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249

4£-[A], 1,3-Benzenedicarboxylic acid, dimethyl ester DMEHEEN O K EHR S =Z MBI OEEME. &5
CNCATERE TN T AR BRI UOHAERORBICRIETHELRITIZEFENLLT, KERSE
TN AR A BRI CFET AR T A A S>TERBLUT, HEEED Crl:CD (SD) Ty Mo
BB O (AR My Ena ) | 62.5, 250 725 TNE 1000 mg/kg DR TR OB S Ui-, HEX 42 A
B 5 L7 ICHIBR L MEEASECAT 2 IS X OAEHIM, LRI A EL OfE 4 BECERARE
(¥ 5 BH¥:41~45 BRH) Uiz, 7236, RECHET B RO S, HARIIWE 4 B, BE8WIIHEE 5 B
IR LT, EFc, MED 0 BKTN 1000 mg/kg T EFEIHERED YT TAMEEZFRIT, 42 AT G L
BIZEH D 5 FlEdRLE,

(B 14 % TERD S D72, HED 0 KT 1000 mg/kg I5REDSHE 5 61, MEDVT T A MED 5 4
i, 42 AR S L1, 14 B REESECHIRLE,

BONHREUTICENL,

1. HEa R

HEHIFE S O—AIRIBOZE(LEL T, 1000 mg/kg R EGHEDMEMETER S 3 BLE, HE5HIC—iRME
DOFHEN B RSN Tz, F72, 1000 mg/keg B EREOME | HITHE 15 BICOBIRARPBEINTZ,

HERERE SRR LT MEOD 250 351X 1000 me/kg B 5RETHE, FLURS KO IR O (R ELHERS 23t
FREAIC IR U CIREICHERB L, AT RO EIRS HbiLvTe, BER IO 774 M GEZSELME) Tidg
BRIOEHAEOZ IO LRI -T2,

FRARZCIT, HED 1000 mg/kg FEHORERBIOFN Y AR ESHEMUT, SRS IOYT
T A M GEZREME) CTIIRREICEREIIROLNR T,

MR LFERE TIL, 1000 mg/keB S-RED 3 HMER I U754 M GEZZELER) &hic, Za—2R
PR LN VT A IR EE AN, 2 it CrI iR BRTR LM Uiz, DA LFEREICIT, #
BRVE R 5\ L DB 0T,

PEEERE T, 1000 mg/kgk 5 HEOME CIIFIRIL L OBIRE &MU, $iz, Stk Cal
B E BRI, BEORE BERICIIHEBRME R 5 LD BT 0T,

Z oM, FEAZEREIER, BEERE, MIRFRE., WA FREICHEOHThORICIBN TS
WRME I 5D BT Dol

EERBRORER, B 5L PICHLNIREIBEIN T REHRK TRICADIRRE,
WARERE., BEEEOE(LHEEREKE TRIIBEIN R T,

2. AT FRIET R L O A AT R
PERH, SREAAE . HEE RIS L OEIRIIA ., AR, BRBBS L UERRIPRYER S ICLDOR
B oo, MERDOAETFE, FEBIUBIER RICEBRYE RS ORBIIALNRI T,
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3. ERME

PLEDORE RIS, ARBREM T2 1,3-Benzenedicarboxylic acid, dimethyl ester O BENIZ
o —ixEmiE R EEE R, —RIRE, AE, BE, RRE., MRELEREBIVBETER
DFERDG, HETIL 250 mg/kg/day., METIL 62.5 mg/kg/day, AFEREA MR EEERERBLOR
RIS T2 EEM R KR ER 5L 0B LOWE REII2R, HAeRE, £FER H
AREEICOEBIIRO LN 27728, 1000 mg/kg/day &5z Hhviz,

o, —REEFIZEL 14 HEOEREHMICIVEE 752883\ b ERoT,

SERE®

MERED ~ b AZECHT(2 38 )36 L OB (B & 2 ). 72O QN HECIIAES BRI M T 1% 2 TR
(&5 R¥:42 B . REME IR MA@ L CREEHHE 4 BET, 85 A :41~45 BREIC,
FEARZBIRE i BIFE O BRI 1,3-Benzenedicarboxylic acid, dimethyl ester Z#% I 5-L . MHES
MO RER S EE R I OCEEN, RONNCATER A BB IUHEROREICRITTREICD
WTRRLTZ,

HERH AR5, & GLP

AR, [FHCEMESIRDRBRD FIEICOOT BT, LEETANTA ) CERR 23 4F 3
R 31 BN FERFE 0331 5 7 SRAFBHEEERMLF/RE. AL 23-03-29 WHE b SRFEEE
BUEEXRR . RIREFEE 110331009 FREERGREECRBEBM) ([CHEWL ., FHHEDE
IR L T OoRBMER B T2 5YE ) (FRE 23 48 3 A 31 AfFiT &% 0331 5 8 HE
AFBEEERMLBR, FK 23-03-29 HEHE 6 SREEXLEVNEEERE. RRERE
110331010 SERFEE RS BREBR RREM) &8 FL TERL,

ETOERBIEDT, BWOEFHEROCERICET2IEEI(BM 484 10 A 1 B EHE 105 5 F
B 18 48 6 H 2 A —#IE), [ EREW ORI K CMRE I ONTE T ORI BT 2248 | (AR
184F 4 A 28 H., RIEAHERE 88 F)BLONEAFBE OFTE T2 EMMEEIC BT 2B ERED
FEWEICBE T HEAEE ) (TR 18 426 A 1 A, BI3E 0601001 B)& L, [HMAEARHELRLZE
BRI ERICE TR (ER 2F 10 A 1 B AL 22 42 10 A 1 BRIENCES
WTEM LT, ARBRIZIT 28 EEREHEL, RHNEFIMERZB2OFELZIT. ARIN
TG (B EBRIKRE 5 :1110268A), 7235, FKABIN =B ERFTEN LD EE I oT,



RERE 5 R-11-005

M ERE

1. BB

HBRYE ChHD 1,3-Benzenedicarboxylic acid, dimethyl ester (3!44 : Dimethyl isophthalate, CAS
No.:1459-93-4, 43 F: CjH 04 75 T8 :194.18, #MBL: FfE, fER~EK., Aa~IFEAY A,
MEEE (GC) :99.9%, Wb/ BEHEHEEH : 124°C/0.3kPa. il #1:68.9°C, A& ) — /v /KSFA4RE 1.7, KK,
J£:1.3Pa/25°C, w M5 :FGMOL, Annex A, LL'F, DMIP) &-DE%/\L(%&%
WHEAF: 201149 A 27 B) . AR ETHE- BT (ERIE 3~6°C) CHRE Lz, DMIP DR’

EIRIZRT,
o} OCHg

OCHs

)

WERME DL EMIL, B 5 FAART (2011 £ 11 A 7 B) BLXOREGHIE#TH (201242 A 2 H)
WCRBFFERTIC T — Y =B BRI 0 BE 5 (FTIR-8300, Bt SR 2 AL, BV AgEH
B TR AR Y bV (B R : 4000~400 cm™) ZHIEL THAT, BEAE DO 2 DOR7E
TZB-AUDN IR 2T b, [FIHR B 2 AV CTER L2 AR GRBRE S G-11-032) ICCRERREN T
WD,

2. MBI UEEHIE

HAFy— /LR YN—ERGFAF L Z—LD 8 HERD Sprague-Dawley (SD) 3% (Crl:CD(SD). SPF)
M 62 UL, #E 103 TLEEAL, 15 SERICNAL, Af AL EDT 15 HH, RELFEFRE~O
BHED7- DB LIz, £OME R BO—RKEEZBEL. AT H (AR 1 B)BIOBREKTRIC
EEEZREL, BE - -BEHR T8O RICHKRD T =NV IR THILE FETL, ME—VIcR
BRES . ML OBLE S LA LIBA — RE 8N Tl Uz, E7o, B IOVl AT
3 AMbg A B LTz, AR AGiiide ORI T RO FRiomiy Thorz,

i A faf H 2011 4E 11 H 28 H
AT A 1 265.1~300.5 g, Mf 186.0~2179 ¢
FRPE#T H 20114F 12 8 12 H

RIS TIRMAE gk 360.6~447.0 g, M 226.5~298.7 g

Bz - LI b B> 11 (IMEBY % 55 85) CAMEHLILAS | 11 078 a3, Z 0D
EIBIL T | M2 I T o0 — IR G | SRR 52 do S OMA B HERS (R FE fi | 3 e X9 &
FIBFS D B DI T, 7285 METCEE, SN HER MDA B 7 Pl
BROML, AR MEAE 2R DR KO RS A AT o T, BESY LTI OB F 4810 24



ARERE 5 :R-11-005

T, 7= A MU TRICEYE S EEH#ZL, AR OR2-EEH I —NCRRES . B L OB E
BEREALTEHET r — I8N, BT 0IAU-HEESY 10 1L, S 24 LB OMERBIOR
RIZFVERSA LT T ILiZETREBEH L. th BRI ALE,

BIIFRIRE 21.0~25.0C, FFABE 40.0~75.0 %, KR EH 16 B/, BHREHA270
12 (T FE~19 BE)AUAT | 12 FEH) (19 B~T7 B9) AT ISR ESN B BN T, &R REHEEr—
(220w X 270d X 190h mm)iZ 1 PL3°D (AZBRFIL 2 PU)UNAL , EEIEEE (CE-2, H AL T) LAKIEA
(EHHAEREK) % B BICERSETRE L (L, BTAIRBLOREE RS Lz plz R
2HNIRHRNARRIET) , MBI B 2FNI OV T, TR 18 ADDIEE 4 BE Ty NETS
AFo 7 QBTG r—0 (350w X 400d X 180h mmiZ 1 P DUNAEL . FKEE L TR UL lF o 7 (2
NR—=Y =2 BRTZZZ LV —) BB L, SEHR P OESWEOREIL 22.56~25.5C, E
I% 48.0~72.0 ¥ Tholz, /e, gLkl BBIK B L OIRBO ST RERIT, W T IvbiEEREE
NEE RO FAHMPEANTHHZL LR LT,

3. R 5H
1) AL

WD EEREL, A/ VASKTERL., Bk (Nytnai W, fEm: FHT7/47R7, WEES:
V1P6999) % & T OIMZ 2B OIRES T, 20.0 w/viRAE TR 72, IHIZ 20.0 w/vhiREHAAKIC > TH
RL. 5.0 Z2bTNT 1.25 w/vhiRF B PSRRI L 72, AR U BRI E IR - BT (ERIfE 22.5~
25.5C) CHRE L, ZEMEDORIHMAICERALE,
2) & MERBR

EEHIIEFTC, W5 D, 1.25 BED 20.0 w/VHREOZRERIEIZOWT, iR, EXEET
(EHE 22.0~24.4C)IcB1TD 8 BRIDEEMERER L., ARBROBMER LML (ZEM
RERBALAE 20114 11 A 28 H.8 HH:2011 4 12 A 6 H., Annex B),
3) & BABR B LU —MHERER

PIE TSR (FBILE 2011 48 12 A 12 B)IC2W T, 1,25, 5.0 LT 20.0 w/ Vb HEEDFRIR i
DEREFEL, 8k (9—1) 2B LI, TORR, FE RIS RRED 89.5~101.8 % T
HY, FREEDOIELHXIIFN TN FEHED 98.6~101.4 Y THEHMBANIZIH 7= (Annex C),

FARR AP OYERYE IR II L T OFETRIE U, #58HED 1 mL ZIERICEY, 2-7 1% ) —
WTEFRUE, TEF=RLCTHRL, BEHAKR (9 1 pe/mL) 8L, BIC, #E5RWER 10 mg
EREICEY, TRR=NUICEEMRLU CIEREIZ 50 mL U7, 20K 1 mL Z1EREICZED, 7ER=FIL %
MM CIEREZ 20 mL &L, EHEFRELU, EHI2, ZOEEFK 1, 1 8L 4 mL ZEREICED, TR
=NIAEMZ TERZENIEREIZ 20, 10 BXON10 mL &L, AR (9 0.5, 1 8L 4 pg/mL, &
HE n=1) 28U 7z, BUBHRTR R SO HERR IR & L T O™ 3 @ik ik 7 < b5 7 (HPLCEIZ LD HEI
EL., BRI DIER L= R ERE AV TG EH o DMIP BEEZEHL,
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HPLC HiE %4

B O LR RIE B K210 nm)

AT T AN XTerra RP18 (PN#84.6 mm, FX100 mm, ki F#£3.5 pm, Waters)
BER AEK/TEP=PIVIRH (65:35 v/v)

P 1 mL/min

HT LR EIRE 40°C

ABIER E IR =ik

HEHEAE 10 pL

F—ho P2 T EN= NV

VAT LDOWEE M BIEBSERTR L OMIE R T RICEERK (91 pg/mL) Z1EF D8]

EL, E— 7R FRFHBILORE (Y —27miR) O£ 8 GBI EBHLERTIC
X THRER T ERORES 2R LT, THOFFEEIL, ©°— 7%
FrEFRIDS £ 3.0% LA, B —2 SREE DS +5.0% AN E B & & LT,

4. EBORERBIOREGIE

ARBROREEIL, AEBRWE % W TIT-7-11,3-Benzenedicarboxylic acid, dimethyl ester @
T MWD RAER G5 - ATER A F AR (FHRR) | GRRE5:R-11-004) OFERELL
ICRRE LT, 2B, TR CHEA UM E B I OEAIIARBR LR U oy M VW,

FERERTIL, 0 (k. Moz l) | 500 8L 1000 mg/kg @ DMIP % 8 i@E DM SD R
M&HE 5 L) i 14 B, RERBIR ARG UCRER, WTHoOBIZEWNTORECBWIIBESh T,
BEHE P I —RIRBOEITBRSN o, REICH R REEE DMIP F#REGHEOBICERE
IERRD BN -T2, 500 mg/kg 5D 1 F1T DMIP OEMNZHRE LHERISNABEIC A RIRIRD
HIVA, 1000 mg/kg B EHEDOFIETIIRIRMEITFRDON T, TOMDIE -MEEICHE(kiT R
Doz, Eio, BB L OIS E RIS REEL DMIP £ 5L O BEITRD b7z,

#£-T, 1000 mg/kg @ DMIP ¥ EL T EELRFMIIRBOLNRNEE I ONI-ZEND, KRB
OFEAEE 1000 mg/kg £L, LA TFALK 4 TRUT, #HE% 250 mg/kg, {EHE% 62.5 mg/kg LL7z,
2R, TR CHEA U ERDE BLOEEIARBRER Uy M AV,

AR T, BB REAT 2 BEE, ZZERHFE (14 BH) 2@ L THRAETE £T @5 EK
42 [B) | HEBYIIZSECAT 2 JERH, ZSECHIR. R A @ T B OME 4 BET, IEERHOK
HEMEEZTE T 51D ELT T IoAMEIRS 42 BET. EAMIC 1 A 1 EL 1 & 7 [, 467
B (9 BE 01 43 ~11 B 59 /) I B Ui, | EA &1L 5 mL/kg &L, B, T 7T AN, 72BN AEC AT
RHOONIZZEL R OMETILE | BRIE TR EE BRI, ZZRPHERINIME CIIBBST ORIZE B D EE

BB EREZEN U, 286 3 BEICIIEATHL N Eaa i RIS L, R 5REKIT
{LBAETARTAANTHY, Fy N B EIC LR R ELL,

10



ABRE 5 R-11-005

ARBROFMRI L OB E S EZLL IR

. BE5E EE RBRIRE BEE
B B 5mE -
(mg/kg) (w/v¥%) (mL/kg) /i3 JHE
[NyEaeiadigs
1 0 0 5 M01001~M01013%*  F01001~F01013
(g4
DMIP 62.5 1.25 5 M02001~M02013  F02001~F02013
DMIP 250 5.0 5 MO03001~M03013  F03001~F03013
4 DMIP 1000 20.0 5 M04001~M04013%  F04001 ~F04013
S NyEaivg::!
57 0 0 5 - F05001~F05010%
6 (F774 MiE) DMIP 1000 20.0 5 - F06001~F06010%

* FEO BRI OE B, MY T I MEDOEBIME B DO KEWESFIIIEIE BRI HLLT-,

5. A&
1) BB (Fy)
O—feiRreDE £

LNV, FEHRPIXER 1B &S5RI ERTEROER 2 B EBELE,
QEIERBLOEEFELEOBIE

HEEMITH BRI OEABROILEMEF EDORENE 5 Bz, HEMWIZ )T 7 MEOEY)
BEDORENE 5 FleBkZE52A (EE 1 B)26 14 B, #0 1 EH L, —fRREZEELE
OrEMAE R Bl

2N ONT, REKT B, #5 8, 15, 24, 30, 36 BX 142 B (5HpI3HE 0 B4 BD
) . EHEHIRTRIEERE 7 B850 14 BICAa 7 U PRI R A RN 21T o 1o, BRI, W
b 13 5 04 4y ~15 B 10 2y DRICIT 72,

ET, UL TOBIELT, r— VDB T BNIAREBIEL . 1EEE L COBIEA T, 1F
A ECE, ML, BB, BRERITED, SIE. AR, Bk, RO, PR AT, WIRHTED, SV TR, BRK
Jis, B3KA, FE7E, HER, BEE, Bl AR, MEERUR, B ROHE B,

@HrEmRE

RECIIEHOBYE B DO 5 FIT- DV T, IS 2B HEES SIS TR G- 42 H OFEM7R
TERBLERICB &R TREL, BARIERBL OB REBHRE IR E 39 BITRELE, T, &
eBliIEE 5 RIS HIRNEE LA HOBME B OE 5 FlCOWT, V7 I MECIIAH
DB EF O 5 FNTOWT, BB 2R EB SUSIIHRK G 42 B OFFMSERBIZIZT]
EFOTREL, BAHERI O B REBHRE IS 41 BITREL
(1) RIS 2R ER G

TIATIVIG BEFLR R ENL, BB AUS ., RIS AL IRNg: (BB ) B, Em 5
DFEEHREL,

11
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(2) B /1E

NEVIR STRITE S AT LB W TIRNZHE L, FEMORIRBLIOREORHEENEH
5 EIEL ., Bl L OB EBRAN LT 3 BOBIED T EERD T,
(3) BREBPNE

B R EB B I E B (SUPER-MEX, ZATHEES) 2 FIV VT, 20 25T O B FGES) B (K EB Bk &
USEH _EAVEIFOZFHAIL, SHAMELE 5 28R L, ERETNT 14 Bil., BRI
15 BRICHEL -, RBSHREIWIT. RABRNC 14 BRISERL, BRI B RESREL Bl
7
OEEHIE

KERS L OMEMIOY-7F AN, 85 1,7, 14, 21, 28, 35,42 A, [Ef 1, 7, 14 BRIOGIRBICHE
Uiz, HEmdds- 1,7, 14 B, R0, 7, 14, 20 B, W& 0, 4 BBIOSHRR IICHIEL,
GEEERE

HEBI OB OV 7T MET, B E 1~2, 7~8, 14~15, 29~30, 35~36, 41~42 B, [E#E 6
~7,12~13 BIZHIEL., T/ MRS 21~22 BIChBIELZ, M iTRsE 1~2, 7~8,
14~15 H BXOUEHR 0~1, 7~8, 14~15, 20~21 BARLNIHE 3~4 HICHIEL,
OREAE ,

HEM B IO OV T I A MNEERERNREL ., | 537TH OBRE TIIA#ESH ., F/-, [EIHE 13
A& DR A CIIEIER LA RE L,

537 HOBRE TIEY H OG44I, [E1E13 A ORE Cld—ARiBOBIEK TRICEMWE RS —
(UL, AFOEBICOWTRELT, 72720, G- E , BRI ISR A IUURILEIL. BIR
BG4~ 8IFR DIF A CER I L 72 % PR C 2 DDA B 13424 O IR TfT o7z,

H H RIEE e
pH-¥& M -E B -$E- bk RBHE F—3a AL T AE-4020 (7 — 2L A)
A=) WAy VSN ) i AN =i Eil
RE FHE AR —
thE JEHTIE TR VEERIBITEHSU-202 (V< BR5E)
FRUT AAA P AAVBRE B EEMRE ST EEEEAS (AT VN T 4-)
IV BAZ PR Eiis [ L
HEAL RS il Cill=

OLEEp-uE =3

2HIOMEZHOVNT, AT 3 BDEEHIABEL ., HoT%, RERBLURELS &Y T I
BRI LBIOBEAATEAZERL, FBYORES. RESHRSNOECHERMEZEE L, £
7o, B L DOFEHFEFENF BB (BEZLORBNOREY ETO B EDOFY) BL UK GBIHE
IZ 4 HD0E 5 HEROM RSB SN ORI AL =B DB EZ BB U, 723,
KRBT 4~5 B DM CTHEIEIAENRL TOSEMIIE SR L HIlT LT,

12
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Oz

#5156 HOD 16 Bf 11 53 X0EIFENOMERES 1 X 1 CRBSE, BeilvEd, Bhireil,
FE R DOMEDIZAAT AL VER U CER LT, BENIZEERS DVITER AT A P F D5 HEER
DB ERRBREMEL, ZO A %R 0 AERELCRBEZMBHEL, EAICFAE L, 2ok
RBIOEIRORBICEY, FEEM AR BHR A £TO A EBLOEOBICER LR 1E
DEE, RRE (RREWE/REATZEED) X 100, %) | EIRE ((HREMW 3/ 23 R LT B
W) X 100, %) FHHLIZ,

@Y% - 538 - B IR BB DB

RREPHEREINT-261% B RS ST, DTRORMRRIT, R 21 MY BHLHBAHRShD
FTHEBITV. FHT 1 RRETICHGEBPZE T LB OWT, 2O HEHE 0 B (K H) &L, ik
RO EZEEZIIBEFTREREBMIC OV TTY, BEEBE TR -TBIZ OV Th, %D
—ARIRRER L O IR DRIEN S BF OF B Ui, Sihigi, B REBEHE 1~4 B0, &
AU, S 2FOFEREIE R 0 A0SR ETO BE) 2K, WE 5 BOFIKR
RFC IRB AR R B8 | FEIIE R B EA . AR [ GEREV/ IR RS0 X100, %) 2HIHL,
@R 1f.

