 Mean 231.8 243. 248.2 250.6 256.4 259.4 263.2 267.8 274.4 277.0 280.6 282.2 280.8 49.0
S.D. 10.2 9. 11.4 13.7 15.0 10.1 11.4 13.9 15.7 17.4 18.8 12.2 10.9 8.7
Unit: g
No.: No. of animals

No significant difference between treated group and control group.
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Table 3-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Body weight of male rats during the recovery period (Recovery group)

Day of recovery

Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 505.6 509.0 514.2 515.4 527.0 21.4
S.D. 52.6 56.5 63.0 64.6 65.3 14.3
No. 5 5 5 5 5 5
1000 Mean 502.6 512.0 522.2 529.0 537.8 35.2
S.D. 66.0 67.5 71.9 75.5 72.0 7.7
Unit: g

No.: No. of animals
No significant difference between treated group and control group.
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Table 3-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Body weight of female rats during the recovery period (Recovery group)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 297.2 300.2 301.2 299.8 303.4 6.2
S.D. 23.9 27.3 29.3 28.9 26.7 4.1
No. 5 5 5 5 5 5
1000 Mean 284.0 283.8 283.4 283.6 290.4 6.4
§.D. 14.4 11.8 14.4 18.7 19.3 10.4
Unit: g
No.: No. of animals

No significant difference between treated group

and control group.
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Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Food consumption of male rats (Main group)
b Pre-mating period Post-mating period
ose
mg/kg 1 4 8 11 15 32 36 39 42a)
No. 12 12 12 12 12 12 12 12 12
0 Mean 27.5 29.2 31.7 29.7 31.8 30.0 31.3 29.6 27.9
S.D. 2.6 2.1 2.8 2.2 2.0 2.4 3.8 3.1 3.9
No. 12 12 12 12 12 12 12 12 12
100 Mean 27.8 28.6 30.8 29.1 30.3 30.4 31.1 30.3 29.6
S.D. 2.2 1.9 2.8 2.2 1.9 2.6 2.4 2.6 2.9
No. 12 12 12 12 12 12 12 12 12
300 Mean 28.4 29.5 30.7 30.8 30.4 29.0 32.6 31.0 29.3
S.D. 2.6 2.8 2.8 2.1 2.4 1.8 3.0 2.7 2.9
No. 12 12 12 12 12 12 12 12 12
1000 Mean 28.7 29.6 31.8 29.8 30.7 31.7 32.7 31.3 31.0+
S.D. 2.4 1.9 2.1 2.9 2.8 3.0 2.8 2.4 2.5D

Unit: g/rat/day

No.: No. of animals

a): Day of administration

#: p<0.05 (Significant difference from
D: Dunnett’'s test

control group)
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Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2.4,5-Benzenetetracarboxylic acid
Food consumption of female rats during the pre-mating period (Main group)
Day of administration
Dose
mg/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 18.5 20.5 21.3 21.8 22.6
S.D. 3.8 2.8 3.5 2.3 2.4
No. 12 12 12 12 12
100 Mean 18.2 22.4 21.7 22.5 24.0
S.D. 2.9 1.7 4.0 2.8 2.5
No. 12 12 12 12 12
300 Mean 19.4 20.9 20.8 20.2 21.4
S.D. 3.1 1.9 2.8 3.2 2.6
No. 12 12 12 12 12
1000 Mean 18.7 20.2 19.9 21.8 22.1
S.D. 3.5 3.5 3.0 2.6 3.8

Unit: g/rat/day
of animals
No significant difference in any treated groups

No.: No.

from control group.



Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic aci

d

Food consumption of dams during the gestation period (Main group)

R-961

Administration
Dose
mg/kg 1 4 7 11 14 17 20a)
No. 12 12 12 12 12 12 12
0 Mean 21.4 25.2 25.7 27.0 25.3 29.1 21.8
S.D. 2.8 3.0 3.0 3.1 2.6 3.2 2.8
No. 12 12 12 12 12 12 12
100 Mean 25.1+# 26.3 27.8 28.9 29,3+ 30.8 23.3
S.D. 4.4D 2.2 1.7 2.7 2.5D 1.9 2.7
No. 12 12 12 12 12 12 12
300 Mean 23.1 26.5 27.4 28.8 28.9%+ 31.0 26.1n»
S.D. 3.1 3.4 2.4 3.3 2.3D 1.9 2.3D
No. 12 12 12 12 12 12 12
1000 Mean 23.9 26.2 25.8 27.9 27.1 29.3 23.3
S.D. 3.6 3.1 3.5 4.7 3.6 4.1 4.3

Unit: g/rat/day

No.: No. of dams

a): bay of gestation

#: p<0.05; #+: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Food consumption of dams during the lactation period (Main group)
Administration
Dose
mg/kg 2 4a)
No. 12 12
0 Mean 24.3 43.2
S.D. 8.8 8.3
No. 12 12
100 Mean 28.3 48.0
S.D. 6.4 4.4
No. 12 12
300 Mean 25.3 46.9
S.D. 6.7 7.8
No. 11 11
1000 Mean 30.0 48.3
S.D. 8.6 8.6

Unit: g/rat/day
of dams

No.: No.

a): Day of lactation

No significant difference in any treated groups from control group.



R-961

Table 4-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Food consumption of male rats during the administration period (Recovery group)
Day of administration
Dose
mg/kg 1 4 11 15 32 36 39 42
No. 5 5 5 5 5 5 5 5 5
0 Mean 26.6 29.2 31. 28.8 29.6 27.0 30.6 29.4 27.2
S.D. 3.2 1.8 2. 2.3 3.2 9.1 3.3 3.1 2.8
No. 5 5 5 5 5 5 5 5 5
1000 Mean 28.8 29.4 32. 29.6 31.6 30.8 31.6 29.0 28.0
S.D. 3.1 3.4 3. 2.9 2.1 3.1 2.6 2.9 3.9

Unit: g/rat/day
of animals

No.: No.