WP IVB AR AT 18~ 24BF A RS E /o 8 | MR KEARDLLL T (1), (2), Q)DIRIZ S F %
Bz TRMUTz, HEORG# T RHIR CIISHOBME 513 E 66, BEIE 150 BT 55 TIE
=8 Bl 2B (G H) CTER M AT o7, Fio, MEOF G T RERIR TIL. 2B OV THES B ICRE
BT LS BHOBME B BIOH, BT IANEO R 5# TREIR CIIE OB E S
FENBH, [\ 15 BIZR B3R ClEE A2 FGH) TR ILE T,

(1) MRFHRER FIEEER 7= BT YA

(2) MKFHER HUEEER EDTA-2K

(3) MIRA(CEREM FUEER ~Y
QLR FHRE

BRI REICOWTUTOEBZREL, FUEEREL T/ BT NT L% AV TEREL
7o MEMGIMEEE SBEL T, 7 abas B U B L OVEE(LE o b R TRAF R ZRIEL . £
DA IE B 13 FTEEEHIE LT EDTA-2K & AW CERUZnE CRIELZ,

HH B E 3 AR

AR ERE (RBC) BRIEPUR HIE ¥R BB TR
XT-2000iV (Y AAyJA)

H Bk 3 (WBC) PR —FEAWET7a— A AN - FE

H Bk 5348 il Eill=

IR AR Bk H=R (RET%) il Eill=

Ifn. 8,38 & (HGB) SLS~ES bt ¥ G

EEFRMERATE (MCV) 28 (HCTX1000/RBC) Eill

/%L (PLT) EXIEYUR T Eill=

~<h7Yy Ml (HCT) i/ £ [k

SEYR fuER ifn 258 & # (HGBx1000/RBC) G

(MCH)
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HH HEE i 2R
15 7% o BR f €5, 3 U8 EE 28 (HGBX100/HCT) MK BB iriEE
(MCHC) XT-2000iV (¥ ZA9JR)
EHEALE A v R 779 2Fy SeRER S 4 H B) I 7R [ 2
2 (APTT) CA-1000 (VAAyJR)
7°ubry b VKR (PT) FAE Eill=

- @EELFERE

PRI BN DOV TEL T O B 4R E L 72, HEERIE L T % VTR U g b s
SYREL TRIE LT, 7233, iz i —HN 3 FRRIHEREIZ B9 5 3182 (T3, T4 3L TSH) BIERE
L CHHERTE (TO°CLUT) Lieds, FIRIBORERE RS L O O CORAETE B OFEEN S, AR
B R ISER B RIF SO IS LT | IR LB BN SR 2 o T,

IHH HIEE fif I3

REBRE(TP) bV ik HE TR
JCA-BM6010 (A A% F)

TV7 I ¥EEE (rALB) BCGik Eills

7 va—2 i (Gle) ~¥Y%+—%"+G-6-PDHE Al

fay aFu— VB EE (TC) AV AFu—-VAF Y —E -HDAOSYEE Rk

N7 YL/ IR EE (TG) GPO-HDAOS (7' t)vilE) i Gl

)RR R A (PL) a8 —¥ - DAOSTE Eil

IREFEFREE (BUN) UVT—¥ -GODHE VTV EHER  [FE

IVTF=V IR E (cre) Jafféik 7l E

vy T NVEIMNT VAN T FH 1 T IFCC#: FlE

(y-GTP)

TV T 427 78—t TE M (ALP) GSCCiE Eil=

TANIX VERTI )NV AT =7—F EME  IFCCEE Rk

(AST)

TI=0 TN A7 27— TEME(ALT)  IFCC 7k

FLER K FEEESRTE 4 (LDH) JSCCHE#E Lt IE il

vy bR EE (Ca) OCPC¥#: Eill=

FAEY Ve PR B (thil) BERE Eill

R PR P (IP) )77 ERE Bk il

REH BEYE B (TBA) BBV AIV T [F_E

A/Glt #+% (rALB/ (TP~ rALB)) Eills

TR AL A PR EE (Na) AF ERBIE 2 HBEREE ST EE
EA05 (247N 74-)

HITAAL A PR EE (K) Gl Rk

HFEAL P (C) il Eills

@R BICEETER

3R BET LTt (250 mg/kg ¥ 58D 1 B B E S FO3011) I3FECHERR R I, 2IfF A
FET-L7-ME (62.5 LN 1000me/kg ¥ 5HEDE 1 Fl: BipE S F02006, F04007) Tix&WH KD
U EHRLE RIS, BRI OV T I MEOR G T RERANIIIR S 42 BOR A, B
DL EFIITHE 4 HORHIZ, BEWMB IOV 77 MNEORIEBEGIIEIE 15 B, MK, m
WRAEACFREZ T 21T P3NV E Z— - )T ARRER T CERILL . ZH A O EIE~
YIS E S — L N ARRER T CRUL B RS R CHIR LTz, 70, SETEMI LIS D 2f]i DT,
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B BRI SO R R MA, BRI, D TR, R, PR, B, RSB R LA, RS ARCHE G
E)BIOWE EEREET) . IR, TEOERFE L, £7o, 2FIOM, 8. TEE, IR
(N—F—8) . HTFRBIOE TR, K&, BRI LR/ ME, MR, DE. Bl osE X,
JPFIRE, N, R RN, B, B+ R, =B, B, B, . B, TEYY S, B
UL/, FEBL, FEBE Ok, AR, M L ONEREMR, SRR, 75, B, Bt KRB R OKRER
BB R, B, B, FLAR. BIOYREHEREL ., (REFEL, ETBMLIS O,/ S& X
15 cm AKELLTFOEN T, KE IS 10% PHEEREE AL <V 81K 5 mL LTEEALEEL THDH
ML CRBERICHRF U BREBIURR LT 7RI B E (BRI 10% P IS E
WY EEIR) L, ZOMOBE T 10% PR SR <V W EE L,

BB, 2B RAEC U-REY OBE EEFEITFTHEN S LIIR L,

OREHBRERE

HRLEBMDOIE | BEB KOV T 7 MEOH G4 T REFIRCIIs BB D N R A B OB
BHFHENE 5 G, MEOREHT BRI CIIO AN OWTHEE 5 BICER GRS -5t i
B2 NICEABRHOBMEENENE 5 POV T, MAERENSEBEDO NI -z
AV (HE) BAZERIL , FEEA T RAL ER LT,

FECHNZ DUV THRIARIC, IREARR R AL T L7, 7, FIRIFICREFT RS ZON 285 -
AR (Bl B . BRR, N, B, B, R bR ORSEL, 7 E) ICBIL THEIRRIC HE AL ERIL,
RE R AL ER LT, ,

B, BEHIMKTRERFORBEMASEREICBWC, SRR X OEARR L ORICE
LOBER I UOHEEICEERENRD ONBRPo=Z L0 b, BIEMIRK TR BRI O/REAR
EREIITRDR o7,

2) AR (F))

O£ BB

W 0 B ICATERBBSIOBE C REA MRS A T BB L UNERFHOF EBLBEL. &
s [ (B VREL/ B HRIRED) X 100, %], AR HESR (HEARE/EREL) X100, %1, HER[ (£
IR EEMER/ A IREI B X 100, %] B X O A SR [ (HEEA IR B/ BE IR ) X100, %] 2R LI, F7e,
HE 0~4 AT, EA., —BREPBEL., AFEREEEC REEHEN IS FiERERFR
[(HE 4 BOAERE/HE 0 B4R X100, $1Z2BHLUE, AFRICOWVTE, HE 0 BIO
4 BICEMOKEZNEL, B LRI O FH B I 5L 010, HE 0 BRIV 4 BiC
BB (A VR B/ 30 X100, %12 B LT,
Oy

FE RN RFEOF EEABELTHRL., 10% P HEEERL <) BB EEL TRIFLZ, &
FVITHE 4 BICARTEOR EXBEL TERIA TR ARE: T IC A BESETHRL, N
HBREOREOREEBELU, SARICEAENBEINGER | flbARICEEL TRELE,
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6. 7 — X DRI

PR DAL U= B DERE | ZZR R, ZHERIZOV T Fisher DEBEMERELIT o7 (BEAK
HE:5%),

R E R S HORBHEBEREFI RO, 7L —R50 L2 T —# % Mann—Whitney @ U HE
(LY FIGHES LV — RO A FHEIL Fisher DEEERERD AR EIC IV REELOMOF BERTEE
110l (FEBAKYE:B%), 72721 HECRBW UL B 5 BISHRU-EMORBRICEL CORMmELE
L7z,

ZOMDOT —Z1E, AR LICELNIEH DO litter ZEDOFEHEE 1 HEARLL, T4 MERND
DUNTEDMMDOFEAN T LT, ZDE, IR OX RS 2 OB EITIE, £ F REEITW. AEE
DADLNRTIIL Student’s—t REZTToT. F REICBWTHEZENRDLNTZH AL, Aspin-
Welch BRIEZEAT o7, MRATOX B 3 LU EDBEIL, J67°, Bartlett D FIEIZIDE RO HO—I%
PEIZDVVTIRIE (BB AKYE: 5%) 21T ofc. DB —KR ThoTHE I, —mEBH OB (B
EKHE:5%) 21TV, BHEICEBESFED LN 2HE 1L, Dunnett 141 J:‘D%Ettf%ﬁof:(ﬁ%%k
#E:5%) , — 07, WTIDDOFETHEMN 0 Lo GBI OREE— K TR -5 5121, Kruskal-
Wallis DNENLERE (B B /KHYE:5%) 21TV, BERICA BB o558 12i. Dunnett B ORRETE
I E BB E T o7 (B E/KEE:5%),

FRIDCENTEGIOEHABROEERICRELRETRVOHIFRRVEREE KDY
Mof=C¢&

2012 46 1 A 6 H 13 KtH, REEBFRE R FIRAKR AT OEBRPREECL > TEIE LT, IBK
RATOEREBRIETEZA, A — "= a—MNIIY, FHAERORENFAMEERBZ, 25.5CLieo
oo A==t a— MR U2 REAHFARBAN TR EL THBL TWOIEERERIL, VW
DEMDO—HRRBICH ERFRICER LIZEE 2 ONAELITREH LN T, OB EHEB ICHL R EIX

RO TVVRNZEND, RRA~DOFEIT RO E LT,

Fofh, TFRITDZENTERD T RBROERIEIC R EE KT TRV OHLERE K OFBREH
N7 PYVINeY Rl ] = v Y falt

AERRIR

1. BE
1) —ﬂﬁib%ﬁg(Table 1~Table 4, Appendix 1~Appendix 4)

HETIIFETEII A DN 2T,

METIE, 250 mg/kegf 5-REO 161 EE B FO301D)DMENR23 B Do HIZFE L Ui, T 7AMET
I CEMII AL T,
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B EM R O—RIRBOE(LLL T, R E3\LUEIZ1000 me/ketk 5-HEDOMERE TR 5% 0 —iltE
DIEFEA B RENTe, —IRPEOFRIEIL, HETITH 518 H ~40 B ORI 1~661, #ECi3#e 516 B LA,
Y TIAMETIITRE6H T, REZSEHTIEERBB P IZ1~4fl RO LN, Fi2.
1000 mg/kg G-HEDOMELHI TR 515 B DA IZHRERBBEINT, TRLIMZ—FRIRIED B HE IR
B OHIED T,

EEHE OB TII— RO REIIRD LRI o7, 28, MEEO 16 (B E 5 F05008)
TIXEIE 13 B DRBRERICRH S —ICRERATE T | BROJESREBHB R E LT,

2) SEM7EEIRBIER (Table 5~Table 6, Appendix 5~Appendix 6)
B 5 HM P OBECIL, 2R, B 58H DB T250 me/keix 5-HOMELA, 5240 DBET
62.5 mg/kgi G HEDMELF, W E AR IS Ei L2 B TxHBROM LA, Zh e EBEIhTL,
EE P OBETH, EHETH BLOEE4H OBETHTIbx BEOHS 16T, Z2RA1E
MBS, ThEUHBILTBES DT, |
ZOMOBEHE B I, WTNOBERICLEFIIRDOON T, JHRBIUBFERICH R REEL L
WL TR0l

3){KE (Table 7~Table 10, Appendix 7~Appendix 10)

HETIL, XHHEEEE DMIP &8 5 3L ORI CAREHBICE BZEITRD NN 5T,

T, BT WM Tk, DMIPE- R G- RED A B 1ot FREEC IR ICHERS U7, SRAR I i,
2508 L Tr1000 mg/kgft S-REDKREAN ., FFHFHNIIIZIT 2o Te NP IREIZHERB L, 2508 L TF
1000 mg/kgix 5-FEDOEEOH OEREIZIIH BRI T (P0.05) 23380 b, HH4 B DEELRY VEH
BHOIT, BT IFAMETIL, &5 HIFAZBL T, st REELDMIPE 5-#£(1000 mg/kg) LD THREIZ
ARZETFRDLN 2T,

B AR DA E L, MEREE S I RBREEEL 1000 mg/kg & 5-BEEDBICH B ZEIT R o1z,

4)$BEEE (Table 11~Table 14, Appendix 11~Appendix 14)

KETIL, xHBREEL DMIP £ % 5L O R TRE B I B EITFRD 2ol

MG, AELRTOMR CId, X FRIESDMIPEA K 5L ORI CREFRICH B AT ol IRBIM
i, 25085081000 mg/kefk 5 HEDIEER RN | SR HILIE , ) ChHOIBBMEME R U, HE
IR P OBEE BT IR EDMIPA I 5L O] TH B ZEIIR OO o7,

YFIA T, WEHIRZEL T, REELDMIPE 581000 mg/ke)& DR CREATRICE B EIT
RO 0T,

[EIE R OREEE RN, MEREL S 1o FRBEEL 1000 mg/kg ODMIPER EREL DREINCH B EIT o7,
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5) HsREMRE
ORI 3 2B EEN S (Table 15~Table 16, Appendix 15~Appendix 16)
B 5B R LUIRE T, ML IO TO BB W THL B EIIRO LR -1,
O HRE (Table 17~Table 19, Appendix 17~Appendix 19)
BB BABICERB LR TIL, MRS I S DMIPE R 5L O T h Rk L O
#%IER) KA BZETRObeh 5Tz,
@B ERERE (Table 20~Table 22, Appendix 20~Appendix 22)
B BB B I LT Tk, MEREE S I IBBEEDMIPA- 1R 5L O C B REE & (K
BHBBLIOLS EAVEE) I BEZEIRDbhieholz,

6) JRIRZE (Table 23~Table 24, Appendix 23~Appendix 24)

BRI TRORETIE, HED1000 mg/kg# 5§ DR & (P<0.05) BILOF M T L dk &
(P<0.01) A3%t FREEIZ LB U CH EISIEIN U, METIIRFL T REEMIIRO LN T, HBEELDMIPE
BeERLOMCRE, WE, EREREBLICHHERBICEEETRDONR) ol

[E1 7 IR T RF DR Tl BE TR T REE IR D LN T | HREELDMIPE 5RO T
R, LE, BRERESIOHHEEICHEZIIT OO 2o, MDY TTAMED1000 mg/ke
BT, REEEXHBIZEA L2 (P0.05),

7) MEFHRE  (Table 25~Table 26, Appendix 25~Appendix 26)

O 5 YR T

HETiE, DMIPE# SR O MEFRE O FICIT, MBEHLOMICEEZITRO Lol

S HRMETIZ, 260 mg/ke¥ 5-HE CLUFERER L DK T (P<0.05) | Vo /SERELHE D _EH- (P<0.05) A3,
1000 mg/kgx 5-Ff T H MLERELDFD (P<0.01) | FFHERLEDKT (P<0.05) | Yo/ BRED LA
(P<0.05) AV FbHEICFRD b,

BT IAMRETIL, 1000 mg/kgix 5-F THERBR LR D F BITIK T L2 (P0.01),
@mlE HIf# Ty

HETIL, 1000 mg/keg# 53 CHRIMERE B L O~ Uy MESH BIZHEML 72 (P<0.05)

W (V-7 FAME) TiL, 1000 mg/kg ¥ GHEDOMIRFREDORERITIL. HEHLOBICHEREITR
DoIVEhoTz,

8) MIKA(LFERZA (Table 27~Table 28, Appendix 27~Appendix 28)
O 5 HIEH T 0

HETIX, 62.53 11250 mg/kgix 58 THRAL AT m— VRN E BIZHEINL - (P<0.05),

S WECIE, 62.5 mg/kg¥t 5RETY N a—RARENFEICTHEIL (P<0.05), 1000 mg/kgft 5 TH
Ja—RPREE (P0.01) , RUZ VBT AREEE (P0.01) . JEHEEYRFE (P0.01) . A KPR EE (P<0.05)
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BENENAEIHEMLIZ,

BS54 MEETIL, 1000 mg/kgl 5-BETY L a—RPREE | N7 YE5A R EERGEIBIINL (P<0.05) .
HBRREDSAH BT (P0.05) LTz,
@IEIE BRI T I

HETIE, 1000 mg/kg# B-RECR AL AT VB IOV IR B ENH B U (P<0.05),

e (-7 T MEE) TIL, 1000 mg/kg B HDOMIRAELFREORERITITHBRLIOMICEE ST
ABHbenol,

9)Z¥E EE (Table 29~Table 30, Appendix 29~Appendix 30)

O 5B T

HETIE, HBRBEL DMIP £ 5L OB TWO T NOBE EEICH BEIRO LR o7,

Syl CIE, 62.5 mg/kg $ S CHFIROMER B ROE ZICHIML (P<0.05), 250 mg/kg BERET
SR (P<0.05) , MR D EE & L UHERTE R (P<0.01) A3 BICHA L, 1000 mg/kg H 5T
FHig D FE% B 8 (P<0.05) |, B8 % E & (P<0.01) , BB 0% E & (P<0.01) BT Ivb A B i
mizz,

YT FAMETIL, 1000 mg/kg & 5HETUMROEEEBL ORI EE (P0.01) | 0 EEERL
UV % E & (P<0.01) | "B ligiod 3 E B ds L UMHNT B 2 (P<0.05) B3 A B ITHEML ., FIRIROKERB L
OE B £ (P<0.05) A EICR D Uiz,

@EIE AR & T

HETIE, 1000 mg/kg R 5-HEORIF (/) OEEENF RITHEMLIZ (P<0.05),

W (-7 FAME) Tid, 1000 mg/kg REHDOFRBOEZEEBIOHEMERNFEICHEMLE
(P<0.05),

10) ##EFT R (Table 31~Table 32, Appendix 31~Appendix 32)

QD 5 HIM#E T KRR 5

I, 250 mg/kg WHEED2BIIBLTN 1000 mg/kg B FHED IHNI R LASTRO HALIZIFA,
62.5 LU 1000 mg/kg ¥EHDOEIFIZMEMELL, £D55 1000 mg/kg TEREDOH TITIREALL
EREL TV, iz, 250 mg/kg B 5EED 1HIOLMERITKILAS, 62.5 mg/kg #&5-FED2F DIFE
EEOEMHIVITERIORBICEAOREHINBEEZEINT, 2O, $RBEDO1FDOEIGIZEEIFE
HbhT,

QD EIE IR T R BRI

B W T RS, WIRM . REFT RITBD LN o7,

Ot 51 # T e ERH] (i E5 H H%)

BT, 250 mg/kg B EHEDLEMNTHAE T DMAMERAS, 1000 mg/kg FEFEITITHREAILH DV
A ZOIRMPENEH 1 PlBlESI T, £o, BT, 62.56 3L 1000 mg/kg R E5HEDS 141
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D IR BRI R 35k DU LR A, 1000 mg/kg FeG-HED 1 FIORTE IR NN R ERE 25
KD IEE 2380 BTz, DM, RFFED 1 BRI XA LA BE ST,

@HESHE P OIFECH (HE23A | BEMSH L) BLORME RSEL L8y

FEgR 23 RIS HPICSET Lz 250 mg/kg HBEHEORBW@EHE S F03011) T, Bk, gk
FOMBRIZIR AL IR § DI IS, IR ITBAE S DR R R DBEREN T, B
R BRI R ARH DV IR ABESN T, $, FEIX, WEmASFEREAAEZ 2L, PEASHEIEL TV
Too ZOEMYTIE 4 PL(HE 3 U5, 1 I0) AFN TR, WTFRLETL W, ESSICEFEMAIS
8 VL(HE 5 T, M 3 L), Z=2-F = AT 4 PL (2 JT. #f 2 IT) R T IRIRABESh, 28, IBIERBLID
ERDOARIIIRE TR OLNIeh o7z,

2HFRAHE 0 RIS L ER L 62.5 mg/keg HEREORBEH@ENHE S F02006) T
FRRAS /IR E RUTEY, FEIL, WEESEREFHE 2L, EATERL Qe 2WE RNHE
1 BIZFELE LT 1000 mg/kg H5-HEDO BB EWME 5 F04007) T, MR/ NUKISINZ, FFlgo3:
b, Bigs ORI ORELARD ST,

OV T 74 MEOR 5 IR T R BRI

SHRRAEIS TN 1000 mg/kg GHED % b FlaHRRLI-03, IR REFT IR bl

®V7 71 MEOEEHIFEE T kRS

REERIRB T — IR E AT DI RO ISR B LI RBEED 1 FILSN, AIRAYZ
HE RIIRO IR T,

11) FRBLERE MR A (Table 33~Table 34, Appendix 33~Appendix 34)