No significant difference between treated group

and control group.
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Table 4-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Food consumption of female rats during the administration period (Recovery group)
Day of administration
Dose
mg/kg 1 4 11 15 32 36 39 42
No. 5 5 5 5 5 5 5 5 5
0 Mean 18.2 20.0 21. 20.2 20.4 20.4 22.8 18.8 9.4
S.D. 4.4 3.9 3. 4.2 6.6 3.6 3.2 2.9 3.0
No. 5 5 5 5 5 5 5 5 5
1000 Mean 19.2 22.2 22. 21.4 22.8 20.8 22.0 22.4 7.8
S.D. 3.3 3.7 3. 3.6 3.3 4.3 5.2 2.1 1.6

Unit: g/rat/day
of animals

No.: No.

No significant difference between treated group

and control group.
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Table 4-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Food consumption of male rats during the recovery period (Recovery group)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 30.0 29.2 27.8 26.0 31.2
S.D. 2.7 2.9 5.0 4.6 3.5
No. 5 5 5 5 5
1000 Mean 29.8 29.6 28.6 30.4 32.6
S.D. 3.0 2.1 3.4 6.2 3.0

Unit: g/rat/day
of animals

No.: No.

No significant difference between treated group and control group.
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Table 4-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Food consumption of female rats during the recovery period (Recovery group)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 21.6 20.0 19.6 17.6 21.2
S.D. 2.3 3.1 4.7 2.1 3.6
No. 5 5 5 5 5
1000 Mean 21.8 23.8 20.0 20.4 24.0
S.D. 4.1 3.6 2.0 4.3 3.0

Unit: g/rat/day
of animals

No.: No.

No significant difference between treated group and control group.
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Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Urinalysis of male rats (Week 6 of administration)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 — 4= 4 4 A4 4 — 4= 4+ 44 e+ bttt — = 4+ 4t 4t kAt
0 17 0 0 0 0 1 2 10 0 4 5 8 0 O 0 9 8 0 0 O 0 17 0 0O 0 4}
100 12 0 0 0 1 3 7 0 0 0 5 6 1 0 0 5 2 5 0 0 0 12 0 O 0 0
300 12 0 0 2 9 1 0 0 0 0 9 3 0 0 0 9 2 1 0 0 0 12 0 0 0 0
1000 17 0 1 4 12 0 0 0 0 115 1 0 0 0 17 0 0 0 O 0 17 0 O 0 0
1) - <10 mg/dL - 10 - 25 mg/dL + 26 - 85 mg/dL 4 86 - 250 mg/dL 4 251 - 600 mg/dL T4+ >600 mg/dL
2) - <5 mg/dL +- 5 - 7.5 mg/dL + 7.6 - 30 mg/dL ++ 31 - 70 mg/dL 4 71 - 125 mg/dL +r >125 mg/dL
3) - <30 mg/dL - 30 - 60 mg/dL + 61 - 125 mg/dL ++ 126 - 250 mg/dL e+ 251 - 750 mg/dL +44t >750 mg/dL
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Table 5-2 A combined repeated~dose/reproductive-developmental toxicity study in rats treated orally
with 1,2.4,5-Benzenetetracarboxylic acid
Urinalysis of male rats (Week 8 of administration)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - - + ot 4+ - ottt b +- L e 1YY Y DY
0 17 14 3 17 0 0 0 17 0 0 0 017 ©
100 12 11 1 12 0 0 0 10 2 0 o© 012 ©
300 12 9 1 12 0 0 0 12 0 0 0 012 0
1000 17 16 1 17 0 0 O 17 0 0 O 017 0
4) - <0.03 mg/dL - 0.03 - 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - <0.5 mg/dL + 0.5 - 1.5 mg/dL ++ 1.6 - 5.0 mg/dL.  +++ 5.1 -~ 10.0 mg/adl. ++++ >10.0 mg/dL
6) +- <2.0 mg/dL + 2.0 - 3.5 mg/dL ++ 3.6 - 7.0 mg/dL +++ 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7y LY Light yellow Y Yellow DY Dark yellow
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Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Urinalysis of male rats (Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg - 4 + 4+t e F - 4= + 4+ 4 - +- + ++ +++ - +- + ++ 4+ - +- + + = + %+ +++ - 4= + 4+ A+
¢} 17 17 ¢ 0 0 O 17 0 0 0 O 017 0 0 0O 17 0 0 0 O 17 0 O 12 1 0 O 17 0 0 0 O
100 12 12 0 0 0 ¢ 12 0 0 0 O 012 0 0 O 12 0 0 0 O 12 0 0 10 0 1 0O 12 0 0 0 O
300 12 9 2 1 0 0 i2 0 0 0 O 012 0 0 O 12 0 0 0 O 12 0 O 6 0 0O O 12 0 0 0 0
1000 17 17 0 0 0 O 16 1 0 0 O 016 1 0 O 17 0 0 0 O 17 0 O 8 0 0 O 17 0 0 0 0
SEC Squamous Epithelial Cell - : Negative
SREC Small Round Epithelial Cell +- © Slight
PS Phosphate Salts + : Mild
co Calcium Oxalate ++ : Moderate

+++  Severe
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Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Water intake and urinalysis (Week 6 of administration)
Male
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h  mL/24h mOsm/kg
0 17 Mean 45 22.7 1809
S.D. 7 6.7 364
100 12 Mean 45 21.5 1868
S.D. 8 6.8 354
300 12 Mean 50 18.8 2005
S.D. 9 5.8 326
1000 17 Mean 60ns 20.2 1951
S.D. 11D 7.3 342