OO 5 T R 5

DR, SRBER XY 1000 mg/kg &GO K 2B RBIED L DL, ML BEII
7oy WTNOBIIL B ERZETHY, MEEMICREOR BETRO LN oT,

i, st BB 1E] O Ml ik Mg OEFE L, 1000 mg/kg &G5HEO 25 OBREEIZ R Rt
DYEILEDBESNN, WTHOFSZBRELRE(L Thol,

JFFIig G, FBREIS LT 1000 mg/kg #GHED 2B FRE FIMED RO RERG AN, StFREER SOt
1000 mg/kg FEEEEOE BN/ NAZHEIMBERS NI, TR LORREDF BRI T,

BT, STRBER XY 1000 mg/kg BEHOSFICHIENSIUBEARDOILENEESN
Tois, EERICECOREDE BEIIRBO NIRRT,

BT, SHREED3HFI, 1000 mg/kg HEFIZBWTIIHNIBMICRFEBRO L2612 N2 727
B R 5451 0> B B A B PR MBS N, BRI LOBRER L OMEE 0F BEEITRD
Wighsolz, Ee, PRI RFEHFED O 62.5 mg/kg BGHEDIBINBEITIL, AHEEMIRTE I L UM
BEFIZSEIN B D3, 250 mg/kg BeGRED2BNTIL, AR FHY R BREFTRIIZRDO bV ol

R T RO 1B OB EIC R BMEORBME EiE 1 BEEN Iz, $/o, BIRIICEENHFBDL
iz 250 mg/kg HEHOFRIORER T, BHIIIHEUARE B LI E L b bz, BE
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I EES BRI,

RSB _EARTIL, 1000 mg/kg B EBEDIBIDOHEIZ) L RERBEPBEINL, -, NIRANCERE
DROLITC 62.5 mg/kg WEHED2BIDERENIL., FTFAZFENPRD LN,

Z D, 1000 mg/kg F-EHED FARR EFTMEO MIIRALER S, SHREEORIIRB L UON—F — 3D
EZANUNDRS> SC3: Vb o (W MR TE = E =3y gy

O R R E AR, MR A2 RETT RIEED bk o7,

HHIRAIC R E 1RO b BB RIS Tk, MEO—MOBRS KL TRY, HIEEICIZED
SR] IR R SIE INERY iR Y g

QDT 5K T R EZHI(WE S B HIR)

JFlgCrE, SR#ER L 1000 mg/kg HGHDOE 1 BUZFARE FMED ARSI LA, *IEREE
7 3 i, 1000 mg/kg EHD 1 FI/NAZFESBEINIH, WTHOFT RO FEEICRESIO
HEDORBZETFRDLN2h T,

JENECrE, SRBEIS KUY 1000 me/kg 5D EHNHEIE MBI OB AEEDOILENBESH
7B, FEERICREOR BETRD ORI o7, FIHREE, PRIRAICEFE (KRB BRD bivizxt R
o 1 BT, BEAROILEICNL ., BE s EL BRI,

PN L, BRI 2 B, 1000 mg/kg REHED 1 BID BB APEREMIRANE DMBIERS 03, T2
FER E O DA BT o T, M, SHIRBED 1 {500 BRI FI58HAS, 1000 mg/kg #5-
BET 2 GIOBEICHVENE. 1 Bl B ROFERR A6, FIREE, RIRMICERESRD b
250 FLO 1000 mg/kg BEHEDE 1 FICIL, MELFHV2 REF RISFRO bRl

Z A, KREETI, DIBICERFHED DO M,/ B, BRI R IO fa IR AR AS
1000 mg/kg &5 TiE, Mol IaRMROERE . KIROBIIRE IR B 0 iFERERIR A
FNEN 1 FIBESNZN, Z<RETH-oT-,

OB FRENRIRE R, ARENRREFT RIS bhiahol,

T kR NIRRT R FT RSO LI 62.5 mg/ke WD 1 FlRBLTY 1000 mg/kg HEEED
2 BlOE T, 1000 mg/kg B 5-FED 1 BT BRI R EEMBROEBRSBERI A, o
2 BT FR 2 R EFT RIZEED b eh ol

728, SRR I 1000 mg/kg HEGHEDE 1 Bl ER/IMEBATANER Eileh Tzl Bl
BT HTENHMAe T2 OB TTIBEN TE, ER/MERICERYEICIDH BT AL TV
W2k, SRR Z BB T2 W BT LT,

@ LM H ORI (B8 BLOLWE RSB LI-BEY

FEgR 23 BICHERICFET L 250 mg/kg BEHOBEM@MWE B F03011) T, MROZEH,
THB L OWRRY S OWH O ZEMA RSN IIED, IR B IS L ORISR OB 23
Hoivic, £ic, BIEO R EISERLRME LR DM,/ IR L ORI IR ME 23 B DR kIR
BB MEESN, ZOM, TE ORI HIL, iOBIIREEC REHEOIVE IS B A5,

ST IRPFEC U BB, FIRFICARMICRERRDLISRE AR AR FHICREL
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7z, 62.5 mg/kg WEHOBEY (REHE MR, 78) Tt MIRAERHL TBY, FEORBKICH
MA3BH LI, 1000 mg/kg HEFHOBEM(REIRTE IR, IR, Big. BT, BROZER
B ORI /N EF ) Fr D AT HIIRIZ 2R b BLE SN T2ITh BN B WAL R s Rz D25t
S EEBE, B O RUE R IR IR K A3 2 b Tz,

@Y7 FA MEMED DOF-5- BRI T R BB R

ATIE T, < HREED 2 Bl 1000 mg/kg B5HED 1 FICFARE B RO ISIH LS, Xt BRHED
3 #i, 1000 mg/kg BEHED 1 FR/NASFEPBESNIN WTINOFT L MBI ER L O
EOREBEEITRBDONRN-T,

JEfiE T, STRAERS LY 1000 mg/kg W EFEDOLAFNHS E M B LB EAROILENBESL
7B, MEERICREOH BEEITROLNIRN-oT,

BT, XD 3 Bl BB AR R RAVE DMBIERS IS, Wb I EEER L Th-oT,

Z A, FiOBREEZ R BHEOFLE L E D THREEIS LY 1000 mg/kg BEHEDE 1 Flic, B
BE DA ZEIRBHEOIRE MO ERS R BEO 1 Flic, FRIBOBEIZY L SERBE N
1000 mg/kg HEHED 1 iz BTz,

O FER AT SR E AR, MR ER e RE T RISZRH b ol

2. AEREEED
DRI ORERAE (Table 35~Table 36, Appendix 35~Appendix 36)

PERIIICIL, DMIP 8 5- DR B8R4 5 i B bl

Fio, RRETO BEB IO EORORIFIEE, 22RBFE, IFREICH, MR#EL DMIP &R E5HLD
MICE B Z RO 2h o7,

2) HERBILOYTIRIE (Table 37, Appendix 37)

SEIREAR ICIT R BREEL DMIP & 5L OBICA B 2RO b0,

HPERIZITX RAEL DMIP £ 58 LOMICE BEIERD LN o7,
3) 3B LU EIREE (Table 37, Appendix 37)

250 mg/kg# 5-BED1HIH4EIR23 B (2L 1= L7= (RiR) ,

62.5 (B &E = F02006) 3L TM1000 mg/kgiz 58 (B S F04007) D& 1FIZIVT, EREN
HEOHBLCIRICEHE RN L LI,

XD 1 6] (@ E5 F01009) 8L 1000 mg/kg ¥ 5-610 1 Hil(EHHE B F04007, iFE 1 BIZ
EFRET) T, g TRICHEREZED TICROBEICIN I ARy S (BB L TODER
F)BHRLNT AL TOHRE TIIRNW B Z DN 53 itk B R B EHIBT U, iz, /ot B (i
H 0 B2 BERNBET LR 62.5 mg/kg H5HD 1 il (@HE S F02006) CiXlAicBEmIcLs
BERHBONTZZEND, FHRER R I LT,

M OGEIRENIT, IR 22~23 HITHEL., Skl I OMERBIZEF RO N7,
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4) B iR EFRFEBLIOFERE (Table 37, Appendix 37)
BARE BERBBIOBERRITIL, SREEE DMIP £ 5L OMICH BEITZRD LN T,

3. AR
1)47E (Table 37, Appendix 37)

SR, AERMER, HAR, FARATERBIOMRICIE, SREEL DMIP £R58LOMICH
BEZIIRD Lotz
2){KE (Table 38, Appendix 38)

HHHE 0 BLU 4 BICRITHHAERDEKEIZIL, XRIEL DMIP £REHLOBICAEBEIRD LN
7203t 250 mg/kg B ERED 1 Gl (B S F03007) OWHHE 4 AOMERAEIIHE 0 BICHE
LTl Uiz, 0 BB 0w E B O R E IV viahs i,

3) tH4: )R 8122 (Table 39~Table 40, Appendix 39)

62.5 mg/kg #5HED 1 Bl (BHF B F02007) TiL, "HHE 0 A OHNRBIERICEIB D 1 FloHEH
IR CRO LI, TOMDAEFIRIZIL, ARFRITBEINR) T,

HE 4 B OFIRRORE R, Ak o B ihDIFh>, RO 1 41 (B & 5 F01009) 81T 250 mg/kg
BERO 1 fl@EHE B FO3007)DHARIZIE, IVTAR Y MIHRLNRD Tz,

TV, SBHEZE AR SHICGEDON, BRI, BEMOREICIVEFEENTHIC
ol bHEIND R (RHIR) | HDVIIFEBR LI E AL H ORI Y NRBIEN TE b2 R %
BN, HRPFAEECH oM C IR AR BRI eh o7z, NIRBIERFTRECh o723
RICHOWTIL, £E AT L 1000 mg/kg HBEFHD 1 6 (BHES F04007) DFET RO FIZI
NI ARy NI BBNIRD ST SN R F BRI d 0Tz,

EBE

MERED > bOZELAT (2 BRDB L OREHIE H, 2O ONTHETIIARECHIFK T RE@ELU TR 42 AR
REUME IR 2@ L CREMEHE 4 B O, IEREMED VT 7 METIIHEL Rk O BRI
1,3-Benzenedicarboxylic acid, dimethyl ester (DMIP) ##% O 5L, MHET v Mok A K E R 554
BLOEIEME, 2OoNCAMBEBHEBIUHEROREFTICRIETTHEIC OV TR L,

1. BHEw
1000 mg/kg REGREDMEMET, 5B IC—BIEDFREENS# RENT, FEATMERBE i ElEr

R THEITROONTEL T, HEZDORZALNTELTHDIIEND, FRME DORITEMEIZE
BEEEZEZ DI,
IR P RS L O E R P OB E, 250 mg/kg A EOBEBETI T, RBRBEL LI L TIRAE

23



A& S R-11-005

ICHERS L, BEELBMER S ALNZZ 805, DMIP 23EE F1 i X OWHE W th o B8 o A & 14
ML RIETEE XN,

RERATIL, 1000 mg/kg % G-HEORETREIBIOF N Y LABEEEABEML , RFEOBIHERIX
53 Bl 3 L OEASELMEL B 12, B8N L 7=, DMIP OFELEHEEW THY, RIUARBHRK %> dimethyl
terephthalate (DMTP) 23 terephthalic acid (TPAVIZAREHESHLDBRIT TPA-HIL L0 AILBIBEELSN,
g LOWEBIZ 20 AEGR B D NTER DTS, LR, BEBEEE D IR/E % DR I8 R ~D
ERFPEINTONB Y, e, T M DMTP @ 0, 125, 250 mg/kg/day % 103 BRI 5 LR E.
250 mg/kg ¥EFEHTTRE TIIH DB BIEOBHEMNZRRIENBDON TS 2, KRBRICBWTC, &
ABHOHETORERIOT N LAHREEOIN, COFIREEDOHEMIL DMIP £50EELE
Z B0, B DMIP % 5 15438 2 b SR BRI B LI A b vieh o7z,

MEFREORER., M TIE1000 mg/kgik 5-HEICIW T, BIMERIOBA | #FPERILBOEKT,
Vo ERIGED EAMBRDONIZ, UL, 58tk B EREIE AN R EL | FERR O B
(8FBRSy) D FMEFEITHP (40.6~183.8 x 10%/pL) THHZ &, MR D RE | RETRE, BYYE,
RERERE DR NIRRT A LIFBIESN TN EMND, DMIPE 5L A2 Tt BT
Uiz, ZOf, BHMERSEICEEARD LN, Wb BILEREICEBII AN TUORNZ &0,
FEEHERITROEHELE,

MRAELFRETIL, BEHTBOT, MaL X7 o— VR EREMUIZN, e ThHY FRIKTE
IR TIIRNZEND, R BE R 5O ETIIRW W L7, METIE, 1000 mg/kg 5-BED 5y
Yt 3o L OFERSECHE (V7 T A M) 12/ N a— AR EBLON TV EIA N R EOHEMAIRD Hiiz, S

DIT 5y e TIIABHBRYR BE DBEING DT, FFBRE E AR T B MR A VT A2 EEITRL,
RO R BRI RICE B IIRRO O CORWA, B A B O S hilER L OFEAR R M L@ LT
ZLTHITIREEDOHEMLRD SN TWAIENLREHNTHIET L, ZhOD - biId#BRmE R 51
LD ETHDEEZ LT, 1000 mg/kg®DMIPEEIZLY | FRE BB L OBER S EE RT3
REPEDSRIB IS, B E IR IR CIIR I CERVWRE OB WA ThHLE 2 b, $-,
7 )va— AR OBIMNB L OWFIRE EDOHEINN62.5 mg/ketk 5RO MBI BRI -28, ARIEE
B2 b TR IFEE L RR § A MR AL F/ RTA—FICEBRRNI & REAREREICBWT
HEREFRISFEDONRNZEDNLBREARELTHA LB LIz, ZDfl, 1000 mg/ketk 5-BETIL,
STIRMEIC VTN LT AR EOREIND | FERELME (V7T A M) ICBWTHERBEORA PR L
N3, DTS ENRETHY, AN LDORIR BOIED, ER/MEB IR KRGS, 51K
WO RE 2R TREMAK NI RIIBESh QO ARNWZ L, P EREDRE 2R TIZEDREBOZE
(LR DR EALRE T RIS LIZBES N TOARNIEDDS, ZNODO A LIT MBI L ThHE
Ezbhiz,

B 5 HARE T RO 2 E BRI E Cld, AR O B ligEs KOOI, 53 i CHIIRE B oW,
B EEOMMAAZLI, LU, FEASEME (7 7 M) TIIFHROEBEBRD HILTORNIED
bR, PBRBLOMBICLDAMN RZER LEELEE X b, FEREME (T T A M) D
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1000 mg/kg #GH TLEEROM, FRIREROBDPRDLNIZA, ZTHOD#ERIZ DMIP #
Bz XD EE 2 DN R NS (G BR SR o722 b, R E R 5 DRETIIRNE
L7z,

M RERBLER ., HRERA RS LOYREEB SR A IR, MRS DI, DT OBRC BT, R
WE R G DRBLEZ DN EITRD SR -Tz,

2. BEOEIENE
2 BEMOEEBR I, 5PN REITEEIN T, £ 5K TRICALNR
R, MKELERE, 25 BROSLHEEREBK TRICIHE RS 5T,

Bl 13 BICERBLZRREOHE, HTix 1000 mg/kg BEH TRICENBRD LN, REBX
OR P ERE IR E B I AR 21220 b BB 5 BE L = (L TR0 LRI L,

[E148 15 BICFERL - MEFREDOR R, HETIL, 1000 mg/kg BEHITIW T, RILEREIS L VA~
~h Uy MESEEML 7253, B 5-HFE TRORE CIERROELIIALN T, MKREMEE ~RT5
FRLRDOI TN, Fe, 5 HIFE T HO MRS OB SO ERGREICE N Th, N
FOREETRETIEIRD N TORNIEND, ZNODEMIIHERME & 51 BEL 22T
RN R LT,

MEAEFREOFRF. HETIL, 1000 mg/kg FEGHIZBWT, AL A7 — LBV EER
B UTe s, B 5 MR T RORE CIIASOEITA LT BIEHR P OREHRBICE
72 FRRBOBMIIROON TN L, EHEHIREK TR OFME R 23RN IEhb, Zh
OISR E & 5B L= LTI W R L7,

1000 mg/kg $ 5 BEDOMED FUIRIRE B2, Fe 5 IR T RORE CIXEFOEIZHS
NP, FRIROBERE T RE IO LN CORNIEND, ZhbD A LIT BRIy E B 51 BIEL
=L TR R LT,

3. ApERAFERIOHAR
MR, AZELRRAR . HERB L OMEIRIIR . B, ERBS L UE R BICPRYER G ICLD%

B3 AN T,

SRR HIN 250 mg/kg WEREIC 1 B, HiEBICEAHERNECT L6 62.5 BLY
1000 mg/kg BEHEZE 1 BIBIEINT, WTHOE S —BREBICER BT -7225, iR 20 B D

B RN OLIREN LR L CTAeh o Te, £ E RS C LA TIL FEEREDORKERBLIV
HERIEDD, DERRENT B Thok ZER RN, PR THORBEFZREOHK R TIE
SR E DA AB X OB AR50, BliRIC AR R T SR B 2 LR M
BIEEIE)NRDONT-Z D, BEMORENRBNZENE X BNT, LnL, S iRBOR BIIXR
HO 1 HICHRBONTNDZL, MBEEOMOBIMIZ /5B IO B IRED R 1372 BEmOFE
HeRB Lo IRIEL IR L CH B EITR0 o722 805, DMIP O EIZEY, 53 LU E R B~
RiE oLz,
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HAROEFEB IO EICEKBRMER 5 ORI AN 0T,
62.5 mg/kg 5D 1 FlOREY CRIEMAHOHE R 1 #I CROLILZN, ZRLSDOHER
WIARBIUOHBEEIIRO N7 20, R E R G ICLDFE TRV EE 26N,
CRBHBHEZE AR SISO LN, EEROARBIONBICEESRDON T, A
BIREMEICE T IRELBML TORNIEND, DMIP #5120, IROAFERITITEEIT 2V R L
7

ERME

LA EDFERD D, 1000 mg/kg B 5-HEDOMERE TR 5& O—@MEDREIS BRI, £, Blf~DE
EHIRIBENTZ, 1000 mg/kg & 5-FED /3 Ml I L OGEZZECME CrI i p N 7Y T AR IR E OIS,

53 W CIINB YT BRUR BE OIS DT, R G-RED 55 a3 L OGEAR AL ME CrIATIRE B OIS
BRI, o HIREO 250 BLUY 1000 mg/kg B GHECIL, EEIREE HI LI HIF IR E 1Y
IHHIAFRD BTz, UL, 2Hedk L OWEERIBICE 31370 AR JRICh DMIP ORFENER0 b
Drolz, o T, ARBREM TICIB1T5 DMIP OFEBWICK T — KB FHEFEMEEIT, #ETIX
250 mg/kg/day, METIX 62.5 mg/kg/day. AR AEFHFEAERMEEIL 1000 meg/keg/day EB 25
iz,

Fo, —REBEFEE(T 14 B OEEHRICIVEE $2Z 8083\ 60ERoT,

SEXH

1) U.S. EPA High production volume (HPV) chemicals challenge program, Assessment of data
availability and test plan for Dimethyl Isophtalate (DMIP; CAS RN 1459-93-4) (2006)
2) ALEWE OBRETY A0 M 3 & (FAk 16 45 9 ABRBEYRIFHMAE) . TV 7 ENVEBRT AT IV
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Annex A

SRR S

20114098278

RELBIREFN A/ SSEFSE
T103-0023

BErE AR OAEAIT4TE L
TEL: 03(5640)8860 Fax: 03

234 Dimethyl Isophthalate .
BH/I—K: 10157 | Hk: EP MBAOY b FGMO1 |HIE: &4
RH BmR IRIRME
X87-BER B8 F& A Y RBEHA
WE(GC) 99.9 % 99.0 %Lt
i) 68.9 deg-C 67.0 ~ 71.0 deg-C
BRH 0.1 0.5 UF
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Annex B

AERFZ 5 :R-11-005

ZEERBRER HBES | R-11-005
HEB% (RTFR) M 1,3-Benzenedicarboxylic acid, dimethyl ester RBER R 20114F11 A 28 H
2y b B FGMOL EFA R A 20114F111 28 B (PRI #)
B MU Erat B 20114E12H6H (FAR%8E)
PREFSRAF IR, #
A B
TR | BB | WERRE | a8 | weosY | BB | mEmE | &8° | weoxY | mes
(mg/mL) E5 (mg/mL) (%) %) B (mg/mL) %) (%) %)
12.5 1 11.36 90.9 99.1 7 11.68 93.4 100.9 101.9
2 11.47 91.8 100.1 8 11.53 92.2 99.6 100.6
3 11.55 92.4 100.8 9 11.55 92.4 99.7 100.8
Y8y 11.46 91.7 F 11.58 92.7 101.1
200 4 192.4 96.2 100.0 10 197.5 98.8 102.3 102.7
5 192.7 96.4 100.2 11 190.6 95.3 98.7 99.1
6 192.2 96.1 99.9 12 191.2 95.6 99.0 99.4
¥y 192.4 96.2 ) 193.1 96.6 100.4

a) : B ERFORERE,/FEIEE X 100

2 s M (D

b) & REROREEE /S REROZHRAERE X100

o): & BIEROREWREE,/ HIEI D R E L X 100

FRUEHR BT ROFHE BAVEN T IRBLREE D85.0~115.00EAP THY, T, FRIEMEDITOOENRENL N FEHEDI0.0~110.0%
BINTHY, o, FBEE SO E FHMEIT 358 REMBROBRFEDOFHES0.09L L2RTHMET 5,
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Annex C

| #mEs | R - 11 - 005

R -y-—MHRBR&ER

SMAMEAH : 20115128128
HEERA B : 20115128128

BrER G RR)Y ¥pE - 1,3-Benzenedicarboxylic acid, dimethyl ester
oy ME & . FGMOL

Btk hoEmaL
s N I Py .
at:g% ,,15%%;;; Yﬁu%f ol tgza(ug;ygg B/Ax100 | THEE B%D ;fo
(mg/mL) (mg/mL) (mg/mL) (%) %) (%)
13 12.5 11.26 11.23 90.1 89.8 100.3
14 11.14 89.1 99.2
15 11.28 90.3 100.5
16 50.0 44.12 44.75 88.2 89.5 98.6
17 44.75 89.5 100.0
18 45.38 90.8 101.4
19 200 203.8 203.4 101.9 101.8 100.2
20 204.7 102.4 100.6
21 201.9 101.0 99.3

B - B Ve DT AL (R

Py E BT RE EE 0D85.0~115.0%, B REE OISO XNENENEHEDI0.0~
110.0%LLNET 5,
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 1-1. General conditions of male rats

Group Number of males Days of administration
and general conditions 1 2 3 4 3 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Corn oil (control) Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 13 i3 13 13 13 13 13
General appearance, No abnormality 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation 0 0 0 o0 o0 o0 o0 o0 o0 o 0 ©0 ©0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 9 0 ©o o0 o o0 0 0 o0 o0 o0 o0 o © o0 0 0 o 0 0 0 0
DMIP 62.5mg/kg  Number of males 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation o 0 0 o0 o0 o o0 o o 0o o0 o0 0 o0 o0 0 0O 0 o0 0 o ©o 0 0 0 0 0 0 0 0 o o o0 o0 0o o o0 o o0 o0 0 o0 o0 ©o 0 o0 0 0 0 ©0
DMIP 250 mg/kg Number of males 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation ¢ 0 o0 o 0 o o o0 0 0 0O o0 o0 ©0 0 0 0 ©0 o0 0o o0 O 0 0 0 0 0 0 0 0 o o o 0o o ¢ o o o o0 0 ©o © o0 o o6 0 0 0 O
DMIP 1000 mg/kg  Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 11 13 12 13 12 13 13 13 13 13 12 13 11 13 12
Mouth, Salivation o _0 o0 o o0 o o o0 ©0 o0 ©0 0 OO 0 o o o0 0 0 o0 ©o0 ©0 o 0 o0 0 0 0 0 0 0 0 0o o0 o 2 0 i 0 1 0 0 0 0 o 1 0 2 0 i
Pre: Before administration, Post: after administrati
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 1-1(continued). General conditions of male rats

Group Number of males Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

Pre_Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Corn oil (control) Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 8
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 8
Mouth, Salivation 0 0 0 0o 0 ©0 O 0 O 0 0O 0O 0O 0O 0O 0O O O o0 0 0o o o o o o 0o o0 0 0 0 o0 0o 0o o0
DMIP 62.5 mg/kg  Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation 9 0 0 0 0O 0 0o o0 0 o0 0 0 o 0 o0 0 0 0o o0 o 0 0 0 0 0 0 o o 0 0 o o o o o
DMIP 250 mg/kg Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation 0 0 o0 0 0 0 0 0 0O o0 0 0 0 0 o0 o0 0 0 0 0 0 0 0 0 0 0o 0 0o 0 06 0 0 0o o0 o
DMIP 1000 mg/kg  Number of males 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 8
General appearance, No abnormality 13 10 13 11 13 13 13 11 13 11 13 13 13 12 13 11 13 7 13 12 13 13 13 13 13 13 13 12 13 12 13 13 13 13 8
Mouth, Salivation 0 3 0 2 0 o0 0 2 0 2 0 0 0 1 0 2 0 6 0 1 0 0 0 o0 ©o0 0 0 1 0 1 0 0 0 0o o

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

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

Group Number of males Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Corn oil (control) Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
DMIP 1000 mg/kg  Number of males 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 2-1. General conditions of female rats

Group Number of females Days of administration
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Corn oil (control) Number of females i3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 11 11 8 8 8 4
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 11 11 8 8 8 4
Mouth, Salivation o 0 o o0 o0 0 0 o0 O O O O 0 0 0 0 0 0 O O O o0 0 0 0 0 0 O 6 0 o0 o0 O 0 0 O
Excretion, Reddish urine o 0 ©0 0o 0o o0 0 0o 0o o0 ©o o o ©o 0 o 0 0 0 0 0 o0 0 0 o o o o 0 0 0 o o0 o0 0o o
DMIP 62.5 mg/kg Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 9 9 4 4 4 2
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 9 9 4 4 4 2
Mouth, Salivation o 0 o0 o o o0 o0 o0 0O 0 0 0 0 O O O 0 O 0o O O O O 0 0 o0 o0 o0 o 0 0 O o 0o 0 O
Excretion, Reddish urine 9 0 o0 o o0 o o o o o o 0 o 0 0 o0 o6 0 0 0 0 0 0 O o0 0 0 o 0 0 o0 0o o o o o
DMIP 250 mg/kg Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 10 10 6 6 6 1
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 10 10 6 6 6 1
Mouth, Salivation ¢ o o o o0 o0 o0 o0 o0 O O O O O O O 0 0O 0o o0 O 0 0 O o0 o0 o0 O 6 0 0 o o0 0 0 o
Excretion, Reddish urine 6 0 0 6 o0 o o ©o o o o o0 o 0 0 0o 0 0 0 0 0 0 0o 0 o0 0o 0 o0 0 0 0 o o o o o
DMIP 1000 mg/kg  Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 10 10 9 9 9 4
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 12 12 10 10 9 8 9 3
Mouth, Salivation 6o o o o0 o0 o0 0 0 0O O O O O O o O o0 o O O o o0 o0 O 0O 0 0 O o 0 o0 ¢ O 1 0 1
Excretion, Reddish urine 9 0 © ©0 o0 o0 o 0 0o o o o0 o o © 0 o0 0 0 0 0 0 o 0o o0 o 0 o 1 1 0 0 0o o0 0o o0

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

HERE S R-11-005

Group Number of females Davs of administration
and general conditions 2 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Corn oil (control) Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 106 10 10 10 10 10 10 10 10 10 10 110 10 10 10 10 10 10 10 10
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 16 10 10 10 10 10 10 1 10 10 10 10 10
Mouth, Salivation 0 0 0 0 0 0 9 0 0 0 0 o 0 0 o0 o0 0 0 0 0 0 0 0 0 0 0 o0 0 [1] 0 0 0 0 0 0 0 o0 0 o0 0 0 0 0 0 0 0 0 0_0 0
DMIP 1000 mgkg  Number of females 10 10 10 10 10 10 10 10 10 10 10 1 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 i0 10 10 10 10 ¢ 10 10 10 10 10 10 10 10 10 10 10 10 10
General appearance, No abnormality 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 9 10 9 10 10 10 10 10 10 10 10 10 10 10 9 10 9 10 10
Mouth, Salivation 0 0 o 0 0 0 0 0 0 0 0 0 0 0 o0 o 0 0 0 0 0 o0 0 0 ¢ 0 9o O 0 0 0 1 0 1 0 0 0 0 o0 o 0 0 0 0 0 1 0 1 0 0

Pre: Before

Post: after

34



RBRE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Number of females Days of administration
and general conditions 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Corn oil (control) Number of females 1 10 10 10 10 1 10 10 10 100 10 10 110 10 10 10 10 10 10 10 10 10 10 110 10 10 1 10 10 10 10 10 10 10 5
General appearance, No abnormality 10 10 10 10 10 16 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
Mouth, Salivation 0 0 o0 o o o0 o0 o o0 o o0 0 0o 0 ©0o 0 0 0o 0 0 0 0 o 0 o o0 0o o 0 0 0o o0 0o o o
DMIP 1000 mg/kg  Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 1 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 35
General appearance, No abnormality 10 9 10 10 10 10 10 10 10 10 10 10 10 9 10 10 10 6 10 9 10 9 10 10 10 10 10 1 10 10 10 10 10 10 5
Mouth, Salivation 0 1 _ 0 0 0 ©0 0 0 0 0o o0 0 o0 1 0 0 0 4 o 1 0 1 0 0 0 0o o0 o0 0 0 o0 o0 o o o

Pre: Before administration, Post: after administration,
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RERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Number of females Days of recovery
and general conditions 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Corn oil (control) ~ Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 4 4 4
Skin, Loss of tail 0 0 o0 o0 0 o o0 o o0 o o o 1 1 1
DMIP 1000 mg/kg  Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
General appearance, No abnormality 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Skin, Loss of tail 0 0 0 0o 0 0 0 o0 0o 0 0 0 0 0 o
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RBRE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 3. General conditions in dams during pregnancy

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

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Com oil (control) Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation 0 0 0o 0O 0 0O O 0 O O0 O O 0O 0 0O 0O 0O 0O O O ©o 0o 0 0o 0o o 0 o
DMIP 62.5 mglkg ~ Number of dams 13 13 13 13 13 13 13 13 {13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation 0 0 0 o 0o 0 0 0O 0O O O 0O 0O O 0O 0o 0o 0 O O O o0 o0 0 o0 o0 0 0
DMIP 250 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation 0 0 0 0 0 0 0O O 0O 0O O 0O 0O O 0O ©o 0o 0 O 0O O 0O 0 0 O 0 0 0
DMIP 1000 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 3 9 13 13 13 13 13 13 13 13 13 13 13 12 13 13 13 12 13 12 13 13 13 13 13 11 13 12
Mouth, Salivation 0 4 0 0O 0O O O 0O 0 0 0 0 o0 1 0 0 o0 1 0 10 0 0 o0 o 2 o0 1

Pre: Before administration, Post: after administration.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 3(continued). General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 14 15 16 17 18 19 20 21 22 23
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
Corn oil (control) Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 2 2 0
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 2 2 0
Mouth, Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
General appearance, Death 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
DMIP 62.5 mg/kg  Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 5 5 0
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 5§ 5 0
Mouth, Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
General appearance, Death 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
DMIP 250 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 7 7 1
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 7 7 0
Mouth, Salivation 0 0 0 0 0 0 o0 0 0 0 0 0 0 0 0 0 0 0 0
General appearance, Death 0 0 0 0 0 0 0 0 0 0 0 0 O 0 0 0 0 0 1
DMIP 1000 mg/kg  Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 5 5 0
General appearance, No abnormality 13 12 13 12 13 11 13 11 13 13 13 13 13 13 13 13 5 5 0
Mouth, Salivation 0 1 0 1 0 2 0 2 0 0 0 0 0 0 0 0 0 0 0
General appearance, Death 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
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HRERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Table 4. General conditions in dams during lactation

Group Number of dams Days of lactation
and general conditions 0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Corn oil (control) Number of dams 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13
Mouth, Salivation 0 0 0 0 0 0 0 0 0 0 o0
DMIP 62.5 mg/kg Number of dams 13 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 13 12 12 12 12 12 12 12 12 12 12
Mouth, Salivation 0 0 0 0 0 0 0 0 0 0 0
DMIP 250 mg/kg ~ Number of dams 12 12 12 12 12 12 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12 12 12 12 12 12 12
Mouth, Salivation 0 0 0 0 0 0 0 0 0 0 0
DMIP 1000 mg/kg  Number of dams 13 13 13 12 12 12 12 12 12 12 12
General appearance, No abnormality 13 13 13 12 12 12 12 12 12 11 12
Mouth, Salivation 0 0 0 0 0 0 0 0 0 1 0

Pre: Before administration, Post: after administration.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Table 5. Detailed clinical observations of male rats

SHEAE B R-11-005

Initial number
Findings Group of Pre-treatment Days of treatment Days of recoverya
animals 8 15 24 30 36 4 7 14
[Straub tail] Corn oil (control) 13 0 0 0 0 0 0 0 0 0
Tail elevation DMIP (62.5 mg/kg) 13 0 0 0 0 0 0 0
DMIP (250 mg/kg) 13 0 1 0 0 0 0 0
DMIP (1000 mg/kg) 13 0 0 0 0 0 0 0 0 0
[Urination] Corn oil (control) 13 1 0 1 1 1 0 1 1 0
(frequency/30sec) DMIP (62.5 mg/kg) 13 0 2 1 1 3 1 1
DMIP (250 mg/kg) 13 0 7 0 4 3 2 2
DMIP (1000 mg/kg) 13 0 4 1 2 1 1 3 2 i
[Defecation] Com oil (control) 13 1 0 0 0 0 0 0 0 0
(frequency/30sec) DMIP (62.5 mg/kg) 13 1 0 0 0 0 0 0
DMIP (250 mg/kg) 13 0 1 0 0 0 0 0
DMIP (1000 mg/kg) 13 0 1 0 0 0 0 0 0 0

® The recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups.
® Values represent number of animals with the findings.

¢Values represent total score of each group.
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RERE 5 :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Table 6-1. Detailed clinical observations of female rats

Initial number
Findings Group of Pre-treatment Days of treatment The lactation period
animals 8 15 24 30 36

[Straub tail] Corn oil (control) 13 0® 0 0 0 0 0 1
Tail elevation DMIP (62.5 mg/kg) 13 0 0 0 1 0 0 0 (12
DMIP (250 mg/kg) 13 0 0 0 0 0 0 0 (12)
DMIP (1000 mg/kg) 13 0 0 0 0 0 0 0 (12)

[Urination] Corn oil (control) 13 0 b 0 0 0 0 1 0
(frequency/30sec) DMIP (62.5 mg/kg) 13 0 1 0 0 0 1 2 (12)
DMIP (250 mg/kg) 13 1 1 0 0 0 0 0 (12)
DMIP (1000 mg/kg) 13 0 0 0 0 0 0 0 (12)

[Defecation] Corn oil (control) 13 0 b 0 0 0 0 0 0
(frequency/30sec) DMIP (62.5 mg/kg) 13 0 0 0 0 0 0 0 (12
DMIP (250 mg/kg) 13 0 0 0 0 0 0 0 (12
DMIP (1000 mg/kg) 13 0 0 0 0 0 0 0 (12

# Values represent number of animals with the findings.
® Values represent total score of each group.
Figures in parenthese indicate number of animals.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Initial number
Findings Group of Pre-treatment Days of treatment Days of recovery®
animals 8 15 24 30 36 42 7 14
[Straub tail] Corn oil (control) 5 0" 0 0 0 0 0 0 1 1
Tail elevation
DMIP (1000 mg/kg) 5 0 0 0 0 0 0 0 0 0
[Urination] Corn oil (control) 5 1€ 0 0 0 0 0 1 0 1
(frequency/30sec)
DMIP (1000 mg/kg) 5 1 1 0 2 2 2 1 0 3
[Defecation] Corn oil (control) 5 0° 0 0 0 0 0 0 0 0
(frequency/30sec)
DMIP (1000 mg/kg) 5 0 0 2 0 0 0 0 0 0

* the recovery test was performed in 5 animals for each of the 0 and 1000 mg/kg groups.
b Values represent number of animals with the findings.
® Values represent total score of each group.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 7-1. Body weights of male rats

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg

Number of males 13 13 13 13

Days of administration
1 4108 = 174 4127 + 14.6 4142 + 15.1 4107 £ 157
7 4342 + 207 4347 + 19.5 4352 + 16.6 4335 + 21.7
14 4634 = 241 4624 + 22.0 460.0 = 20.6 4629 + 25.9
21 487.1 = 275 4869 + 21.0 485.0 + 204 4803 + 262
28 5174 + 318 513.7 £ 25.1 5112 + 243 504.0 £ 304
35 541.8 = 36.0 533.7 £+ 25.6 533.6 = 275 5242 + 32.8
42 558.6 + 41.2 5514 £ 259 5512 £ 322 541.6 + 38.5

Each value shows mean (g) = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Table 7-2. Body weights of male rats at the recovery period

Group Corn oil (control) DMIP 1000 mg/kg
Number of males 5 5
Days of recovery period ‘
1 557.0 £ 519 5414 £ 4438
7 568.5 £ 522 557.1 £ 468
14 5783 £ 54.5 570.0 + 534

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

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.

44



HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 8-1. Body weights of female rats

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg

Number of females 13 13 13 13

Days of administration
1 2554 £+ 103 255.1 + 12.8 2510 = 96 2579 + 79
7 2679 = 13.6 2694 £ 119 260.5 + 129 2626 = 11.0
14 2772 + 174 280.0 + 13.3 2683 + 14.1 271.8 + 11.6

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

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

Figures in parentheses indicate number of females.
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HEREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

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

Group Corn oil (control) DMIP 1000 mg/ke
Number of females 10 10
Days of administration
1 2526 = 103 2590 £+ 9.7
7 267.1 + 155 2594 £ 125
14 2777 £ 185 2689 + 112
21 286.0 = 16.9 2817 £ 135
28 293.0 + 18.1 287.6 = 172
35 2992 = 174 2922 £ 14.1
42 3064 + 174 302.6 £ 16.1

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

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

Figures in parentheses indicate number of females.
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RABREE:R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats
Table 8-3. Body weights of female rats at the recovery period

Group Corn oil (control) DMIP 1000 mg/kg
Number of females 5 5
Days of recovery period
1 3134 £ 18.1 3034 £ 21.1
7 3249 + 16.1 3203 £ 19.8
14 3175 £ 242 3202 = 227

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

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 9. Body weights of dams during pregnancy

B E 5 R-11-005

Group Corn oil {(control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg

Number of dams 13 13 13 13

Days of pregnancy
0 2875 + 18.1 2904 + 17.7 276.8 + 16.0 281.7 = 11.2
7 3221 + 222 3253 + 209 3109 + 14.8 3127 £ 114
14 3604 + 27.6 367.4 = 24.6 343.1 = 17.7 3477 + 14.8
20 446.1 + 36.9 452.6 + 31.9 424.8 + 26.2 426.0 + 20.1

Each value shows mean + S.D. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 10. Body weights of dams during lactation

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/ke
Number of dams 13 13 12 13
Days of lactation

0 3443 + 34.6 335.7 £ 31.7 309.6 £ 27.1 * 3122 = 18.0 *

4 352.0 £+ 25.1 354.5 £+ 26.2 (12) 324.1 + 29.8 338.0 + 11.0 (12)
Each value shows mean £ S.D. (g).

Figures in parentheses indicate number of dams.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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ABEREH:R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 11-1. Food consumption of male rats

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg

Number of males 13 13 13 13

Days of administration
1 244 £ 26 259 £ 36 244 £ 3.0 247 £ 3.8
7 243 + 2.6 230 £ 22 246 £ 25 243 £ 28
14 245 = 3.2 231 = 26 229 = 3.1 234 £ 32
29 248 + 3.7 246 £ 3.5 239 £+ 22 246 £ 3.7
35 245 + 35 243 + 34 243 £ 2.5 245 £ 2.5
41 237 = 2.6 219 + 2.5 233 £+ 27 23.8 £ 3.0

Each value shows mean (g) + S.D. .
Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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HERE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 11-2. Food consumption of male rats at the recovery period

Group Corn 0il (control) DMIP 1000 mg/kg
Number of males 5 5
Days of recovery period
6 313 £+ 3.1 320 =+ 4.1
12 30,6 £ 3.6 323 £ 3.2
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of males.
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FEREFE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Table 12-1. Food consumption of female rats

Group Corn 0il (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg
Number of females 13 13 13 13
Days of administration
1 181 = 44 176 + 2.6 168 =+ 3.3 170 £ 25
7 180 = 22 165 = 2.0 163 £ 3.8 158 £ 3.2
14 167 + 34 16.5 £ 2.9 164 £ 2.8 158 £ 3.9
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.03, **: P<0.01).
Figures in parentheses indicate number of females.
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HRBRE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn 0il (control) DMIP 1000 mg/kg

Number of females 10 10

Days of administration
1 168 = 2.8 174 £ 23
7 175 = 3.1 148 £ 3.3
14 147 = 39 144 £ 28
21 179 = 28 167 £ 15
29 181 £ 29 175 £ 27
35 158 £ 29 163 £ 26
41 162 + 3.0 159 £ 2.0

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

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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HERFEE-:R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats
Table 12-3. Food consumption of female rats at the recovery period

Group Corn 0il (control) DMIP 1000 mg/kg
Number of females 5 5
Days of recovery period
6 239 = 1.8 246 £ 19
12 19.9 £ 3.1 21,1 £ 2.0
Each value shows mean (g) + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
Figures in parentheses indicate number of females.
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RERE 5 :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 13. Food consumption in dams during pregnancy

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg
Number of dams 13 13 - 13 13
Days of pregnancy
0 179 =+ 22 175 £+ 2.1 161 £ 23 179 £ 3.0
7 225+ 3.8 229 + 3.8 207 £ 3.0 21.0 £ 3.1
14 244 £ 4.8 240 £ 3.2 219+ 26 212+ 1.8
20 182 + 5.0 176 £ 4.9 150 £ 6.0 164 £ 4.3

Each value shows mean + S.D. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AEREF :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Table 14. Food consumption in dams during lactation

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg
Number of dams 13 12 12 12
Days of lactation

3 36.7 + 6.8 417 £ 6.0 353 £ 124 42.6 + 3.4
Each value shows mean = S.D. (g). '

Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **; P<0.01).
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HEREF R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 15. Functional findings of male rats at the last week of the dosing period

Group Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/kg) DMIP (1000 mg/kg)
Male
Number of animals 5 5 5 4
Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Prayer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Values represent % of animals showing normal responses.
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HBrE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 16. Functional findings of female rats at the last week of the dosing period