#«% : p<0.01 (Significant difference from control group)
D : Dunnett's test



Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic acid

Urinalysis of male rats (Week 2 of recovery)
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1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - - A e — 4= 4 44 4 b+t - +- + ot ddE bt
0 5 0 0 0 0 1 0 3 1 0 0 2 3 0 0O 0 2 2 1 ¢ 0 0 5 0 0 0 0
1000 5 0 0 0 0 1 0 1 3 0 0 0 5 0 0 0 0 3 2 0 O 0 5 0 0 0 0
1 - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 251 - 800 mg/dL ottt >600 mg/dL
2) - : <5 mg/dL +- 5 - 7.5 mg/dL + 1 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL ++4 71 - 125 mg/dL o >125 mg/dL
3) - : <30 mg/dL +- : 30 - 60 mg/dL + : 61 ~ 125 mg/dL ++ : 126 - 250 mg/dL ++4 251 - 750 mg/dL R >750 mg/dL
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Table 5-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Urinalysis of male rats (Week 2 of recovery)
4) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - 4=+ A+ - 4+t At 4 =+ 4+ At A+t LY Y DY
0 5 5 0 0 0 O 5 0 0 O 4 1 0 0 0 0 5 0
1000 5 5 0 0 0 0 5 0 0 0 4 1 0 0 0 0 5 0
4) - <0.03 mg/dL - 0.03 - 0.05 mg/dL + 0.06 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL +++ >0.75 mg/dL
5) - <0.5 mg/dL + 0.5 - 1.5 mg/dL ++ 1.6 ~ 5.0 mg/dL +++ 5.1 - 10.0 mg/dL ++++ >10.0 mg/dL
6) +- <2.0 mg/dL + 2.0 - 3.5 mg/dL ++ 3.6 -~ 7.0 mg/dL +++ 7.1 - 12.0 mg/dL ++++ >12.0 mg/dL
7) LY : Light yellow Y Yellow DY Dark yellow
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Table 5-7 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic acid

Urinalysis of male rats (Week 2 of recovery)

URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg - - + 4t - - + ++ +++ - *+- + ++ e+ - 4 + ++ 4+ - 4= + - + +4+ 4 - - +
(4] 5 5 0 0 0 O 5 0 0 0 0O 0 5 0 0 O 5 0 0 0 O 5 0 5 0 0 O 5 0 0 0 O

1000 5 5 0 0 0 0 5 0 0 0 O 0O 5 0 0 O 5 0 0 0 O 5 0 4 0 0 O 5 0 0 0 O
SEC Squamous Epithelial Cell - Negative
SREC Small Round Epithelial Cell +- Slight
PS Phosphate Salts + Mild
co Calcium Oxalate ++ Moderate

+ 4+

Severe
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Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Water intake and urinalysis (Week 2 of recovery)
Male
Water Urine Osmolality
Dose No. intake volume
mneg/kg mL/24h mL/24h mosm/kg
0 5 Mean 40 17.7 1918
S.D. 6 7.8 433
1000 5 Mean 39 17.6 2172
S.D. 8 6.9 349

No significant difference between treated group and control group.
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Table 6-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Hematology (Week 6 of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate~- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ 4L g/dL % fL pg g/dL % X10*/xL s s mg/dL
0 5 Mean 903 17.4 44.0 48.7 19.3 39.7 2.0 119.6 14.3 21.7 303
S.D. 24 0.3 1.7 1.8 0.6 1.0 0.3 8.5 0.9 1.5 7
100 5 Mean 910 17.3 44 .2 48.6 19.0 39.2 1.8 116.2 14.1 20.4 304
S.D. 27 0.5 1.2 1.4 0.4 0.6 0.4 10.5 1.3 1.4 29
300 5 Mean 904 17.3 43.8 48.4 19.1 39.4 1.9 111.5 15.0 23.7 313
S.D. 50 1.2 2.9 0.7 0.4 0.5 0.2 9.7 1.0 2.8 37
1000 5 Mean 914 17.4 43.6 47.7 19.0 39.8 1.7 114.5 14.1 20.8 315
S.D. 53 0.7 2.1 0.8 0.4 0.4 0.3 12.1 1.0 3.4 8

No significant difference in any

treated groups from control group.
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Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Hematology (Week 6 of administration)
Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10?/uL)
Dose No.
mg/kg X102/4#1. Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 116.1 77.7 17.8 1.4 0.4 2.1 0.7 90.1 20.7 1.6 0.5 2.4 0.8
S.D. 56.8 3.3 3.2 0.2 0.1 0.5 0.2 42.8 11.7 0.8 0.4 1.6 0.5
100 5 Mean 97.5 79.5 16.3 1.5 0.3 1.8 0.6 77.9 15.5 1.5 0.3 1.7 0.6
S.D. 13.7 8.8 8.1 0.7 0.1 0.5 0.2 16.8 7.6 0.6 0.2 0.3 0.3
300 5 Mean 91.7 71.2 23.6 1.9 0.3 2.4 0.5 66.2 20.9 1.5 0.3 2.3 0.6
S.D. 29.8 6.2 6.3 1.0 0.1 0.3 0.2 24.6 7.1 0.4 0.2 0.9 0.4
1000 5 Mean 117.9 80.9 15.4 0.8 0.4 1.9 0.7 96.2 17.3 0.9 0.5 2.2 0.8
S.D. 40.8 5.3 4.7 0.2 0.1 0.3 0.3 37.9 4.5 0.3 0.3 0.7 0.3

LUC : Large unstained cells
No significant difference in any

treated groups from control group.
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Table 6-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Hematology (Day 4 of lactation)
Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
ng/kg X104/ 4L g/dL % fL pg g/dL %  X10%/pL s s mg/dL
0 5 Mean 742 14.4 38.3 51.8 19.4 37.5 5.8 141.9 12.3 16.7 298
S.D. 69 0.6 1.4 3.1 1.2 0.9 1.5 17.1 0.7 2.9 28
100 5 Mean 770 15.2 40.2 52.2 19.8 37.8 5.2 142.7 12.6 15.5 276
S.D. 72 1.3 3.2 2.0 0.7 0.2 1.7 26.8 0.4 2.2 30
300 5 Mean 725 14.5 38.5 53.1 20.0 37.6 4.8 135.8 12.2 16.9 317
S.D. 40 0.8 2.1 1.3 0.5 0.4 0.8 20.1 0.8 2.1 30
1000 5 Mean 751 15.1 39.6 52.7 20.2 38.3 5.0 144.5 12.3 14.8 332
S.D. 25 0.5 1.0 1.5 0.3 0.6 0.7 25.7 0.7 2.3 46

No significant difference in any

treated groups from control group.
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Table 6-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Hematology (Day 4 of lactation)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/x4L)
Dose No.
mg/kg X10%/p#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 127.7 60.7 35.4 0.7 0.2 2.4 0.5 77.0 45.8 1.0 0.3 3.1 0.6
S.D. 25.3 6.4 6.6 0.2 0.1 0.7 0.2 13.8 15.7 0.4 0.0 0.8 0.3
100 5 Mean 127.6 62.2 34.1 0.8 0.3 2.2 0.5 79.0 43.8 1.0 0.3 2.8 0.7
S.D. 27.4 7.5 7.6 0.3 0.1 0.4 0.2 16.3 15.6 0.4 0.1 0.9 0.4
300 5 Mean 121.4 55.2 40.6 0.6 0.2 2.9 0.4 65.0 51.1 0.7 0.3 3.7 0.5
S.D. 38.0 15.4 15.8 0.3 0.1 1.1 0.2 22.7 24.6 0.1 0.2 2.4 0.3
1000 5 Mean 156.7 57.9 38.0 0.7 0.3 2.4 0.6 90.7 59.7 1.1 0.5 3.9 1.0
S.D. 31.0 8.2 8.4 0.2 0.1 0.6 0.2 21.1 16.4 0.3 0.2 1.8 0.4

Luc

Large unstained cells

No significant difference in any

treated groups from control group.
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Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Hematology (Day 14 of recovery)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ uL g/dL % fL rg g/dL % X10*%/ 1L s s mg/dL
0 S Mean 922 16.5 43.4 47.1 17.9 38.0 2.0 120.1 14.5 23.5 309
S.D. 28 0.3 0.7 1.5 0.8 0.6 0.5 21.1 1.0 2.0 16
1000 5 Mean 927 16.86 43.3 46 .7 17.9 38.2 1.9 109.4 13.7 21.1 314
S.D. 33 0.8 2.0 0.9 0.3 0.3 0.4 8.5 1.5 4.3 23

No significant difference between treated group and control group.
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Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Hematology (Day 14 of recovery)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%2/xL)

Dose No.
mg/kg X102/4#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 113.9 81.7 14.8 0.9 0.5 1.8 0.3 93.4 16.5 1.0 0.6 2.0 0.4
S.D. 34.6 2.9 2.5 0.2 0.1 0.4 0.1 29.9 4.0 0.4 0.3 0.7 0.2
1000 5 Mean 99.1 79.2 16.8 1.1 0.4 2.2 0.4 79.2 15.8 1.1 0.4 2.1 0.4
S.D. 19.2 7.2 7.0 0.4 0.2 0.4 0.2 21.0 4.5 0.5 0.3 0.2 0.2

LUC : Large unstained cells
No significant difference between treated group and control group.
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic acid

R-961

Hematology (Day 14 of recovery)
Female

RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ 1L g/dL % fL PE g/dL % X10*/ mL s s mg/dL
0 5 Mean 855 16.1 41.6 48.7 18.9 38.8 1.4 117.9 11.6 18.0 234
5.D. 45 0.8 1.4 1.2 0.5 0.5 0.4 8.0 0.8 1.9 31
1000 5 Mean 852 16.3 42.1 49.5 19.2 38.8 1.6 122.4 11.8 19.5 230
S.D. 40 0.3 0.8 1.6 0.7 0.5 0.3 7.8 0.2 1.3 10

No significant difference between treated

group and control group.
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Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Hematology (Day 14 of recovery)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10?/xL)

Dose No.
mg/Kg X10%/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 63.3 74.6 21.0 1.8 0.3 2.0 0.4 47.2 13.2 1.1 0.2 1.3 0.2
S.D 5.3 3.6 3.6 0.2 0.1 0.2 0.2 5.5 1.8 0.3 0.1 0.2 0.1
1000 5 Mean 55.5 75.4 20.1 1.7 0.3 2.1 0.5 41.7 11.3 0.9 g.2 1.1 0.2
S.D 14.9 5.4 5.3 0.3 0.1 0.4 0.1 11.6 4.0 0.3 0.1 0.3 0.1

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 7-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Blood chemistry (Week 6 of administration)

Male

AST ALT LDH v —GTP AlP T.cho TG PLL T.bili- Glucose

Dose No. (GOT) (GPT) rubin
mg/kg 1U/L IU/L 10/L 1U/L 10/L mg/4dL mg/dL mg/dl, mg/dL mg/dL
0 5 Mean 71 36 48 1 403 48 43 83 0.1 148
S.D. 17 6 10 0 26 6 28 13 0.0 14
100 ) Mean 71 35 52 1 450 45 22 75 0.1 145
S.D. 7 10 10 1 85 6 5 9 0.1 10
300 5 Mean 65 36 51 1 438 43 24 76 0.1 139
S.D. 6 8 10 0 73 7 15 12 0.1 12
1000 5 Mean 72 36 47 1 481 39 33 73 0.1 138
S.D. 7 6 8 0 46 8 14 6 0.0 11

No significant difference in any treated groups from control group.
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Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Blood chemistry (Week 6 of administration)

Male
BUN Crea- Na K C1 Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 ] Mean 15 0.28 143 5.0 108 8.5 6.1 6.2 2.8 Q.84
S.D. 2 0.05 2 0.2 2 0.1 0.5 0.2 0.1 0.02
100 S Mean 16 0.26 143 4.8 107 9.5 6.3 6.1 2.8 0.886
S.D. 2 0.03 2 0.1 1 0.1 0.4 0.2 0.0 0.04
300 5 Mean 14 0.24 143 4.8 107 9.6 6.3 6.1 2.8 0.83
S.D. 1 0.04 2 0.5 2 0.2 0.4 0.2 0.1 0.04
1000 5 Mean 14 0.27 143 5.0 106 9.4 6.3 5.9 2.8 0.87
S.D. 2 0.02 1 0.1 1 0.3 0.3 0.3 0.1 0.08