Group Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/kg) DMIP (1000 mg/kg)
Female, dam
Number of animals 5 5 5 5
Righting reflex 100 100 100 100
Visual placing 100 100 100 100
Pupillary reflex 100 100 100 100
Startle reaction 100 100 100 100
Prayer's reaction 100 100 100 100
Withdrawal reflex 100 100 100 100
Eyelid reflex 100 100 100 100

Female, satelite group

Number of animals 5 5

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

Values represent % of animals showing normal responses.
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HRBRF 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 17. Assessment of grip strength of male rats at the last week of the dosing period

Group Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/kg) DMIP (1000 mg/ke)

Number of males 5 5 5 4
Forelimb 1.066 = 0.116 1.105 = 0.132 1207 = 0.048 1.182 = 0.064
Hindlimb 0.603 £ 0.088 0.558 = 0.110 0.570 + 0.095 0.567 + 0.079

Each value shows mean (kg) +S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 18. Assessment of grip strength of female rats at the last week of the dosing period

Group Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/kg) DMIP (1000 mg/ke)

Number of females 5 5 5 5
Forelimb 1.154 £ 0.095 1.194 = 0.047 1203 = 0.108 1.220 + 0.060
Hindlimb 0.792 + 0.089 0.734 + 0.089 0.729 + 0.044 0.707 £ 0.141

Each value shows mean (kg) +S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01),
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HEBRE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 19. Assessment of grip strength of female rats at the last week of the dosing period, satellite group

Group Corn oil (control) DMIP (1000 mg/ke)

Number of females 5 5
Forelimb 1.102 + 0.048 1061 = 0.104
Hindlimb 0727 = 0.111 0.803 = 0.093

Each value shows mean (kg) +£S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEBRE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 20. Motor activity of male rats at the last week of the dosing period

Group . Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/kg) DMIP (1000 mg/ke)
Number of males 5 5 3 4

Ambulation (counts)

5min 1113 = 107 1067 + 130 1203 = 212 1029 + 166
10min 911 =+ 56 1030 + 42 1177 + 347 932 + 129
15min 907 + 126 956 + 117 1057 + 374 865 = 167
20min 877 = 112 748 = 51 842 = 516 1441 + 1856
Total 3808 + 318 3801 = 231 4279 + 1418 4267 + 2187

Rearing (counts)

Smin 33 £ 7 37 £ 2 29 6 30 7
10min 23 + 9 34 =+ 13 . 24 + 4 23 * 7
15min 22 £ 14 27 £ 11 20 = 8 17 = 7
20min 21 + 10 17 £ 5 11 =+ 6 33 = 45
Total 99 + 35 115 % 25 85 = 18 102 + 54

Each value shows mean=S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 21. Motor activity of female rats at the last week of the dosing period

Group Corn oil (control) DMIP (62.5 mg/ke) DMIP (250 mg/kg) DMIP (1000 mg/kg)
Number of males 5 5 5 4

Ambulation (counts)

5min 1139 £ 75 1037 £ 98 1182 + 391 1028 + 160
10min 942 + 120 783 + 64 904 + 402 795 + 139
15min 765 + 211 521 = 49 800 = 299 604 + 233
20min 756 + 171 660 = 177 727 + 231 1121 + 1368
Total 3603 + 310 3002 + 330 3613 + 1280 3548 + 1487
Rearing (counts)
5min 29 £ 4 31 £ 8 23+ 8 27 £ 7
10min 26 £ 10 16 = 4 17 £ 11 14 = 5
15min 16 + 10 8 £+ 7 5 £ 3 8 £ 9
20min ’ 13 + 8 12+ 6 4 £ 2 23 £ 40
Total 84 + 17 67 £ 15 48 £ 17 72 £+ 48

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERFE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 22. Motor activity of female rats at the last week of the dosing period, satellite group

Group Corn oil (control) DMIP (1000 mg/ke)
Number of females 5 5
Ambulation (counts)
Smin 1301 =+ 127 1146 =+ 87
10min 1114 + 139 999 =+ 65
15min 1094 + 99 909 =+ 109
20min 941 =+ 45 883 =+ 165
Total 4451 + 337 3936 + 351

Rearing (counts)

Smin 43 + 13 32 + 4
10min 31 = 8 28 = 6
15min 27 % 3 18 =+ 8
20min 21 = 6 20 = 6
Total 121 + 27 98 =+ 19

Each value shows mean£S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 23-1. Urinalysis in male rats

Quality ¥
Group (I’\i‘u;lnal;:: Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
Light yellow Yellow - 55 60 65 70 175 80 85 + + 2+ - - + + 2+ - - + + 2+
Corn oil (control) 5 4 1 5 0 0 0 0 3 2 0 0 1 4 5 0 1 4 0 5 5 2 3 0
DMIP (62.5 mg/kg) 5 4 1 5 0 0 0 3 1 0 1 0 3 2 5 0 1 3 1 5 5 2 1 2
DMIP (250 mg/kg) 5 5 0 5 1 1 1 2 0 0 0 0 4 1 5 0 3 2 0 5 5 3 2 0
DMIP (1000 mg/kg) 5 5 0 5 0 5 1] 0 0 0 0 1 4 0 5 4 1 0 0 5 5 5 0 0
Urinary sediments *
. A Urine Specific Electrolyte, density Electrolyte, gross volume
Number Red blood White blood Epitheliat " _
Group of males cells cells Casts Crystals cells volume gravity (mEgq/L) (mEq/24 hr)

- - - - & - (mL/24hr) Na K Cl Na K Cl

Corn oil (control) 5 S 5 5 0 5 5 12.2 1.056 75.8 206.6 91.1 0.89 246 1.06

+3.1 +0.016 +29.0 +55.3 +41.6 +0.34 +0.77 +0.52

DMIP (62.5 mg/kg) 5 5 5 5 1 4 5 113 1.064 91.5 2249 1125 1.04 248 1.27

+2.8 +0.011 +25.2 +45.5 +24.8 +0.35 +0.51 +0.36

DMIP (250 mg/kg) 5 5 5 5 2 3 5 16.8 1.055 82.1 191.2 88.1 1.17 2.85 1.26

+10.1 +0,020 +28.7 +58.2 +36.5 +0.16 +0.80 +0.31

DMIP (1000 mg/kg) 5 5 5 5 3 2 5 214+ 1.048 77.8 140.8 61.6 1.64 ** 3.04 132

£33 +0.006 +10.9 +28.5 +17.4 +0.12 +1.06 +0.50

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

Turbidity, -: negative

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

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

Occult biood, -: negative

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

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

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

a), values represent as number of animals

b), values represent as mean £ S.D.
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RERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Quality?
Group (I)\?:rr;t;:; Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood Urobilinogen
Light yellow - 65 7.0 7.5 8.0 8.5 + + 2+ - - + + - - + + +
Corn oil (control) 5 S 5 1 0 2 2 0 1 3 1 5 1 2 2 5 S 0 4 1
DMIP (1000 mg/kg) 5 5 5 0 0 4 0 1 0 3 2 5 0 3 2 5 4 1 2 3
Urinary sediments®
. s Urine Specific Electrolyte, density® Electrolyte, gross volume®
Number Red blood White blood Epithelial b - >
Group of males cells cells Casts Crystals cells volume gravity (mEq/L) (mEq/24 hr)
- - - - + - + (mL/24hr) Na K Cl Na K Cl
Corn oil (control) 5 5 5 5 1 4 5 0 20.2 1.057 104.5 309.5 118.8 1.79 5.42 2.12
+9.2 +0.021 +55.8 +]138.2 +46.8 +0.61 +0.99 +0.43
DMIP (1000 mg/kg) 5 5 5 5 0 5 4 1 17.0 1.067 134.1 288.7 153.4 227 492 2.57
+3.3 +0.009 +7.5 +66.9 +14.5 +0.38 +1.48 +0.24

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

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

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

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

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

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

a), values represent as number of animals

b), values represent as mean + S.D.
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A% S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Quality®
Number o . Ry o
Group of females Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood  Urobilinogen
Light yellow - 5.5 6.0 6.5 - + + - - + + - - +  +
Corn oil (control) 5 5 5 0 1 4 1 0 4 5 1 1 3 5 5 4 1
DMIP (1000 mg/kg) 5 5 5 1 3 1 1 2 2 5 4 1 0 5 5 4 1
Urinary sediments®
. oy s Urine Specific Electrolyte, density® Electrolyte, gross volume ®
Number Red blood White blood Epithelial b - b
Group of females cells cells Casts Crystals cells volume gravity (mEqg/L) (mEq/24 hr)
- - - - + - (mL/24hr) Na K Cl Na X Cl
Corn oil (control) 5 5 5 5 3 2 5 9.4 1.048 79.1 190.7 96.6 0.69 1.76 0.89
+3.0 +0.012 +38.9 +60.9 +41.7 +0.27 +0.66 +0.43
DMIP (1000 mg/kg) 5 5 5 5 3 2 5 12.7 1.054 842 165.7 75.7 1.03 2.11 0.99
+4.4 +0.012 +22.1 +46.1 +39.7 +0.30 +0.87 +0.61

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

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

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

Occult blood, -: negative

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

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

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

a), values represent as number of animals

b), values represent as mean = S.D.

67



HEBRE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

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

Quality?
Number o . . "
Group of females Color Turbidity pH Protein Glucose Ketone Bilirubin Occult blood  Urobilinogen
Light yetlow - 65 70 75 8.0 - + + 2+ - +  + - +
Corn oil (control) 5 5 5 3 0 1 1 1 1 2 1 2 2 1 5 5 3
DMIP (1000 mg/kg) 5 5 5 0 4 0 1 4 1 0 0 5 0 0 5 5 0
Urinary sediments®
. N Urine Specific Electrolyte, density® Electrolyte, gross volume®
Number Red blood White blood Epithelial b B
Group of females cells cells Casts  Crystals cells volume gravity (mEq/L) (mEq/24 hr)
- - - - + - (mL/24hr) Na K Cl Na K Cl
Corn oil (control) 5 5 5 5 1 4 5 10.3 1.063 1119 257.8 1215 1.19 2.55 1.25
+5.4 +0.015 +24.5 £122.1 +35.1 +0.67 +1.37 +0.68
DMIP (1000 mg/kg) 5 5 5 5 0 5 5 17.0 1.041 * 80.8 179.2 854 1.35 3.05 1.48
+5.5 +0.011 +18.1 +53.6 +28.1 +0.41 +1.10 +0.61

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

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

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

Occult blood, -: negative

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

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

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

a), values represent as number of animals

b), values represent as mean + S.D.
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REREZER-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/ke) DMIP (1000 mg/kg)
Number of males 5 5 5 4
RBC ( X10% L) 862 + 35 848 =+ 32 866 =+ 13 874 = 30
Hemoglobin (g/dL) 151 £ 04 150 £ 0.6 153 £ 05 155 £+ 03
Hematocrit (%) 45 £ 0.8 435 + 1.8 455 + 1.7 448 = 0.8
MCV (fL) 51,7 = 23 513 = 22 525 = 22 513 £ 22
MCH (pg) 175 + 0.8 176 £ 0.6 177 = 06 178 + 04
MCHC (g/dL) 339 £+ 03 344 + 05 337 = 04 346 £ 0.7
Platelet (X 104 u L) 1125 = 106 1073 = 8.0 9.7 + 7.5 1024 = 10.7
PT (sec) 162 = 20 148 £ 0.8 164 =+ 44 157 = 43
APTT (sec) 236 = 16 228 = 3.1 236 = 3.6 229 = 09
WBC ( X10% L) 974 + 246 101.0 = 257 834 + 213 942 £ 146
Differental leukocyte count (%)
Neutrophil 148 = 42 174 = 3.1 156 + 4.0 144 = 35
Eosinophil 15 £ 03 1.1 £ 04 .1 £ 03 1.5 £+ 04
Basophil 00 =+ 00 00 £ 00 0.0 = 0.0 0.1 =+ 0.1
Monocyte 41 + 09 39 + 12 47 + 13 39 + 07
Lymphocyte 79.6 + 5.1 775 £ 3.1 786 + 54 802 + 34
Reticulocyte count (%) 257 £ 0.59 3.04 £ 043 287 + 034 279 £+ 042

Each value shows mean+S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP (1000 mg/kg)

Number of males 5 5
RBC (X 10% u L) 827 =+ 36 870 = 21 *
Hemoglobin (g/dL) 147 + 06 153 =+ 07
Hematocrit (%) 419 =+ 1.0 443 * 20 *
MCV (iL) 508 = 23 509 £ 13
MCH (pg) 177 = 0.5 176 = 0.6
MCHC (g/dL) 350 + 1.0 347 £ 06
Platelet (X 10% L) 1135 + 329 1179 = 82
PT (sec) 192 £+ 4.1 164 + 3.8
APTT (sec) 268 + 22 243 + 07
WBC ( X10% ¢ L) 103.8 = 159 97.6 + 253

Differental leukocyte count (%)

Neutrophil 137 =+ 77 135 £ 27
Eosinophil 12 £ 03 14 £ 05
Basophil 00 £ 0.1 00 = 0.1
Monocyte 30 £ 07 33 £ 12
Lymphocyte 820 + 84 818 + 3.5
Reticulocyte count (%) 3.09 £ 052 256 = 0.21

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RERE 5 :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group - Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/kg) DMIP (1000 mg/ke)
Number of males 5 5 5 4
RBC (X 10%uL) 660 =+ 57 698 =+ 48 672 + 59 704 + 46
Hemoglobin (g/dL) 125 + 12 133 = 07 126 + 1.0 132 = 0.8
Hematocrit (%) 383 + 27 40.5 = 24 387 £ 28 398 + 20
MCV (fL) 581 £ 20 581 + 1.9 578 £ 22 567 £ 1.7
MCH (pg) 190 =+ 05 191 £ 06 188 =+ 06 188 = 0.1
MCHC (g/dL) 327 £ 0.8 328 + 04 326 + 04 332 £ 0.9
Platelet (X 10% 1 L) 111.1 = 162 1126 + 44 962 + 13.5 1120 £ 16.1
PT (sec) 120 = 06 122 £ 06 124 £ 03 124 = 0.7
APTT (sec) 182 + 13 197 £+ 2.0 179 = 1.0 183 = 1.8
WBC ( X10%u L) 105.0 + 13.8 93.8 + 184 842 + 147 69.0 + 17.0 **
Differental leukocyte count (%)
Neutrophil 316 = 87 321 £ 42 229 £ 50 215 £ 3.8 *
Eosinophil 1.0 £ 05 06 = 03 04 = 02 * 09 £ 02
Basophil 0.0 = 00 00 + 0.1 00 £ 00 0.0 = 00
Monocyte 41 £ 0.7 4.0 = 1.1 32 + 1.0 42 & 1.5
Lymphocyte 633 + 8.7 632 = 42 73.6 £ 47 * 734 £ 27 *
Reticulocyte count (%) 6.81 =+ 1.03 741 + 147 649 = 0.76 7.19 + 0.54

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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REAEZE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Con ol (control) DMIP (1000 mg/ke)

Number of females 5 5
RBC (X10%uL) _ 787 £ 68 807 + 33
Hemoglobin (g/dL) 144 = 08 149 £ 0.6
Hematocrit (%) 423 % 2.1 434 = 2.1
MCV (fL) 53.8 =+ 3.0 53.7 + 1.2
MCH (pg) 183 + 08 184 = 03
MCHC (g/dL) 340 % 0.7 344 + 0.3
Platelet (X 10% u L) 98.2 =+ 3.1 1023 = 13.8
PT (sec) 115 = 07 11.4 = 04
APTT (sec) 18.1 =+ 2.7 17.8 = 2.8
WBC ( X10% 1 L) 542 + 13.1 532 + 134

Differental leukocyte count (%)

Neutrophil 147 £ 98 121 £ 37
Eosinophil 1.5 + 02 09 + 03 **
Basophil 00 £ 00 00 = 00
Monocyte 24 = 04 26 £ 09
Lymphocyte 815 + 101 845 + 37
Reticulocyte count (%) 258 = 0.50 3.11 £ 047

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP (1000 me/kg)

Number of males 5 5
RBC (X10¥uL) 828 + 40 815 + 34
Hemoglobin (g/dL) 150 £ 0.6 15,1 £ 0.5
Hematocrit (%) 426 + 22 426 =+ 1.0
MCV (L) 516 =+ 3.7 524 = 1.5
MCH (pg) 181 + 0.8 186 = 04
MCHC (g/dL) 352 + 1.0 355 = 04
Platelet (X 10% L) 1057 + 10.2 110.8 + 13.8
PT (sec) 11.6 =+ 0.8 112 =+ 04
APTT (sec) 180 = 0.5 182 + 07
WBC ( X10¥ L) 771 £ 214 624 + 20.1

Differental leukocyte count (%)

Neutrophil 147 £ 179 89 + 37
Eosinophil 1.5 £+ 02 19 £+ 0.8
Basophil 00 = 0.0 00 = 00
Monocyte 40 = 14 3.1 £ 05
Lymphocyte 798 + 9.2 8.1 = 3.7
Reticulocyte count (%) 257 £ 040 250 £ 0.58

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HABRE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/kg) DMIP (1000 mg/kg)
Number of males ) S 5 5
Total protein (g/dL}) 56 = 0.2 57 % 0.3 54 % 0.4 56 = 0.3
Albumin (g/dL) 37 = 0.1 37 = 0.2 36 = 0.3 37 =+ 0.1
A/G 196 + 017 182 £ 0.8 198 = 0.2 1.88 = 0.19
Glucose (mg/dL) 152+ 14 156 =+ 11 163 =+ 13 167 = 11
Total cholesterol (mg/dL) 53 * 8 69 = 9 68 = 11 61 =+ 6
Triglyceride (mg/dL) 57 <+ 20 66 =+ 16 75 = 46 72 = 27
Phospholipid (mg/dL) 83 =« 9 98 =+ 13 95 % 18 97 = 4
AST (U/L) 55 % 4 61 = 8 51 % 4 59 * 7
ALT (U/L) 24 = 3 29 % 3 25 3 28 £ 3
v -GTP (U/L) 0 =+ 0 0 =% 0 0 = 0 0 * 0
LDH (U/L) 158 =+ 130 113 =+ 57 106 = 64 104 = 58
Bile acid ( 4 mol/L) 165 = 117 93 = 3.6 102 # 5.4 194 + 165
Blood urea nitrogen (mg/dL) 13 + 0 13 = 2 11 = 1 11 = 1
Creatinine (mg/dL) 05 = 0.1 05 =% 0.0 04 = 0.1 05 =% 0.1
Total bilirubin (mg/dL) 006 + 003 006 + 0.1 006 = 001 006 = 002
ALP (U/L) 389 = 83 378 74 378 % 77 402 £ 109
Inorganic phosphorus (mg/dL) 64 = 0.5 61 % 0.3 62 = 0.6 64 =% 0.6
Ca (mg/dL) 98 = 0.1 101 + 0.3 97 = 03 9.7 = 0.2
Na (mEg/L) 1446 = 0.7 1438 = 0.5 1448 = 1.4 1445 =+ 0.6
K (mEq/L) 379 = 013 391 £ 025 386 = 018 381 = 023
Cl (mEg/L) 1076 =+ 0.2 1066 =+ 1.0 107.1 = 1.6 1062 =+ 0.8

Each value shows meantS.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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REREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in
rats

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

Group Com oil (control) DMIP (1000 mg/kg)
Number of females S 5

Total protein (g/dL) 6.1 =+ 04 60 =+ 0.2
Albumin (g/dL) . 36 =+ 0.3 36 = 0.1
A/G 148 % 0.14 153 = 0.06
Glucose (mg/dL) 154 + 33 . 137 = 4
Total cholesterol (mg/dL) 66 * 9 46 = 11 *
Triglyceride (mg/dL) 52 £ 33 35 + 14
Phospholipid (mg/dL) 9% =+ 13 72 * 11 *
AST (U/L) 63 = 7 60 = 6
ALT (U/L) 27 + 2 28 = 2
y -GTP (U/L) 0 =+ 0 0 = 1
LDH (U/L) 113+ 49 84 = 46
Bileacid( u« mol/L) 359 + 39.6 150 =+ 7.7
Blood urea nitrogen (mg/dL) 14 =+ 2 14 =+ 2
Creatinine (mg/dL) 05 = 0.0 05 + 0.0
Total bilirubin (mg/dL) 005 = 0.01 005 +£ 0.01
ALP (U/L) 283 23 282 = 60
Inorganic phosphorus (mg/dL) 59 = 0.9 59 = 0.4
Ca (mg/dL) 93 + 0.4 94 + 0.2
Na (mEq/L) 1449 = 0.6 1439 = 0.8
K (mEq/L) 378 + 0.44 389 +£ 0.20
Cl (mEq/L) 1077 = 1.1 1067 = 1.5

Each value shows mean=S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEBREF :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/kg) DMIP (1000 mg/kg)
Number of males 5 5 5 5

Total protein (g/dL) 56 +* 0.2 58 03 58 = 0.2 58 = 0.2
Albumin (g/dL) 38 = 0.2 40 = 0.2 38 = 0.1 39 = 0.1

A/G 200 = 012 219 £ 018 199 = 017 202 = 010
Glucose (mg/dL) 114 = 9 130 + 9 * 121 = 9 136 =+ 11 **
Total cholesterol (mg/dL) 63 = 4 61 =+ 12 68 = 6 66 = 13
Triglyceride (mg/dL) 28 + 4 45 = 23 35 £ 12 71 = 28 **
Phospholipid (mg/dL) 102 =% 6 104 = 11 111 = 11 115 = 16
AST (U/L) 169 =+ 63 136 = 64 95 =+ 16 82 = 19
ALT (U/L) 53 % 10 52 % 15 50 = 12 40 =+ 4

vy -GTP (U/L) 0 = 0 0 = 1 0 =+ 0 0 = 0
LDH (U/L) 78 £ 26 140 =+ 79 58 % 20 85 = 53
Bile acid ( © mol/L) 95 & 4.8 125 % 2.3 127 = 59 217+ 5.8
Blood urea nitrogen (mg/dL) 12 = 3 13 =+ 1 10 =+ 5 14 = 5
Creatinine (mg/dL) 05 = 0.1 05 = 0.1 05 = 0.0 05 = 0.1
Total bilirubin (mg/dL) 005 == 001 006 = 001 006 £ 002 006 = 002
ALP (U/L) 177 + 24 223 91 177 = 57 169 + 40
Inorganic phosphorus (mg/dL) 61 = 0.5 64 =+ 0.5 64 = 0.8 69 % 1.4