No significant difference in any treated groups from control group.
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Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Blood chemistry (Day 4 of lactation)
Female
AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg Iu/L 1U/L Iu/L v/ IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 86 59 42 1 191 52 26 99 0.0 143
S.D. 8 10 6 0 10 13 12 20 0.1 18
100 5 Mean 95 51 53 1 258 48 22 95 0.0 138
S.D. 21 10 15 0 41 14 13 28 0.1 19
300 5 Mean 88 51 55 1 284 57 42 108 0.0 142
S.D. 40 9 25 0 87 19 32 29 0.1 13
1000 5 Mean 81 52 50 1 306 53 28 105 0.1 143
S.D. 11 12 11 0 145 12 13 24 0.0 17

No significant difference in any treated groups from control group.
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Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Blood chemistry (Day 4 of lactation)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol /L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 15 0.31 141 4.8 110 10.0 6.7 6.2 3.0 0.93
S.D. 2 0.04 1 0.5 1 0.3 0.4 0.3 0.1 0.03
100 5 Mean 14 0.29 142 4.4 109 9.9 7.1 6.2 2.9 0.90
S.D. 1 0.04 1 0.6 1 0.3 1.2 0.3 0.2 0.07
300 5 Mcan 14 0.28 142 4.1 108 9.9 7.0 6.0 2.9 Q.90
S.D. 2 0.04 2 0.2 2 0.4 1.1 0.4 0.2 .02
1000 5 Mean 13 0.27 141 4.4 106 10.1 7.4 6.2 2.9 0.90
S.D. 1 0.04 2 0.6 4 0.4 1.0 0.3 0.2 0.02

No significant difference in any treated groups {from control group.
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Table 7-5 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Blood chemistry (Day 14 of recovery)

Male

AST ALT LDH v —GTP AlP T.cho TG PL T.bili- Glucose

Dose No. (GOT) (GPT) rubin
mg/kg IU/L 1U/L 1U/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean 65 32 64 1 367 45 36 77 0.1 162
S.D. 7 5 22 Q 60 11 16 13 0.0 20
1000 5 Mean 59 33 58 1 403 59 48 100%+ 0.1 156
S.D. 5 7 14 0 88 10 8 6T 0.0 19

#» : p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Blood chemistry (Day 14 of recovery)
Male
BUN Crea- Na K C1 Ca P TP Albumin A/G
Dose No. tinine
mg/kg mg/dL mg/dL mmol/L mmol /L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 16 0.27 144 4.6 107 9.6 6.1 6.1 2.7 0.82
S.D. 2 0.03 1 0.4 2 0.4 0.4 0.2 0.1 0.05
1000 5 Mean 16 0.24 143 4.3 106 9.7 6.4 6.3 2.8 0.82
S.D. 1 0.02 1 0.3 2 0.3 0.4 0.3 0.1 0.04

No significant difference between treated group and control group.
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Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Blood chemistry (Day 14 of recovery)
Female
AST ALT LDH v ~GTP AlP T.cho TG PL. T.bili- Glucose
Dose No. (GOT) (GPT) rubin
mg/kg IU/L 1U/L 10/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
(4] 5 Mean 86 49 63 1 188 67 14 123 0.1 138
S.D. 17 15 14 1 92 10 4 19 0.0 14
1000 5 Mean 76 41 57 2 182 60 10 110 0.1 139
S.D. 20 9 20 1 6 11 6 21 0.0 21

No significant difference between treated group and control group.
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Table 7-8 A combined repeated—dose/reproduétive—developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Blood chemistry (Day 14 of recovery)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol /L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 18 0.31 141 4.0 109 9.6 4.4 6.4 3.1 0.95
S.D. 4 0.04 1 0.3 1 0.4 0.8 0.5 0.3 0.06
1000 5 Mean 18 0.32 143#+ 4.1 112%+ 9.6 4.6 6.5 3.1 0.91
S.D. 3 0.03 1T 0.2 1T 0.1 0.9 0.3 0.2 0.04

«% : p<0.01 (Significant difference from control group)
T : Student's t-test
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Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Organ weight of male rats (Main group)

Body Brain Thyroid Thymus Heart Liver

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
0 Mean 486 2.13 23.8 332 1.44 12.58
S.D. 36 0.09 5.9 100 0.10 1.12
No. 5 5 5 5 5 5
Absolute 100 Mean 472 2,12 27.2 337 1.40 11.95
S.D. 25 0.10 2.9 59 0.10 0.97
No. 5 5 5 5 5 5
300 Mean 476 2.10 23.7 252 1.45 12.49
S.D. 25 .05 2.9 59 0.10 1.74
No. 5 5 5 5 5 5
1000 Mean 456 2.08 23.9 290 1.39 11.82
S.D. 40 0.10 6.0 68 0.12 1.64
No. 5 5 5 5 5]
0 Mean 0.44 4.9 68 0.30 2.59
S.D. Q.02 1.1 18 .03 Q.14
No. 5 S 5 5 5
Relative 100 Mean 0.45 5.8 72 0.30 2.53
S.D. 0.02 0.4 13 0.02 0.13
No. 5 5 b} 5 5
300 Mean 0.44 5.0 53 4.30 2.62
S.D 0.02 0.5 12 0.02 0.29
No. S 5 5 5 5
1000 Mean 0.46 5.2 63 0.31 2.358
S.D. 0.03 1.1 13 0.02 0.15

No significant difference in any treated groups from control group.
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Table 8-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Organ weight of male rats (Main group)

Spleen Kidney Adrenal Body Testis Epididymis

Dose (R+L) (R+L) weight (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g g(g/100g BW) mg(mg/100g BW)
No. 5 5 5 12 12 12

0 Mean 0.82 3.31 71 484 3.31 1282
S.D. 0.14 0.13 13 26 0.37 97

No. 5 5 5 12 12 12
Absolute 100 Mean 0.76 3.20 71 476 3.40 1338
S.D. 0.10 0.18 18 22 0.22 102

No. 5 5 5 12 12 12

300 Mean 0.76 3.38 65 466 3.30 1271
S.D. 0.10 0.26 14 30 0.29 107

No. 5 5 5 12 12 12

1000 Mean 0.71 3.22 69 ’ 459 3.43 1318
S.D. 0.21 0.16 9 29 0.28 111

No. 5 5 5 12 12

0 Mean 0.17 0.68 15 0.69 266
S.D. 0.02 0.03 3 0.08 24

No. 5 5 5 12 12
Relative 100 Mean 0.16 0.68 15 0.71 282
S.D. 0.02 0.03 4 0.05 25

No. 5 5 5 12 12

300 Mean 0.16 0.71 14 0.71 274
S.D. 0.03 0.04 3 0.08 30

No. 5 5 5 12 12

1000 Mean 0.16 0.71 15 0.75 288
S.D. 0.03 0.04 2 0.06 34

No significant difference in any treated groups from control group.
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Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Organ weight of female rats (Main group)

Body Brain Thyroid Thymus Heart Liver

Dose weight (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW)
No. 5 5 5 5 5 5
0 Mean 300 1.98 19.3 202 0.95 9.92
S.D. 23 0.04 3.2 85 0.07 1.33
No. 5 5 5 5 5 5
Absolute 100 Mean 307 2.00 17.7 230 1.02 9.73
S.D. 23 0.05 1.1 80 0.08 0.84
No. 5 5 5 5 S 5
300 Mean 296 1.96 19.1 2086 0.98 10.37
S.D. 18 0.07 1.4 87 Q.07 Q.97
No. 5 B 5 5 5 5
1000 Mean 321 2.00 16.6 264 1.04 10.92
S.D. 31 ¢.11 1.6 82 0.13 1.12
No. 5 5 5 5 5
0 Mean 0.66 6.4 66 0.32 3.30
S.D. 0.05 0.9 25 0.02 0.21
No. 5 5 5 5 5
Relative 100 Mean Q.85 5.8 74 0.33 3.17
S.D. 0.06 0.6 24 0.03 0.14
No. 5 5} 5 5 >
300 Mean Q.66 6.5 69 0.33 3.50
S.D. 0.04 0.6 27 0.03 0.14
No. S 5] 5 5 3
1000 Mean 0.63 5.2 82 0.32 3.40
S.D. 0.04 0.8 24 0.02 0.15

No significant difference in any treated groups from control group.
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Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Organ weight of female rats (Main group)
Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg g(g/100g BW) g{g/100g BW) mg{mg/100g BW)
No. 5 5 5
0 Mean 0.64 2.08 100
S.D. 0.08 0.15 12
No. 5 5 5
Absolute 100 Mean 0.62 2.03 92
S.D. 0.05 0.17 11
No. S5 5 5
300 Mean 0.59 2.07 102
S.D. 0.03 0.16 9
No. 5 5 5
1000 Mean 0.72 217 - 95
S.D. 0.09 0.20 10
No. 5] 5 5
0 Mean 0.21 0.69 33
S.D. 0.02 0.03 3
No. 5 5 5
Relative 100 Mean 0.20 0.67 30
S.D. 0.01 0.07 5
No. S5 5 5
300 Mean 0.20 0.70 34
S.D. 0.02 0.04 4
No. 5 5 5
1000 Mcan 0.22 (.68 30
S.D. 0.02 .05 1

No significant difference in any treated groups from control group.
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Table 8-5 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Organ weight of male rats (Recovery group)

Body Brain Thyroid Thymus Heart Liver
Dose No. of weight (R+L)
mg/kg animals g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
Absolute 0 5 Mean 494 2.13 21.3 277 1.32 13.51
S.D. 64 0.14 2.4 84 0.17 2.38
1000 5 Mean 504 2.14 19.9 294 1.35 13.45
S.D. 70 0.06 2.9 72 0.14 2.63
Relative 0 5 Mean 0.44 4.3 55 0.27 2.73
S.D. 0.03 0.3 11 0.01 0.19
1000 5 Mean 0.43 4.1 58 0.27 2.66
S.D. 0.05 1.0 9 0.02 0.16

No significant difference between treated group and control group.
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A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic acid

Organ weight of male rats (Recovery group)

R-961

Spleen Kidney Adrenal Testis Epididymis

Dose No. of (R+L) (R+L) (R+L) (R+L)

mg/kg animals g(g/100g BW) g{g/100g BW) mg(mg/100g BW) g(g/100g BW) mg(mg/100g BW)

Absolute 0 5 Mean 0.886 3.18 61 3.22 1333
S.D. 0.22 0.32 7 0.24 91

1000 5 Mean 0.77 3.14 72 3.35 1384

S.D. 0.12 0.28 12 0.18 107

Relative 0 3 Mean 0.17 0.64 12 0.66 272
S.D. 0.02 0.03 1 0.04 29

1000 5 Mean 0.15 0.63 14 0.687 277

S.D. 0.01 0.04 3 0.07 29

No significant difference between treated group and control

group.



Table 8-7

R-961

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Organ weight of female rats (Recovery group)

Body Brain Thyroid Thymus Heart Liver
Dose No. of weight (R+L)
mg/kg animals g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW)
Absolute 0 5 Mean 285 1.98 19.2 238 0.91 7.26
S.D. 25 0.05 2.6 65 0.07 0.57
1000 5 Mean 270 1.96 15.6# 241 0.89 6.90
S.D. 14 0.05 1.97 42 0.05 0.60
Relative 0 5 Mean 0.70 6.8 83 0.32 2.56
S.D. 0.05 1.4 16 0.02 0.21
1000 5 Mean 0.73 5.8 8¢9 0.33 2.55
S.D. 0.03 0.9 11 0.02 0.18

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

T: Student's t-test



Table 8-8

A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Organ weight of female rats (Recovery group)

R-961

Spleen Kidney Adrenal

Dose No. of {R+L) (R+L)

mg/kg animals g(g/100g BW) g(g/100g B¥) mg(mg/l100g BW)

Absolute Q0 5 Mean 0.56 1.98 79
S.D. 0.08 0.17 11

1000 5 Mean 0.48 1.82 73

S.D. 0.07 0.10 6

Relative 0 5 Mean 0.20 0.70 28
S.D. 0.01 0.05 3

1000 5 Mean 0.17 0.68 27

S.D. 0.03 0.03 3

No significant difference

between treated group and control group.