Ca (mg/dL) 98 = 0.4 100 = 0.3 104 £ 0.2 105 =+ 05 *
Na (mEg/L) 1420 = 1.3 1423 = 2.0 1427 = 0.6 1423 +£ 1.5
K(mEqL) 362 £ 049 353 £ 026 362 = 024 420 + 086

Cl (mEq/L) 1074 = 22 1077 = 23 107.7 = 1.1 1062 = 2.1

Each value shows mean+S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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RAERE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Com oil {control) DMIP (1000 mg/kg)
Number of females S 5
Total protein (g/dL) 6.1 =+ 03 61 =+ 0.6
Albumin (g/dL) 42 0.2 43 = 0.4
A/G 220 = 012 233+ 006
Glucose (mg/dL) 129 = 7 159 =% 18
Total cholesterol (mg/dL) 68 = 12 77 + 16
Triglyceride (mg/dL) 13 =+ 2 33 =+ 14
Phospholipid (mg/dL) 111 =+ 14 125 % 20
AST (U/L) 59 = 9 51 = 5
ALT (U/L) 20 + 2 20 = 2
vy -GTP (U/L) 0 = 0 0 =+ 1
LDH (U/L) 93 = 31 82 + 31
Bileacid(  # mol/L) 124 = 7.6 116 = 6.5
Blood urea nitrogen (mg/dL) 16 = 1 15 = 0
Creatinine (mg/dL) 06 = 0.1 06 = 0.1
Total bilirubin (mg/dL) 0.06 = 0.01 006 =+ 0.00
ALP (U/L) 171 =+ 25 173 % 28
Inorganic phosphorus (mg/dL) 44 = 0.8 55 % 0.9
Ca (mg/dL) 98 04 99 & 03
Na (mEq/L) 143.8 + 0.7 143.9 + 1.1
K (mEq/L) 345 % 0.21 360 0.13
Cl (mEg/L) 1087 + 1.1 1070 =+ 0.7

Each value shows mean+S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

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

Group Com oil (control) DMIP (1000 mg/kg)
Number of females 5 S

Total protein (g/dL) 61 =+ 0.3 65 = 0.2
Albumin (g/dL) 38 % 0.2 42 = 0.2
A/G 170 = 0.11 1.80 = 0.21
Glucose (mg/dL) 122+ 16 126 = 6
Total cholesterol (mg/dL) 66 % 12 66 * 13
Triglyceride (mg/dL) 17 = 4 25 = 17

‘ Phospholipid (mg/dL}) 98 = 12 112 = 23
AST (U/L) 71 + 23 57 +£ 17
ALT (U/L) 32 =% 16 25 = 8
v -GTP (U/L) 0 = 1 0 = 0
LDH (U/L) 73 % 53 84 <+ 42
Bileacid (  x mol/L) 210 = 16.5 94 = 29
Blood urea nitrogen (mg/dL) 13 =+ 1 16 =% 3
Creatinine (mg/dL) 06 = 0.0 06 = 0.0
Total bilirubin (mg/dL) 007 = 0.02 007 = 0.02
ALP (U/L) 155 & 49 144 =+ 34
Inorganic phosphorus (mg/dL) y 47 % 13 48 = 04
Ca (mg/dL) 93 + 03 96 =+ 04
Na (mEq/L) 143.2 + 19 142.7 + 12
K (mEq/L) 365 + 035 369 = 030
Cl (mEq/L) 107.4 + 23 107.6 + 24

Each value shows mean+S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEAF S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 62.5 mp/kg DMIP 250 mg/kg DMIP 1000 mg/kg
Number of males 8 13 13 8
Body weight ®) 5343 + 36.6 5289 + 238 5284 E 316 5104 E 363
Brain (mg) 2019.5 B 96.7 2029.7 * 77.5 20323 + 1244 20288 £ 54.0
(mg/g) 3.790 E 0.230 3.842 E3 0.183 3.860 E 0.343 3.989 E 0.247
Thymus (mg) 2735 & 69.1 3089 = 534 2968 = 67.6 2885 = 51.2
(mg/g) 0515 % 0.140 0.586 £ 0.108 0563 =% 0.132 0569 = 0.117
Heart (mg) 14690 = 1153 14904 %= 144.7 15679 % 135.8 1432.5 = 106.6
(mg/g) 2753 % 0.177 2815 % 0.207 2967 =+ 0.192 2809 & 0.141
Liver (mg) 15388.4 + 26567 144324 £ 17698 14301.8 £ 16185 14058.8 + 14962
(mg/p) 28.658 + 3.279 27.237 2.627 27.024 & 2079 27500 & 1.364
Kidney (R) (mg) 1608.9 % 162.0 1594.3 = 173.9 16909 164.9 15990 % 135.4
(mg/g) 3008 = 0.173 3016 = 0.320 3203 % 0.276 3136 % 0.208
Kidney (L) (mg) 1626.6 + 1919 1604.9 + 152.0 1691.4 + 167.6 15829 ES 141.5
(mg/g) 3038 % 0.206 3035 * 0.255 3203 % 0.268 3.104 & 0.209
Kidney (mg) 32355 ES 3484 3199.2 + 3211 33823 + 3259 31819 + 2709
(mg/g) 6.046 E 0.360 6.051 E 0.567 6.405 + 0.529 6.240 + 0.400
Spleen (mg) 7939 & 127.7 8749 = 99.2 8476 = 135.4 8413 & 759
(mg/g) 1487 % 0.228 1657 % 0.202 1602 % 0.222 1655 % 0.174
Testis (R) (mg) 1709.9 & 105.5 16214 & 165.5 16229 = 166.7 1629.3 + 92.1
(mg/z) 3.208 ES 0.208 3.065 ES 0.274 3.090 £ 0.438 3.200 + 0.186
Testis (L) (mg) 1737.1 * 150.8 1633.7 % 1372 1762.1 * 397.7 16152 % 90.0
(mg/g) 3255 % 0.241 3.091 % 0.245 3339 = 0.715 3171 % 0.150
Testis (mg) 34469 & 2529 3255.1 & 299.5 33850 = 429.7 3244.5 & 179.4
(mg/g) 6.463 + 0.436 6.156 * 0.511 6.429 E 0.891 6.370 E3 0331
Epididymis (R) (mg) 650.2 + 55.0 627.5 + 63.1 599.0 E 50.9 608.8 E3 40.6
(mg/g) 1220 % 0.104 1187 = 0.109 1140 % 0.140 1199 = 0.124
Epididymis (L) (mg) 6480 = 70.0 6276 = 64.5 6054 =+ 52.8 5933 =% 37.0
(mg/g) 1217 0.135 1187 = 0.116 L1500 % 0.124 1168 * 0.113
Epididymides (rg) 1298.2 * 123.7 1255.2 * 123.9 1204.3 & 723 1202.1 * 76.4
(mg/g) 2436 + 0.238 2374 * 0.218 2.290 + 0.229 2367 S 0.235
Prostate, ventral (mg) 602.5 141.7 772 % 1194 6610  * 144.4 6446 & 106.8
(mg/g) L1388 % 0.314 1359 * 0.234 1253 % 0271 1268 = 0.218
Seminal vesicles (mg) 1761.5 & 2236 17078 S 3098 1894.0 £ 199.0 1695.7 161.8
(ng/g) 3296 & 0.334 3237+ 0.614 3594 & 0413 3340 & 0.435

Each value shows mean % S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg
Number of males 8 13 13 8
Body weight ® 5343 = 36.6 5289 = 23.8 5284 + 31.6 5104 = 36.3
Thyroid gland (mg) 227 * 5.7 183 =+ 52 216 + 44 204 + 5.4
(mg/g) 0.043 =+ 0.012 0.034 =+ 0.009 0.041 = 0.008 0.040 = 0.009
Adrenal gland (R) (mg) 283 =+ 5.7 273 5.3 283 =+ 3.7 29.2 % 8.0
(mg/g) 0.053 <+ 0.012 0.052 =+ 0.011 0.054 =+ 0.008 0.057 =+ 0.014
Adrenal gland (L) (mg) 295 =+ 6.3 292 + 5.4 305 % 4.5 316 =+ 7.6
(mg/g) 0.056 =+ 0.013 0.055 =+ 0.010 0.058 =+ 0.010 0.062 =+ 0.013
Adrenal gland (mg) 57.8 + 11.9 56.5 =+ 10.6 58.8 + 8.0 60.8 =+ 15.4
(mg/g) 0.109 =+ 0.025 0.107 =+ 0.021 0.112 =+ 0.018 0.119 =+ 0.026

Each value shows mean = S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 1000 mg/kg
Number of males 3 3
Body weight ®) 548.4 * 52.8 536.4 * 49,1
Brain (mg) 1986.5 = 67.6 2015.7 * 134.8
(mg/g) 3.645 + 0.320 3.781 + 0418
Thymus (mg) 270.7 + 348 2725 + 578
(mg/g) 0502 =% 0.105 0505 % 0.078
Heart (mg) 1542.6 * 145.9 16117 E 156.3
(mg/g) 2.825 * 0.298 3.007 * 0.179
Liver (mg) 15801.4 ES 34385 141338 + 2092.5
(mg/g) 28577 + 3.643 26266 = 2073
Kidney (R) (mg) 1743.8 * 2216 1698.5 + 100.0
(mg/g) 3.184 = 0335 3177 * 0.189
Kidney (L) (mg) 1717.2 B 2093 17322 £ 151.1
(mg/g) 3.136 + 0.309 3.234 + 0.190
Kidney (mg) 3461.0 E 428.1 3430.8 B 2374
(mg/g) 6320 = 0.638 6411 % 0.335
Spleen (mg) 882.0 * 1112 8164 S 122.5
(mg/g) 1.609 + 0.139 1.526 + 0.244
Testis (R) (mg) 1674.5 ES 99.9 1714.1 + 137.0
(mg/g) 3.063 ES 0.164 3.224 + 0.450
Testis (L) (mg) 16432 E 127 1717.7 ES 136.8
(mg/g) 3.003 £ 0.112 3.228 £ 0.426
Testis {mg) 3317.7 + 209.8 34318 EY 269.5
(mg/g) 6066 =+ 0273 6452  # 0.871
Epididymis (R) (mg) 685.6 & 67.0 640.0 + 27.6
(mg/g) 1255 % 0.123 1200 % 0.123
Epididymis (L) (mg) 652.0 B 46.4 624.1 E] 41.2
(mg/g) 1.194 + 0.106 1.174 S 0.157
Epididymis (mg) 1337.6 + 1133 1264.1 E 66.2
(mg/g) 2.449 + 0.226 2.376 E 0.280
Prostate, ventral (mg) 668.7 + 2293 731.0 + 1659
(mg/g) 1.200 + 0.328 1.356 + 0.255
Seminal vesicles (mg) 1904.3 + 451.8 2015.4 ES 2554
(mg/g) 3463 % 0.710 3763+ 0.422

Each valuc shows mean £ S.D.
Figurcs in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 1000 mg/kg
Number of males 5 5
Body weight (€3] 5484 =+ 52.8 5364 =+ 49.1
Thyroid gland (mg) 207 =+ 3.5 205 « 3.1
(mg/g) 0.038 + 0.006 0.038 = 0.004
Adrenal gland (R) (mg) 266 + 4.8 320 =+ 3.7
(mg/g) 0.048 =+ 0.007 0.060 =+ 0.011
Adrenal gland (L) (mg) 275 +* 3.5 33.6 £ 44 *
(mg/g) 0.051 + 0.006 0.063 = 0.011
Adrenal gland (mg) 542 = 7.9 65.6 = 8.0
(mg/g) 0.099 =+ 0.012 0.124 = 0.022

Each value shows mean + S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Com oil (control) DMIP 62.5 mg/kg DMIP 250 mp/kg DMIP 1000 mg/kp
Number of females 13 12 12 12
Body weight ®) 3229 & 28 3238 « 258 2979 =+ 224 * 3020 % 8.7
Brain (mg) 1889.1 = 39.1 18988 & 672 1858.6 623 18987 £ 753
(mg/g) 5877 = 0427 5902 £ 0.544 6281 & 0634 6291 = 0271
Thymus (mg) 218 + 52.7 1884 = 62.5 1434 % 570 *e 1840 & 519
(mg/e) 068 = 0159 0573 = 0153 0472 = 0162 ** 0609 = 0169
Heart (mg) 10017 = 1044 10161 =+ 99.0 9230 = 89.3 9781 % 46.6
(mg/e) 3101 0206 3140 £ 0210 3100 = 0218 . 3242 0176
Liver (mg) 98072 = 8581 105513+ 8301 9511.0 = 11726 99000 + 4882
(mg/g) 30382 = 1.760 32,660 & 2348 * 31.895 = 2653 32808 + 1789 *
Kidrney (R) (mg) 9746 = 1047 10158 =+ 1278 9343 = 1204 10364 * 704
(mg/g) 3.026 = 0321 3145 £ 0370 3139 = 0339 3432 & 0203 *
Kidney (L) (mg) 9449 & 96.3 10008 % 1199 9264 & 1211 1009.1 # 754
(mg/g) 2933 & 0292 3.097 £ 0326 3112 = 0336 3342 = 0228 **
Kidney (mg) 19195 = 1953 20166 = 2447 18607 £ 2404 20455 1415
(mg/g) 5959 = 0.595 6241 = 0.686 6252 = 0670 6774 = 0416 *
Spleen (mg) 7945 £ 3004 7384 & 1112 6405 = 1073 M50 £ 1509
(mg/e) 2451 = 0854 2284 £ 0316 2144 = 0281 2468 = 049
Ovary (R) (mg) 533 & 169 542 % 78 526 & 8.0 507 £ 9.2
(mg/g) 0165 = 0050 0.168 £ 0022 0177 = 0023 0167 = 0028
Ovary (L) (mg) 505 =+ 6.4 515 & 8.7 483 + 6.5 460 = 7.6
(mg/g) 0.156 =+ 0.016 0159 =+ 0.026 0162 % 0.014 0.152 = 0.026
Ovary (mg) 1039 = 19.6 1057 = 13.6 1009 % 13.1 966 £ 11.7
(mg/g) 0321 = 0055 0327 £ 0038 0338 & 0032 0320 = 0036
Uterus (mg) 6528 & 1205 6383 x 823 6450 = 1088 6597 = 103.7
(ng/g) 2023 = 0348 1970 & 0182 2159 = 0262 2184 = 0337
Thyroid gland (mg) 154 = 3.2 151 % 34 146 * 33 145 = 35
(mg/) 0.048 = 0009 0047 £ 0.009 0049 = 0011 0048 = 0012
Adrenal gland (R) (mg) 336 + 4.0 346 = 32 345« 52 372 =% 4.7
(mg/g) 0104 # 0.012 0107 x  0.009 0116 = 0.014 0123 % 0.016 **
Adrenal gland (L) (mg) 365 =+ 34 355 % 5.1 367« 6.6 390 =+ 5.0
(mg/g) 0114 £ 0012 0110 = 0016 0123 = 0019 0129 = 0017 *
Adrenal gland (mg) 701 = 6.6 701 = 74 72 % 115 761 % 9.5
(mg/g) 0218 & 0022 0217 & 0023 0239 +  0.032 0252 & 0033 **

Each value shows mean = S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Com oil (control) DMIP 1000 mg/kg
Number of females 5 5
Body weight [63) 2825 + 133 283.4 E 109
Brain (mg) 1895.7 E 99.1 1929.5 + 89.7
(mg/g) 6710 = 0149 6815 = 0387
Thymus (mg) 2750 % 331 W17 * 36.0
(mg/g) 0977 % 0.145 1028 = 0.101
Heart (mg) 808.6 + 14.8 933.7 + 580 *+
(mg/g) 2866 = 0107 3295 & 0185 **
Liver {mg) 6907.6 EY 2479 8233.1 ES 6049 **
: (mg/g) 24500 + 1575 29036 & 1500 **
Kidney (R) (mg) 8662 % 68.0 9808 % 444
(mg/g) 3079 = 0363 3461 % 0113 *
Kidney (L) (mg) 8558 & 593 9580 & 542 *
(mg/g) 3038+ 0300 3379 = 0103 *
Kidney (mg) 17220 = 1215 19388 = 925 *
(mg/g) 6117 % 0651 6840 = 0176 *
Spleen (mg) 522.8 E 365 601.8 & 716
(mg/g) 1857 =  0.194 2124 = 0241
Ovary (R) (mg) 428 = 4.7 445 = 4.0
(mg/g) 0152 = 0018 0157 = 0018
Ovary (L) (mg) 413+ 52 437 % 4.1
(mg/g) 0.146 = 0018 0154 = 0012
Ovary (mg) 840 = 8.2 881 = 21
(mg/g) 0.298 + 0.029 0.311 S 0.013
Uterus (mg) 5048 & 103.0 7516 = 369.0
(mg/g) 1799 = 0429 2636 = 1257
Thyroid gland (mg) 166 = 25 133 = 09 *
(mg/g) 0059 = 0010 0047 = 0004 *
Adrenal gland (R) {mg) 309 = 2.5 327 =+ 4.0
(mg/g) 0110 = 0.010 0116 £ 0.015
Adrenal gland (L) (mg) 324 £ 22 348 % 4.0
(mg/g) 0115 = 0.011 0123 = 0014
Adrenal gland (mg) 633 % 4.1 675 78
(mg/g) 0.225 + 0.019 0.238 + 0.029

Each value shows mean + $.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 1000 me/kg
Number of females ] 5
Body weight ®) 3016 154 3045 % 18.7
Brain (mg) 1840.5 + 1143 1922.0 E 584
(mg/g) 6106 = 0303 6328 % 0.392
Thymus {mg) 270.1 E 70.0 280.1 + 743
(mg/g) 0.895 £ 0.222 0.916 E 0.219
Heart (mg) 9253 + 299 963.8 £ 478
(mg/g) 3071 % 0.097 3168 + 0.109
Liver (mg) 73482 + 655.8 7871.4 * 555.2
(mg/g) 24357 % 1.655 25837 % 0.386
Kidney (R) (mg) 9412 % 363 9411 % 370
(mp/g) 3126 % 0.164 3098 % 0.199
Kidney (L) (mg) 9375 = 55.1 9162 58.3
(mg/g) 3Nz % 0.187 3013 % 0.178
Kidney (mg) 1878.6 & 85.2 18573 + 92.5
(mg/g) 6237 & 0328 6111 & 0.363
Spleen (mg) 605.5 * 146.7 5144 + 374
(mg/g) 2013 & 0.494 1693 & 0.149
Ovary (R) (mg) 591 % 92 499 10.1
(mg/g) 0.195 & 0.022 0.166 =+ 0.043
Ovary (L) (mg) 492 = 44 455 =+ 105
(mg/g) 0.163 + 0.012 0.150 + 0.036
Ovary (mg) 108.4 £ 133 95.4 + 19.1
(mg/e) 0359 % 0.032 0316 = 0.075
Uterus (mg) 4399 + 993 591.0 + 273.1
(mg/g) 1.473 + 0.389 1.923 + 0.816
Thyroid gland (mg) 13.1 + 0.8 17.6 + 32 0+
(mp/g) 0.044 & 0.003 0058 =+ 0.010 *
Adrenal gland (R) (mg) 328 = 35 342 & 57
{mg/g) 0.109 + 0.010 0.114 + 0.026
Adrenal gland (L) {mg) 357 = 47 336 =+ 6.6
(mg/g) 0118 = 0.015 ol = 0.027
Adrenal gland (mg) 685 & 8.0 678 = 12.1
(mg/g) 0227  + 0024 0225 = 0052

Each value shows mean = S.D.
Figures in parentheses indicate number of males.
Significantly different from the control group (*: P<0.05, **: P<0.01).