R-961

Table 9-1 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Gross pathological findings (Main group)

Organs Sex: M M M M F F F F
Dose(mg/kg) : 0 100 300 1000 0 100 300 1000
Findings Number : 12 12 12 12 12 12 12 12
Kidney
Cyst 0 1 0 0 0 0 0 0
Dilatation,pelvic 0 0 0 1 0 0 0 0
Stomach
Focus,dark red,glandular stomach 0 Q 1 0 0 3 4 2
Testis
Small 1 0 0 0 - - - -
Thyroid
Small 0 0 0 0 0 1 0 0

-: Not applicable



Table 9-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally

with 1,2,4,5-Benzenetetracarboxylic acid

Gross pathological findings (Recovery group)

R-961

Organs Sex: M M F F

Dose{(mg/kg): 0 1000 0 1000

Findings : Number: S5 5 5 5
Stomach

Focus,dark red,glandular stomach 0 1 1 0

Focus.raised,limiting ridge 0 1 0 0




R-961

Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Histopathological findings (Main group)}

Organs Sex: M M M M F F F F
Dose(mg/kg) : 0 100 300 1000 0 100 300 1000
Findings Number: 12 12 12 12 12 12 12 12

Adrenal
Number examined
Not remarkable
Cerebelium
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Femur+Marrow
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Cell infiltration, focal
minimal
Intestine,duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum
Number examined
Not remarkable
Intestine, cecum
Number examined
Not remarkable
Cell infiltration,mucosal
minimal
Intestine,colon
Number examined
Not remarkable
Lntestine, rectum
Number examined
Not remarkable
Kiduncy
Number examined
Not remarkable
Cyst
minimal
mild
Dilatation,pelvic
milad
Regeneration, tubular
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R-961

Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5~-Benzenetetracarboxylic acid

Histopathological findings (Main group)

Organs Sex: M M M M F F F F
Dose{mg/kg): 0 100 300 1000 0 100 300 1000
Findings Number : 12 12 12 12 12 12 12 12

Kidney (continued)
Regeneration, tubular (continued)

minimal 3 1 Q 4 2 0 0 1
Urinary cast,hyaline 0 1 0 0 0 [4] 0 0
minimal 0 1 0 0 0 0 0 0
Mineralization,medullary 1 0 0 1 1 0 0 1
minimal 1 0 Q 1 1 0 0 1
Cell infiltration,interstitial 0 1 0 1 0 0 0 0
minimal 0 1 Q 1 0 0 0 0
Fibrosis,focal 0 0 0 1 0 0 0 0
minimal 0 0 0 1 0 0 0 0
Eosinophilic body,tubular 0 0 0 1 0 0 0 0
minimal 0 0 0 1 0 0 0 0
Liver
Number examined ) 0 0 5 S 0 0 5
Not remarkable 0 0 0 1 3 [¢] 0 3
Microgranuloma 5 0 0 4 2 0 0 2
minimal 5 0 0 4 2 0 0 2
Lung(bronchus)
Number examined 5 0 0 5 5 0 0 5
Not remarkable 4 0 0 3 3 0 0 4
Mineralization,arterial wall 0 0 0 1 0 0 0 0
minimal 0 0 0 1 0 0 0 0
Alveolar macrophage 1 ] 4] 1 2 0 0 1
minimal 1 (4] 4] 1 2 0 0 1
Lymph node,mesenteric
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Lymph node,submandibular
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Parathyroid
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Pituitary
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 0 5
Sciatic nerve
Number examined 5 0 0 5 5 0 0 5
Not remarkable 5 0 0 5 5 0 4] 5
Seminal vesicle
Number examined 5 0 0 5 - - -
Not rcmarkable 5 0 0 5 - -
Spinal cord(thoracic)
Number examined 5 0 (0] 5 5 ] 0 5
Not remarkable 5 0 0 5 5 0 0 5
Spleen
Number examinced 5 0 0 5 5 0 0 5
Hematopoiesis,extramedullary 5 0 0 5 5 0 0 S
minimal 2 0 0 4 1 0 4] 1
mild 3 0 0 1 4 0 0 4

-: Not applicable



R-961

Table 10-3 A combined répeated—dose/reproductive—developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Histopathological findings (Main group)

Organs Sex: M M M M F F
Dose(mg/kg): 0 100 300 1000 0 100
Findings Number: 12 12 12 12

—
N
-
N
o
o)
<
=
(=]
S
o

12 12

Sternum+Marrow
Number examined
Not remarkable
Stomach
Number examined
Not remarkable
Erosion, glandular stomach
minimal
mild
Hyperplasia,squamous,limiting ridge
minimal
mild
Ulcer,limiting ridge
minimal
Testis
Number examined
Not remarkable
Atrophy,seminiferous tubular
moderate
Thymus
Number examined
Not remarkable
Thyroid
Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Edema, submucosal/mucosal
mild
Uterus
Number examined
Not remarkable

[
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R-961

Table 10-4 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Histopathological findings (Recovery group)

Organs Sex: M M F F
Dose(mg/kg): 0 1000 0 1000
Findings Number : 5 5 5 5
Stomach
Number examined 5 5 5 5
Not remarkable 5 2 4 5
Cyst,epidermal 0 1 0 0
mild 0 1 0 0
Erosion,glandular stomach 0 1 1 0
minimal 0 1 0 0
mild 0 0 1 4]
Hyperplasia,squamous,limiting ridge ] 1 0 0
minimal 0 1 0 0




R-961

Table 11 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Estrous cycle in female rats during the pre-mating period (Main group)
Count of estrus Mean duration
Dose No. of of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 0 8 4 3.3+0.5 4.2+0.4
100 12 0 0 0 9 3 3.3+0.5 4.1+0.3
300 12 0 0 0 8 4 3.3+0.5 4.2+0.3
1000 12 0 0 0 9 3 3.3+0.5 4.2+0.4

No significant difference in any treated groups from control group.



R-961

Table 12 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2.4,5-Benzenetetracarboxylic acid
Mating and fertility of animals
Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) ¢)

0 12 2.7+0.9 12/12(100.0) 12/12(100.0) 12 2.7+0.9 12/12(100.0) 12/12(100.0)
100 12 2.5+1.1 12/12(100.0) 12/12(100.0) 12 2.5+1.1 12/12(100.0) 12/12(100.0)
300 12 2.8+1.0 12/12(100.0) 12/12(100.0) 12 2.8+1.0 12/12(100.0) 12/12(100.0)

1000 12 2.7+1.3 12/12(100.0) 12/12(100.0) 12 2.7+1.3 12/12(100.0) 12/12(100.0)

a): (No. of copulated animals / No.
b): (No. of males which inseminated females / No.
c): (No. of pregnant animals / No.
No significant difference in any treated groups from control group.

of copulated females)

of mated animals) X 100
of copulated males) X 100
X 100



R-961

Table 13 A combined repeated-dose/reproductive~developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Delivery data on dams
No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth
Dose pregnant with live index corpora tation tation stillborn liveborn
mg/kg females pups % a) period lutea sites index % b) pups (%)c) pups index %
Total 12 12 100.0 198 184 4 175
0 Mean 21.8 16.5 15.3 93.4 ( 2.3 14.6 97.7
S.D. 0.3 2.6 1.9 4.7 ( 38.4) 2.2 3.4
Total 12 12 100.0 189 177 1 165
100 Mean 21.9 15.8 14.8 93.0 ( 0.6) 13.8 99.4
S.D. 0.4 1.7 3.0 13.5 ( 1.9 2.6 1.9
Total 12 12 100.0 193 187 1 174
300 Mean 22.0 16.1 15.6 96.9 ( 0.5) 14.5 99.5
S.D. 0.4 1.3 1.4 3.3 ( 1.7) 1.8 1.7
Total 12e) 11 91.7 174 167 1 149
1000 Mean 22.0 15.8 15.2 96.1 ( 0.8) 13.5 99.4
S.D. 0.4 1.7 1.7 6.1 ( 2.0} 2.7 2.0
a): (No. of females which delivered live pups / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100
¢): (No. of stillborn pups / No. of stillborn and liveborn pups) X 100
d): (No. of liveborn pups / No. of stillborn and liveborn pups) X 100
e): One dam was not delivered.

No signi

ficant difference in any treated groups from control group.



R-961

Table 14 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5~Benzenetetracarboxylic acid

External examination of liveborn pups

No. of No. of a) Body weight(g) External b)
Dose No. of Sex ratio abnor-
mg/kg dams males females Male Female malities(%)c)
Total 84 91 0.48 1d)
0 12 Mean 7.0 7.6 6.3 5.9 ( 0.6)
S.D. 2.0 2.5 0.5 0.5 ( 1.9)
Total 76 89 0.486 0
100 12 Mean 6.3 7.4 6.5 6.1 ( 0.0)
S.D. 1.8 2.4 0.6 0.6 {( 0.0)
Total 83 91 0.48 0
300 12 Mean 6.9 7.6 6.5 6.2 ( 0.0)
S.D. 1.9 2.4 0.4 0.4 ( 0.0)
Total 59 90 0.40 0
1000 11 Mean 5.4 8.2 6.8 6.3 ( 0.0)
S.D. 1.6 2.5 0.6 0.5 ( 0.0)

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

b): No. of liveborn pups with external abnormalities

¢): (No. of liveborn pups with external abnormalities / No. of liveborn pups) X 100
d): Convoluted tail

No significant difference in any treated groups from control group.



R-961

Table 15 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Viability index of pups
Viability
No. No. of 1live pups index on
Dose of day 4 after
mg/kg dams Day 0 Day 4 birth % a)
b)
Total 12 174 173
0 Mean 14.5 14 .4 99.6
S.D. 2.2 2.0 1.5
Total 12 165 159
100 Mean 13.8 13.3 96.6
S.D. 2.6 2.5 5.
Total 12 174 172
300 Mean 14.5 14.3 99.0
S.D. 1.8 1.7 2.4
Total 11 149 147
1000 Mean 13.5 13.4 98.8
S.D. 2.7 2.7 2.7
a): (No. of live pups on day 4 / No. of liveborn pups on day 0) X 100

b): One pup with external malformation was excluded.
No significant difference in any treated groups from control group.



R-961

Table 16 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid
Body weight of pups
Male Female
Dose
mg/kg 0 4 0 4a)
No. 12 12 12 12
0 Mean 6.3 9.4 5.9 8.9
S.D. 0.5 1.0 0.5 1.1
No. 12 12 12 12
100 Mean 6.5 10.2 6.1 9.6
S.D. 0.6 1.5 0.6 1.4
No. 12 12 12 12
300 Mean 6.5 10.0 6.2 9.6
S.D. 0.4 1.2 0.4 1.2
No. 11 11 11 11
1000 Mean 6.8 10.6 6.3 10.0
S.D. 0.6 1.3 0.5 1.1
Unit: g
No.: No. of dams

a): Day after birth
No significant difference in any treated groups

from control group.



R-961

Table 17 A combined repeated-dose/reproductive-developmental toxicity study in rats treated orally
with 1,2,4,5-Benzenetetracarboxylic acid

Gross pathological findings in pups on day 4 after birth

Dose (mg/kg) 0 100 300 1000
Male
No. of pups examined 82 73 83 59
No. of pups with abnormal findings 0 0 1 0
Thymic remnant in neck 0 0 1 0
Female
No. of pups examined 91 86 89 88

No. of pups with abnormal findings 0 Q 0 o]
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