85



RERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 meg/kg DMIP 1000 mg/kg

Findings Grade - P - P - P - P
Epididymis

Nodule, yellowish,

cauda, left/right side 8 0 11 2 13 0 8 0

Ileum

Diverticulum 7 1 13 0 13 0 8 0
Kidney

Discoloration, pale colored 8 0 13 0 13 0 7 1

Enlargement 8 0 13 0 11 2 7 1

Recessed area 8 0 12 1 13 0 7 1
Testis

Enlargement, left side 8 0 13 0 12 1 8 0

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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HERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Table 31-2. Macroscopic findings of male rats at the end of the recovery period

Group Corn oil (control) DMIP 1000 mg/ke
Findings Grade - P - P

All organs and tissues 5

Notes) - : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg

Findings Grade - P - P - P - P
Kidney

Dilatation, pelvis, right side 13 0 12 12 0 11 1

Discoloration, pale colored 13 0 12 12 0 11

Recessed area, scattered, left side 13 0 12 11 1 12 0
Spleen

Enlargement 12 1 12 12 0 12 0
Stomach

Dark colored spot/area,

mucosa, glandular stomach 13 0 11 12 0 11 1
Edematous, subserosa, forestomach 13 0 12 12 0 11 1
Thickening, mucosa, forestomach 13 0 12 12 0 11 1

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

Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Table 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Group Corn oil (control) DMIP 1000 mg/kg
Findings Grade - P - P

All organs and tissues 5

Notes) -:No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Table 32-3. Macroscopic findings of female rats at the end of the recovery period

Group Corn oil (control) DMIP 1000 mg/kg
Findings Grade - P - P
External appearance
Defect, in the end of the tail 4 1 5

Notes) - : No abnormal changes P : Non-graded change
Numerals represent the number of animals.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Com oil (control) DMIP 62.5 mp/kg DMIP 250 mg/kg DMIP 1000 mg/kg
Findings Grade - £ + 2+ 3+ P NE - + + 2+ 3+ P NE - + <+ 2+ 3+ P NE - + + 2+ 3+ P NE
Brain 5 5
Spinal cord 5 5
Pituitary gland 5 5
Submandibular gland 5 . 5
Sublingual gland 5 5
Lymph node, submandibular 5 5
Thyroid gland
Ectopic thymus 5 1] 4 1
Parathyroid gland 5 5
Thymus 5 5
Heart
Degeneration/fibrosis, myocardial, focal 3 2 0 0 0 3 2 0 0 O
Trachea 5 5
Lung
Accumulation, foam cell, alveolus 4 1 ¢ 0 0 5 0 0 0 0
Mineralization, focal, arterial wall 5 0 0 0 0 3 2 0 0 0
Bronchus 5 5
Liver
Fatty change, hepatocyte, periportal 0 3 2 0 0 0 4 1 0 0
Microgranuloma 2 3 0 0 o0 2 3 0 0 O
Pancreas 5 5
Stomach 5 5
Duodenum 5 5
Jejunum 5 5
Tleum
Defect, muscular layer, focal, in diverticulum 5 0 1 0 0 5 0 0 0 0
Mineralization, with foreign body giant cell,
serosa, , in diverticulum 5 0 1 0 0 5 0 0 0 0
Cecum 5 5

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

Numerals represent the number of animals.

Not significantly different from control.
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ABREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Comn oil (control) DMIP 62.5 mg/kp DMIP 250 mp/kg DMIP 1000 mp/kg
Findings Grade - & + 2+ 3+ P NE - £ 4+ 2+ 3+ P NE - & + 2+ 3+ P NE - & + 2+ 3+ P NE
Colon 5 5
Rectum 5 5
Lymph node, mesenteric 5 5
Spleen
Deposit, pigment, brown 0 4 1 (U] 0o 5 0 0 0
Hematopoiesis, extramedullary 0o 0 5 0 0 0 0 5 0 0
Kidney
Basophilic tubule, cortex 2 3 0 0 0 0 1 0 0 0 2 0 ] 0 0 2 4 1 0 0
Cyst, cortex, subserosa 5 1] 0 1 2 0 7 0
Urinary bladder 5 5
Adrenal gland 5 5
Testis
Atrophy, seminiferous tubule, focal 4 1 0 0 o0 i 0 0 0 o0 5 0 0 0 ©
Decrease, germ cell layer,
seminiferous tubule, unilateral 5 0 0 0 0 0 0 1 0 0 5 0 0 0 0
Dilatation, lumen,
seminiferous tubule, unilateral 5 0 0 0 0 0o 0 0 1 0 5 0 0 0 0
Edema, interstitial, unilateral 5 0 0 0 0 0 0 1 0 0 5 0 0 0 0
Epididymis
Cellular infiltration, lymphocyte, interstitial 5 0 0 0 0 2 0 o 0o o0 4 1 0 0 0
Granuloma, spermatic 5. 0 0 0 o0 0o 2 0 0 0 5 0 0 0 0
Prostate
Cellular infiltration, lymphocyte, interstitial i 4 1 0 0 0 . 5 0 0 o0 oO
Seminal vesicle 5 5
Coagulating gland 5 5
Eyeball 5 5
Harderian gland
Cellular infiltration, lymphocyte, interstitial 4 1 0 0 0 5 0 0 0 0
Sciatic nerve 5 5
Skeletal muscle 5 5
Femur 5 5
Marrow, femur 5 5

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

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil {control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg

Findings Grade - + 2+ 3+ P NE - + 2+ 3+ P NE - £ + 2+ 3+ P NE - & 4+ 2+ 3+ P NE
Brain ) 5 0 0 5
Spinal cord 5 0 0 5
Pituitary gland 5 0 0 5
Submandibular gland 5 0 0 5
Sublingual gland 5 0 0 5
Lymph node, submandibular 5 0 0 5
Thyroid gland

Ectopic thymus 4 1 0 0 0 0 5 0
Parathyroid gland 4 1 0 0 4 1
Thymus 5 0 0 S
Heart

Degeneration/fibrosis, myocardial, focal 4 1 0 0 0 0 0 0 0 0 0 0 0 0 0 5 0 0 0 0
Trachea 5 0 0 5
Lung

Accumulation, foam cell, alveolus 5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4 1 0 0 0
Bronchus 5 0 0 5
Liver

Fatty change, hepatocyte, periportal 4 1 0o 0 0 0o 0 0 0 o0 o 0 o0 0 0 4 1 o 0 o0

Microgranuloma 2 3 0 [ ] 0 0 0 0o 0 0 0 o 0 90 4 1 0o 0 0
Pancreas

Cellular infiltration, eosinophil, around artery 5 0 0 0 0 o ¢ 0 o0 o 0 0 o0 0 0 4 1 0 0 0
Stomach

Hyperplasia, squamous cell, mucosa, forestomach 5 0 0 [ 1 0 0o 0 o0 0 o 0 0 0 6 0 1 0 0
Duodenum 5 0 0 5
Jejunum 5 0 0 5
Ileum 5 0 0 5

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

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 62.5 mg/kp DMIP 250 mg/kg DMIP 1000 mg/kg

Findings Grade - 4+ 2+ 3+ P NE -+ 4+ 2+ 3+ P NE -+ 4+ 2+ 3+ P NE -+ 4+ 2+ 3+ P NE
Cecum 5 0 0 5

Colon 5 0 0 5

Rectum 5 0 0 5

Lymph node, mesenteric -5 0 0 5

Spleen

Deposit, pigment, brown 0 2 4 0 0 0 0 0 o0 O o 0 o0 o O 0 1 4 0 O

Hematopoiesis, extramedullary 0o 0 4 1 1 o o0 o0 o0 O o 0 0 o0 O 0o 0 3 2 0

Kidney
Basophilic tubule, cortex 3 2 0 0 O o 0 0 o0 O 1 o 0 0 © 5 1 0o 0 ©
Cyst, cortex, subserosa 4 1 0 : 0 1 [ 6 0
Dilatation, pelvis, unilateral 5 0 0 0 O o 0 o0 0 O 1 0 0 o0 0 5 0 1 0 0
Mineralization, medulla 5.0 0 0 0 0O 0 o0 o0 O 1 0 0 0 0 4 2 0 0 O

Urinary bladder 5 0 0 5

Adrenal gland 5 0 0 5

Ovary 5 0 0 5

Uterus 5 0 0 5

Vagina 5 0 0 5

Eyeball 5 0 0 5

Harderian gland 5 0 0 5

Sciatic nerve 5 0 0 5

Skeletal muscle 5 0 0 5

Femur 5 0 0 5

Marrow, femur 5 0 0 5

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

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 1000 mg/kg

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

Cellular infiltration, lymphocyte, interstitial 5 0 0 0 0 4 1 0 0 0
Parathyroid gland 5 5
Thymus 5 5
Heart 5 5
Trachea 5 5
Lung

Mineralization, focal, arterial wall 4 1 0 0 0 4 1 0 0 0
Bronchus 5 5
Liver

Fatty change, hepatocyte, periportal 3 2 0 0 0 4 1 0 o} 0

Microgranuloma 2 3 0 0 0 4 1 0 ] 0
Pancreas

Atrophy, acinar cell, focal ,with ductal proliferation 4 1 0 0 o] 5 0 0 [ [¢]
Stomach 5 5
Duodenum 5 5
Jejunum 5 5

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

Numerals represent the number of animals.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Com oil (control) DMIP 1000 mg/kg
Findings Grade - + + 2+ 3+ P NE - £ + 2+ 3+ P NE
Ileum 5 5 :
Cecum 5 5
Colon 5 5
Rectum 5 5
Lymph node, mesenteric 5 5
Spleen
Deposit, pigment, brown 0 0 3 2 0 0 1 2 2 0
Hematopoiesis, extramedullary 0 0 5 0 0 0 0 5 0 0
Kidney
Basophilic tubule, cortex 2 3 0 0 0 5 0 0 0 0
Urinary bladder 5 5
Adrenal gland 5 5
Ovary 5 S
Uterus 5 5
Vagina 5 5
Eyeball 5 5
Harderian gland 5 5
Sciatic nerve s 5
Skeletal muscle 5 5
Femur S 5
Marrow, femur 5 i 5

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

Numerals represent the number of animais.

Not significantly different from control.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 35. Results of observations about estrous cycle

Dose Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/kg) DMIP (1000 mg/ke)
Number of animals examined 13 13 13 13
Pre-treatment period
Number of animals showing type of cycle
4-day cycle 9 11 11 11
4-5-day cycle 1 0 1 0
5-day cycle 3 2 1 2
Mean length of estrous cycle in days; Mean£S.D. (N) 43 = 04 (13) 42 = 04 (13) 41 £ 03 (13) 42 = 04 (13)
Treatment period
Number of animals showing each type of cycle
4-day cycle 9 11 11 12
4-5-day cycle 1 1 0 0
S-day cycle 3 1 2 1
Mean length of estrous cycle in days; Mean+S.D. (N) 43 £ 04 (13) 41 £ 03 (13) 42 £ 04 (13) 41 £ 03 (12)
Frequency of animals of which type of estrus cycle
was changed after the treatment 0 /13 1 /713 2 /13 1 /13
Mean times of vaginal estrus during mating period; Mean+S.D. (N) 1.0 £ 00 (13) 1.0 £ 00 (13) 1.0 £ 00 (13) 1.0 £ 00 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 36. Results of observations about reproductive performance

Dose

Corn oil (control) DMIP (62.5 mg/kg) DMIP (250 mg/kg) DMIP (1000 mg/kg)
Number of mated pairs [A] 13 | 13 13 13
Number of copulated pairs [B] 13 13 13 13
Copulation index [(B/A) X 100,%] 100.0 100.0 100.0 100.0
Number of fertile males [C] 13 13 13 13
Fertility index [(C/B) X100,%] 100.0 100.0 100.0 100.0
Pairing days until copulation
; Mean=S.D.(N) 28 + 1.1 (13) 22 + 1.1 (13) 23 £ 09 (13) 28 =+ 12 (13)
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Table 37. Observation of offspring (F;)

Group Com oit (control) DMIP 62.5 mp/kg DMIP 250 mg/ke DMIP 1000 mg/kg
Number of dams 13 13 13 13
Gestation length (days)
Mean = S.D. per dam 222 + 04 224 = 05 225 = 05 12) 224 = 05
Number of corpora lutea
Total 208 214 212 207
Mean + S.D. per dam 160 = 23 165 + L1 163 = 14 159 + 12
Number of implantation scars
Total 201 210 202 200
Mean = S.D. per dam 155 £ 24 162 £ 09 155 = 1.3 154 £ 14
Implantation index (%) » 966 + 58 982 = 3.6 954 x 47 967 £ 6.0
Delivery index (dams,%) 100.0 100.0 92.3 100.0
Number of offspring at birth
Total 184 201 173 191
Mean = S.D. per dam 142 = 23 155 £ 09 144 = 13 (12) 147 £ 18
Number of live offspring at birth
Male 83 93 71 98
Female 89 93 89 91
Total 172 186 160 189
Mean % S.D. per dam 132 = 38 143 = 44 133 £ 21 (12) 145 £ 20
Sex ratio
Mean £ §.D. per dam 049 = 017 050 = 010 (12) 044 £ 010 (12) 052 = 012
Number of dead offspring
Total 12 15 13 2
Mean % S.D. per dam 09 £ 22 12 = 39 L1 £ 21 (12) 02 £ 06
Delivery index (offspring) R4
Mean% = S.D. per dam 916 = 6.6 959 = 6.7 931 = 49 (12) 952 % 46
Birth index ¢
Mean% + S.D. per dam 851 * 205 895 = 272 86.1 + 121 (12) 942 % 6.2
Live birth index  °
Mean% + S.D. per dam 921 £ 193 91.8 = 276 929 * 139 (12) 989 % 4.0
Number of offspring on day 4
Male 83 92 68 93
Female 33 92 83 82
Sex ratio ©
Mean £ 8.D. per dam 0.51 = 022 0.50 = 0.10 (12) 044 = 0.10 (12) 0.54 = 013 12)
Viability index  ©
Mean% = S.D. per dam 974 % 92 989 = 38 12) 942 = 166 (12) 914 #+ 275
Number of external abnormalities ° 0 1 0 0
Mean% + S.D. per dam 00 = 00 05 + 1.8 (12) 0.0 & 00 12) 00 £ 00
Significantly different from the control group (*: P<0.05, **: P<0.01).
a): (Number of implantation scars/Number of corpora lutea) X 100.
b): (Number of dams with live offspring/number of pregnant dams) %X 100.
¢): Number of male offspring/(number of male offspring + number of female offspring).
d); (Number of offspring at birth/Number of implantation scars) X 100.
€): (Number of live offspring at birth/number of imp! ion scars) X 100.
). (Number of live offspring at birth/number of offspring at birth) % 100.
g): (Number of live offspring 4 days after birth/number of live offspring at birth) X 100.
h): (Number of live offspring 21 days after birth/number of live offspring after culling) X 100.

i): Number of external abnormalities in live offspring at birth,
Figures in parentheses indicate number of dams.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg
Number of dams 13 12 12 ’ 13
Male
Days after birth
0 67 = 04 67 £ 0.5 67 = 0.5 65 = 04
4 1.1 £ 0.9 107 + 0.8 107 £ 1.9 103 + 0.9 (12)
Number of dams 13 12 12 13
Female
Days after birth
0 62 = 03 62 = 0.6 63 = 0.6 6.1 = 0.5
4 10.5 + 0.7 (12) 10.1 £ 1.0 10.1 = 1.7 9.8 + 0.9 (12)

Each value shows mean + S.D. per dam. (g).
Figures in parentheses indicate number of dams.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

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

Group Number of offspring Days after birth

and general conditions 0 1 2 3 4

Corn oil (control) ~ Number of offspring 172 172 -171 171 171
General appearance, No abnormality 172 171 171 171 171
General appearance, Death 1
Abnormal findings of offspring, Bent tail

DMIP 62.5 mg/kg  Number of offspring 186 186 185 184 184
General appearance, No abnormality 185 184 183 183 183
General appearance, Death 1 1
Abnormal findings of offspring, Bent tail 1 1 1 1 1

DMIP 250 mg/kg  Number of offspring 160 160 155 155 152
General appearance, No abnormality 160 155 155 152 151
General appearance, Death 5 3 1
Abnormal findings of offspring, Bent tail

DMIP 1000 mg/kg  Number of offspring 189 189 176 175 175
General appearance, No abnormality 189 176 175 175 175
General appearance, Death 13 1

Abnormal findings of offspring, Bent tail
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Table 40. Morphological observations of offspring (F;)

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg
Dead pups
Number of dead pups ¥ 12 15 13 2
Number of missing pups A 2 6 0 0
Number of dead pups examined 10 9 13 2
Number of dead pups with external changes 0 0 0 0
Number of dead pups with visceral changes 0 0 0 0
Live pups
Number of live pups examined (postnatal day 0) 172 186 160 189
Number of live pups with external changes 0 1 0 0
Number of live pups examined (postnatal day 4) 171 184 151 175
Number of live pups with external changes 0 1 0 0
Number of live pups with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01)
Jncluding missing pups

102



HEREE :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Com oil (controh

Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M01001 . - - - - - - - - - - - - - - - - - . . - - - - - - . . B . B - - - - - - - - - - - - - - - . . - -
M01002 - - - - - - - - - - - - - - . . - - - - - - . B B - - - - - - - - - - - - - - - - - - - - - - - - -
M01003 - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - . - - . - - - - - - - - . - - - - - .
M01004 - - - - - . - - - - - - - - - - - . - - - - - . . . - - - - - - - - - - - - - - - - - - - - - - - -
M01005 - . . . - - - - - - - - . . - - - - - - - - - - - - - - - - - - - . - . - . . « . . - - . . - - - .
M01006 - - - - - - . - - - - - - - - - - . . - - - - - - - - . . . - - - - - - - - - - - - - - - - - - - -
MO01007 . - - - - - . - - - - - - - - - - . . N - - - - - - - . . . - - - - - - - - - - - - - - - - - - - -
M01008 - - - - - - - - - - - - - - - . - - - - - - . - - - - - - - - - - - - - . - . . . . . - - - . - . .
M01009 . . - - - - - - - - - - - - - - - - - . - - - - - - - - - . . - - - - - - - - - - - - - - - - - - -
M01010 - - - - - . - - - . - - - - - - - - - - - - - - . . - - - - - - - - - - - - . - - - - - - - - - . .
Mo1011 - . . . - - - - - - - - - - - - - - - - - - - - - - - - - - . - - . - - - - - - - - - - - - . - - -
Mol012 - - - - - - . - - - - - - - - - - - N - - - - - - - - . . - - - - - - - - - - - - - - - - - . - - -
M01013 - - - - - - - - - - - - - - - “ - - - - - - . - - - - - - - - - - - . . . . . - . - - . . - . . - -
Numberofmales 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
a 0 0 0 0 0 0 0 0 0 0 0 1] 0 0 0 0 0 0 0 0 Q 0 0 0 0 0 ] 0 0 0 0 0 0 Q [ 0 0 0 0 1] 0 0 0 0 0 0 0 0 0 1]
Pre: Before ads Post: after inistrati (Continued)

-; General appearance, No abnormality.

a: Mouth, Salivation,
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 1-1-1(continued). General conditions of male rats

Corn oil (control)

Male No.

Days of administration

26

27

28 29

30

31

32 33

34

35 36

37

38 39

40

41 42

43

Pre Post

Pre Post

Pre Post Pre_Post

Pre Post

Pre _Post

Pre Post Pre Post

Pre Post

Pre _Post Pre Post

Pre Post

Pre _Post Pre Post

Pre_Post

Pre Post Pre Post

Pre

M01001
M01002
M01003
MO01004
MO01005
M01006
M01007
M01008
MO01009
M01010
MO1011
M01012
MO1013

Number of males

a

13 13
13 13
0 0

13 13
13 13
0 0

1313 13 13
13 13 13 13
0 0 0 0

13 13
13 13
0 0

13 13
13 13
0 0

13 13 13 13
13 13 13 13
0 0 0 0

13 13
13 13
0 0

13 13 13 13
13 13 13 13
0 0 0 0

13 13
13 13
0 0

0 0 0 0

0 0 0 0

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

a: Mouth, Salivation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP 62.5 mg/kg
Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
Mo2001 - - - - - - - - - - - - - . . N - - - - - - . - B - . - . . . . . - . . . . - - - - - - - - . - . B
M02002 - - - - - - - - - - - - - - - - - - - « . - - - - - - - - - - - - - - - - - - . . - . . - - - - - -
M02003 - - - - - - - - - - - - - - - - . - - - - - - - - - - . - . . . - . . . - - - - - - - - - . . - . -
M02004 - - - - - - - - - - - - . - - - - - - - . - - - . - - - - - - - - - - - - . . . . . . - - - - - - -
M02005 . - . . - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - -
M02006 - - - - - - - - - - - - - - - - - - - - - - . - . . . - - - - . . - - - . . - - - - - - - - - - - -
M02007 - - - - - - - - - - - - - - - . - - - - - - - - - . . . . . . . . - . . . - - - - - - - - - - - - -
M02008 - - - - - - - - - - - . N - - - - - . . - - - - - - - - - - - - - - - . - - - - . - - . . - - - - -
M02009 - - - - - - - - - - - - - - - - . - - - - - - - - - - . . - . - - . . . - - - - - - - - - - - - - -
Mo02010 - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - . - . . . . . . . - - - - - -
M02011 - - - . - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . -
M02012 - - - - - - - - - - - - - - - . - - - - - - - - . . . - . . N . . - - . . . . - . . - - - - - - - -

M02013 - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - . . - - - - - - . . - . . - .

Numberofmales 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13

- 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13

a 0 0 0 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1] 0 0 '] 0 0 0 0 0 0 0
Pre: Before administration, Post: after inistrati (Continued)
- General appearance, No abnormality.
a: Mouth, Salivation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 1-1-2(continued). General conditions of male rats

DMIP 62.5 mg/ke

Male No. Days of administration

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

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

M02001 - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - . .
M02002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02003 - - - - - - - - - - - - - - - - - - - - - - N . - . . - - - - - . - .
M02004 - - - - - - - - - - - - - - - - B - - - - - - - - - - - - - - - - - -
M02005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02006 - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - . . .
M02007 - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - . .
M02008 - - - - - - - - - - - - - - - - - - - - - - - - - - - . - . - - . . .
M02009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02010 - - - - - - - - - - - - - - - - - - - - - - . . - - - - - - - - - - -
M02011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M02012 - - - - - - - - - - - - - - - - - - - - - - - - - - . . - . - N - - -
M02013 - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - . - - . .

Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 00

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Mouth, Salivation,
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

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

DMIP 250 mg/kg

HREAE S R-11-005

Male No.

Mo3001
MO03002
M03003
MO3004
MO03005
M03006
MO03007
Mo3008
M03009
M03010
MO3011
M03012
M03013

1

2

3

4

5

6

7

8

Days of administration

9

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Pre_Post

Pre Post

Pre Post Pre Post

Pre_Post Pre Post Pre Post

Pre_Post

Pre_Post

Pre Post Pre Post

Pre Post

Pre_Post Pre Post Pre Post Pre Post

Pre Post

Pre Post

Pre Post

Pre Post

Pre Post

Pre Post Pre Post Pre Post

Pre Post

Number of males

a

13
13
0

3 13
13 13
0 0

0

0

0

0

0

1]

0

0

0

0

0

0

0

1]

0

[}

0

0

Q

0

0

1)

0

0

0

4]

0

0

0

0

0

0

0

0

0

0

0

0

0

13
13
0

Pre: Before

Post: after

0

- General appearance, No abnormality.

a: Mouth, Salivation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 1-1-3(continued). General conditions of male rats

DMIP 250 mg/kg

Male No. Days of administration

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

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

M03001 - - - - - - - - - - - - - - - - - - N - - - - - - - - - - - - - . - .
M03002 - - - - - - - - - - - - - - - - - - - - - - - - - - . . - - - - - - -
M03003 - - - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - .
M03004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03005 - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - -
M03006 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M03007 - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - -
M03008 - - - - - - - - - - - - - - - - - - - - - - - . - - . - - - . - - . -
M03009 - - - - - - - - - - - - - - - - - - . - - - - - - - - - - . - - - - -
M03010 - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - - - - - -
M03011 - - - - - - - - - - - - - - - - - - - - - - - - - - . . - - - - - . .
M03012 - - - - - - - - - - - - - - - - - - - - - - - - . - . - - - - - . - -
M03013 - - - - - - - - - - - - - - - - - - - - - - - - - - . . . - - . - - .

Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 3 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Mouth, Salivation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

REREER-11-005

DMIP 1000 mg/kg
Male No. Days of administration
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre_Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
M04001 - - - - - < e, — e e .
M04002 e e e o e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e R
M04003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - . - - - - - - -
M04004 - - - - . - - - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04005 - - - - - - - - . - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04006 - - - - - - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - - - - - - - - - - - -
MO04009 e L T T - -
M04010 - - - - - - - - - - - . - - - - - - - - . . - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04011 - - - - - - - - - - - - . - - - . - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
M04012 L e e e o e o e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e e . a
M04013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . - . - - -
Numberofmales 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 133 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 11 13 12 13 12 13 13 13 13 13 12 13 13 12
a 0 0 0 [1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 4] 0 0 [1] 0 0 0 0 0 0 (] 0 2 0 1 0 1 0 0 0 0 0 1 0 0 1
Pre: Before administration, Post: after i (Continued)

~: General appearance, No abnormality.
a: Mouth, Salivation.
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HEAE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 1-1-4(continued). General conditions of male rats

DMIP 1000 mg/kg

Male No. Days of administration

26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43

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

M04001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
MO04002 - - - - - - - - - - - - - - - - -
M04003 - - - - - - - - - - - - - - - - -
MO04004 - - - - - - - - - - - - - - - - -
MO04005 - - - - - - - a
M04006 - a - a - - - a - a - - - - - - -
MO04007 - - - - - - - - - - - - - - - - -
M04008 - a - - - - - - - - - - - - - - -
MO04009 - - - a - - - - - a - - - - - - -
MO04010 - a - - - - - - - - - - - - - a -
MO04011 - - - - - - - - - - - - - - - - -
M04012 - - - - - - - - - - - - - a - - - - - - - - - - - - - - - - - - - -
M04013 - - - - - - - - - - - - - - - - - a - - - - - - - - -

1 (A
[ ' '
[ ’ '
[ ' ’
Vo ' '
[ ' '
[ i '
[ ' 1
[ ' 1
[ ' 1
I ' '
[ ' '
[ ' '
[ v '
Vo ' '
' v

v '

' '

1
'
.
‘
'
[
'
'
'
'

~
'
'
[
'
'
1
'

L
'
¢
'
'
1
'
'
t
'
'
'
'
'
1
'
0

Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 8
- 3 10 13 11 13 13 13 11 13 11 13 13 13 12 13 11 13
a 0 3 0 2 0 0 0 2 0 2 0 0 0 1 0 2 0 6 0 1 0 0 0 0 0 0 0 1 0 1 0 0 0 0 0

-~
—
w
—
[ 8]
—
w
—
w
—
w
—
W
—
w
—
w
—
w
—_
[ 5]
—
w2
—
[ S
—
w
—
w
—_
w
—
w
oo

Pre: Before administration, Post: after administration,
-: General appearance, No abnormality.
a: Mouth, Salivation.
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HERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

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

Corn oil (control)
Male No. Days of recovery

1 2 3 4 3 6 7 8 9 10 11 12 13 14 15
M01009 - - - - - - - - - - R - - R -
MO01010 - - - - - - - - - - - - . - -
MO1011 - - - - - - - - - - . - . - -
M01012 - - - - - - - - - - - - - - -

MO01013 - - - - - - - - - - -
Number of males 5 5 5 5 5 S 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5

-: General appearance, No abnormality.
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HEREF S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

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

DMIP 1000 mg/kg

Male No. Days of recovery

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
M04009 - - - - - - - - - - - - - - -
M04010 - - - - - - - - - - - - - - -
M04011 - - - - - - - - - - - - - - -
M04012 - - - - - - - - - - - - - - -
M04013 - - - - - - - - - - - - -

Number of males
- 5 5 5 5 5 5 5. 5 5 5 5 5 5 5 5

wn
(%}
(V3
W
[V}
W
W
w
W
h
(]
W
w
w
w

-: General appearance, No abnormality.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

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

Corn oil (control)

REAEZ S R-11-005

Female No.

Days of administration

1

2

3

4

S

6

7

8

9

10

11

12

13

14

15

16

17

18

Pre  Post

Pre Post

Pre

Post

Pre Post

Pre

Post

Pre

Post

Pre

Post

Pre  Post

Pre

Post

Pre

Post

Pre _Post

Pre

Post

Pre

Post

Pre Post

Pre Post

Pre

Post

Pre Post

Pre

Post

F01001 -
F01002 -
F01003 -
FO1004 -
F01005 -
F01006 -
F01007 -
F01008 -
F01009 -
Fo1010 -
F01011 -
Foi012 -
F01013 -

Number of females 13
- 13
a 0
b 0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

1]

0

0

0
(]

0
0

0
0

0
0

0
0

0
0

0
0

0
0

0
0

0
0

0
0

0

o © o ®

© O 00 00

© © 00 00

o O & B

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

a: Mouth, Salivation.
b: Excretion, Reddish urine.
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HREAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

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

DMIP 62.5 mg/kg

Female No.

Days of administration

1

2

3

4

S

6

7

8

9

10

11

12

13

14

15

16

17

18

Pre Post Pre

Post

Pre_ Post

Pre_ Post

Pre

Post

Pre Post

Pre

Post

Pre Post

Pre Post

Pre

Post

Pre  Post

Pre

Post

Pre

Post

Pre

Post

Pre

Post

Pre

Post

Pre

Post

Pre

Post

F02001 - - -
F02002 - - -
F02003 - - -
F02004 - - -
F02005 - - -
F02006 - - -
F02007 - - -
F02008 - - -
F02009 - - -
F02010 - - -
F02011 - - -
F02012 - - -
F02013 - - -

Number of females 13 13 13
- 13 13 13
a 0 0 0
b 0 0 0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0

0
0

0
0

0
0

0
0

0
[¢]

0
0

0
0

0
4]

0
0

0

o © v V|

© O W WO

o O S H

o O B b

o O S b

=3~ NI N

Pre: Before administration, Post: after administration.

-: General appearance, No abnormality.
a: Mouth, Salivation.
b: Excretion, Reddish urine.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP 250 mg/kg

HERE S R-11-005

Female No.

1 2

3

4

S

[

Days of administr
7

ation

8

9

10

11

12

13

14

15

16

17

18

Pre _Post Pre Post Pre

Post

Pre

Post

Pre _Post

Pre

Post

Pre Post

Pre

Post

Pre

Post

Pre

Post

Pre_ Post

Pre

Post

Pre

Post

Pre

Post

Pre _ Post

Pre

Post

Pre

Post

Pre

Post

F03001 - - - -
F03002 e e e
F03003 - - e
F03004 - - -
F03005 - -
F03006 - e e e
F03007 - - e e
F03008 - - -
F03009 - - - e
F03010 - - e
FO3011 - - e
F03012 - - e
F03013 - e e e

Number of females 13 13 13 13 13
- 13 13 13 13 13
a 0 0 0 0 0
b 0 0 0 0 0

0
0

0

0
0

0

0

0

1]

0

0

0

10
10

0

10
10

o O OOy

O O OO

oo oo

OO o

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

a: Mouth, Salivation.

b: Excretion, Reddish urine.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 2-1-4. General conditions of female rats
DMIP 1000 mg/kg

Female No. Days of administration

1 2 3 4 S (<] 7 8 9 10 11 12 13 14 15 16 17 18

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - a
F04003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04005 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04006 - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - :
F04007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04008 - - - - - - - - - - - - - - - - - - - - - - - - - - - - b b - - - - -
F04009 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - a - -
F04010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04011 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04012 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
04013 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 10 10 9 9 9 4
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13 13 13 13 13 13 13 12 12 10 10 9 8 9 3
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 (] 0 0 0 0 0 (4] 1 0 1
b 9 0 0 (4] 0 0 0 0 0 4] (1] (4] 0 0 0 0 0 (4] 0 0 0 0 4] 0 0 (1] 0 0 1 1 0 0 0 0 0 0

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

a: Mouth, Salivation.

b: Excretion, Reddish urine.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 2-2-1. General conditions of female rats, satellite group
Com oil (control)

Female No. Days of administration
1 2 3 4 5 [ 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F05001 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - B - -
F05002 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - . . -
F05004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05005 - - - - - - - - - - - - - . - - - - - - . - - - - . . . - . . . . - -

F05006 - - - - - - - - - - - - - - - - - - - - . - - - . - . . - - . - . - -
F05007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F05008 - - - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - -
F05009 - - - - - - - - - - - - - - - - - - - - - - - - . - - - - - - .
F05010 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
Number of females 10 10 10 10 10 1© 10 10 10 1 10 10 10 10 10 10 10 10 10 1 10 © 10 10 10 110 10 10 10 10 10 10 10 1 110 10 10 © 10 10 110 10 10 10 10 10 10 1 110 10
- 10 10 10 10 11 10 110 10 10 10 0 110 10 10 10 10 10 10 W 11 10 10 10 10 0 10 10 10 1© 10 10 1 1w 11 © 10 10 1 10 10 110 10 110 1 10 1o 10 10 10 10

0 0 0 0 [1] 0 0 0 4] 0 0 0 0 0 (4] 0 1] 0 0 0 0 0 (] 1] 0 0 [] Q [ 0 Q Q Q Q 0 0 0 0 0 Q 0 0 0 1] 0 0 0 0 0 Q

a
Pre: Before administration, Post: after
-: General appearance, No abnormality.
&; Mouth, Salivation.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 2-2-1(continued). General conditions of female rats, satellite group

Com oil {control)

Female No.

Days of administration

26

27

28

29

30

31

32

33

34

35

36

37

38

39

40

41

42

43

Pre  Post

Pre

Post

Pre _Post

Pre

Post

Pre

Post

Pre Post

Pre

Post

Pre  Post

Pre

Post

Pre Post

Pre  Post

Pre

Post

Pre

Post

Pre

Post

Pre

Post

Pre

Post

Pre

Post

Pre

F05001
F05002
F05003
F05004
F05005
F05006
F05007
F05008
F05009
F05010

Number of females

a

10
10
0

10
10
0

10
10
0

10
10
0

10
10
0

0

0

0

0

0

0

0

0

0

0

0

1]

0

0

0

0

0

0

0

10
10
1]

0

0

0

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

a: Mouth, Salivation.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 2-2-2. General conditions of female rats, satellite group
DMIP 1000 mg/kg

Female No. Days of administration

1 2 3 4 5 [ 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25

Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F06001 - - - - - - - - - - - - - - - - - - . - - - - - - - -
F06002 - - - -
FO6003 - - -
F06004 - -
FO6005
F06006
F06007
F06008
F06009 -
F06010 - - - - : - -

® e

a

a

10
10

10 10
10 10
0 0

0 10 10 10
10 10 10 10
0 0 0 0

S| e
== DR I ]
> .

S

sl

SS|

0 10 10 10 10 110 0 110 10 10
10 9 10 9 10 16 w0 10 10 10
Q 1 0 1 0 0 1] 0 0 0

2l e
-
BBl v e

0 10 10 W 10 10 10 10 0 10 10 0o 10 10 10
¢ 1 10 10 10 10 10 10 0 10 10 0 10 10 10

Number of females 10 10 10 10 10 10 10
- 10 16 10 10 10 10 10

9 10

o
o

oz =

R
o

o

o

— o

o

o

8 [{] Q g 0 [¢] 0 0 0 0 ] 0 (1] 0 [1] 0 0 0 0 0 0 0 0 0
Pre: Before administration, Post: after administrati
-: General appearance, No abnormality.
a: Mouth, Salivation.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

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

HEREE R-11-005

DMIP 1000 mg/kg
Female No. Days of administration
26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F06001 - - - - - - - - - - - - - - - - - - - - - - . - - - - - - - - - - - -
F06002 s E - e e e oL e L e a e e e e AL e e e e e e
F06003 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06004 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06005 - - - - - - - - - - - - - - - - - - - . - - - - - . . - - - - - - - -
F06006 - - - - - - . - - - - - - - - - - a - - - - - . - - - - - - - - - -
F06007 - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F06008 - - - - - - - - - - - - - - - - - a - - - . - - - - - - - - - - . .
F06009 - - - - - - - - - - - - - - - - - - - . - - - - - . . - - - - - - -
F06010 - - - - - - - - - - - - - - - - - a - . - a - - - - . . - . - - - -
Number of females 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 10 5
- 10 9 10 10 10 10 10 10 10 10 10 10 10 9 10 10 10 6 10 9 10 9 10 10 10 10 10 10 10 10 10 10 10 10 5
a 0 1 0 0 0 0 0 0 0 0 0 0 0 1 4] 0 0 4 [4] 1 0 1 0 0 Q 0 0 0 0 0 0 0 0 0 0

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

a: Mouth, Salivation.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Corn oil (control)

Female No. Days of recovery

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
F05006 - - - - - - - - - - - - - - -
F05007 - - - - - - - - - - - - - - -

F05008 - - - - - - - - - - - a a
F05009 - - - - - - - - - - - - - - -
F05010 - - - - - - - - - - - - - - -
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 4 4 4
a 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1

-: General appearance, No abnormality.
a: Skin, Loss of tail.
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HERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP 1000 mg/kg

Female No. Days of recovery
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
F06006 - - - - - - - - - - . - . N -
F06007 - - - - - - - - - - . . - . -
F06008 - - - - - - - - - - - - - - -
F06009 - - - - - - - - - - - - - - .
F06010 - - - - - - - - - - - - - - N
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
- 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

-: General appearance, No abnormality.
a: Skin, Loss of tail.
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REAEZFR-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 3-1. General conditions in dams during pregnancy

Corn oil (control)

Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 i1 12 13
Pre  _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F01001 - - - - - - - - - - - - - - . - - - - - R R - - R R R -
F01002 - - - - - - - - - - - - - - - . - - . - - - - R . R R -
F01003 - - - - - - - - - - - - - - . R - R . - . . R R R - . -
F01004 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - - - - R - - - - R - - - - R ..
F01006 - - - - - - - - - - - - - - - . - - - - - R - - R - - R
F01007 - - - - - - - - - - - - - - - - - . . - . . . . . - - R
F01008 - - - - - - - - - - - - - - - - - - - - - R - - . - - R
F01009 - - - - - - - - - - - - - - - - - - - - . R - - - - . R
F01010 - - - - - - - - - - - - N - - - - - - - . R - - . - - -
F01011 - - - - - - - - - - - - - - . - - - - - - R - - - - - -
F01012 - - - - - - - - - - - - - - - . - - - R - R - - - - R -
F01013 - - - - - - - - - - - - - - - - - . - - - - - - - - - -

Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Mouth, Salivation.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Corn oil (control}
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F01001 - - - - - - - - - - - - - - - - - R
F01002 - - - - - - - - - - - - - - - .
F01003 - - - - - - - - - - - - . - - -
F01004 - - - - - - - - - - - - - - - -
F01005 - - - - - - - - - - - - . - - -
F01006 - - - - - - - - - - - - . - - -
F01007 - - - - - - - - - - - - - - - -
F01008 - - - - - - - - - - - - - - - . - R
F01009 - - - - - - - - - - - - - - - .
F01010 - - - - - - - - - - - . - - - .
F01011 - - - - - - - - - - - - . - - .
F01012 - - - - - - - - - - - - . - - R
F01013 - - -
Number of dams 13 13 3
- 13 13 3
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
c 0 0 0

—
w
Yt
o
—
W
-
W
—
W
—
w
—_
w
—
W
—
W
—
W
—
W
—
[F5]
—_
W
o O NN
S O NN
S OO O

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

a: Mouth, Salivation.

¢: General appearance, Death.

124



HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 3-2. General conditions in dams during pregnancy Fe
DMIP 62.5 mp/kg

Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre _Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F02001 - - - - S e e
F02002 S e e oo e e e e e e e e e
F02003 e
F02004 T S
F02005 S e e oo e e e e e e e e e e e e e e
F02006 S e oo e oo e e e e e e e e e e e e e
F02007 S e e e oo oo e e e e e e e e e e e e e e
F02008 S e Lo e L e e e e e e e e e
F02009 S e oo e e e e e e e e e
F02010 S e oo oL e e e e e e
F02011 S e e oo e e e e e e e e
F02012 S e o e oo oo e e e e e e e e e e e e e e e e
F02013 e S S

Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Mouth, Salivation.
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HRERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP 62.5 mg/kg
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F02001 - - - - - - - - - - - - - - - -
F02002 - - - - - - - - - - - - - - - - - -
F02003 - - - - - - - - - - - - - - - - - -
F02004 - - - - - - - - - - - - - - - -
F02005 - - - - - - - - - - - - - - - -
F02006 - - - - - - - - - - - - - - - - - -
F02007 - - - - - - - - - - - - - - - - - -
F02008 - - - - - - - - - - - - - - - -
F02009 - - - - - - - - - - - - - - - -
F02010 - - - - - - - - - - - - - - - -
F02011 - - - - - - - - - - - - - - - -
F02012 - - - - - - - - - - - - - - - - - -
F02013 - - - - - - - - - - - - - - - -
Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
¢ 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

S O L L
o O W
SO O O

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

a: Mouth, Salivation,

¢: General appearance, Death.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 3-3. General conditions in dams during pregnancy
DMIP 250 mg/kg

Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 il 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post

F03001 - - - - - - - - - - - - - - - N R - - - - - . - . - - .
F03002 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03003 - - - - - - - - - - - - - - - - - - - - - - - . - - - -
F03004 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F03005 - - - - - - - - - - - - - - - - - - - - - - R R - . - -
F03006 - - - - - - - - - - - - - - - - - - - - - - R - - - - -
F03007 - - - - - - - - - - - - - - - - - - - - - . - - - - - -
F03008 - - - - - - - - - - - - - - - - - - - - - R . - - - - -
F03009 - - - - - - - - - - - - - - - - - - - . - - - - - - - -
F03010 - - - - - - - - - - - - - - - - . R . - . - R - - . R R
F03011 - - - - - - - - - - - - - - - . - R - - - - R - - - - R
F03012 - - - - - - - - - - - - - - - - - . - - - - - . R . - -
F03013 - - - - - - - - - - - - - - - - - - - - - - - - - - - -

Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post; after administration.
-: General appearance, No abnormality.
a: Mouth, Salivation.
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HEREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP 250 mg/ke
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F03001 - - - - - - - - - - - - - - . . . -
F03002 - - - - - - - - - - - . . . - .
F03003 - - - - - - - - - - - - - - - .
F03004 - - - - - - - - - - - - - - - -
F03005 - - - - - - - - - - - - - - - . - -
F03006 - - - - - - - - - - - - - - R R - -
F03007 - - - - - - - - - - - - - - - . - -
F03008 - - - - - - - - - - - - - - - .
F03009 - - - - - - - - - - - . . - - -
F03010 - - - - - - - - - - - - - . - - . -
F03011 - - - - - - - - - . - - - - - - - - c
F03012 - - - - - - - - - - - - - - - -
F03013 - - - - - - - - - - - - - - - -
Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
a 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
C 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

O O N
oSO X )
—_—O O =

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

a: Mouth, Salivation.

¢: General appearance, Death,
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REREFR-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 3-4. General conditions in dams during pregnancy

DMIP 1000 mg/kg

Dam No. Days of pregnancy
0 1 2 3 4 5 6 7 8 9 10 11 12 13
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04001 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04002 - a - - - - - - - - - - - - - - - - - - - - - - - - - -
F04003 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04004 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04005 - - - - - - - - - - - - - - . - - - - - - - - - - - - -
F04006 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04007 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04008 - a - - - - - - - - - - - a - - - a - a - - - - - a - -
F04009 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
F04010 - a - - - - - - - - - - - - - - - - - - - - - - - - - -
F04011 - - - - - - - - - - - - - - - - - - - - - - - - - a - -
F04012 - a - - - - - - - - - - - - - - - - - - - - - - - - - -
F04013 - - - - - - - - - - - - - - - - - - - - - - - - - - - a
Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 9 13 13 13 13 13 13 13 13 13 13 13 12 13 13 13 12 13 12 13 13 13 13 13 11 13 12
a 0 4 0 0 0 0 0 0 0 0 0 0 0 1 0 0 0 1 0 1 0 0 0 0 0 2 0 1

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Mouth, Salivation,
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HEBREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 3-4(continued). General conditions in dams during pregnancy

DMIP 1000 mg/kg
Dam No. Days of pregnancy
14 15 16 17 18 19 20 21 22 23
Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post Pre Post
F04001 - - - - - - - - - - - - - - - - - -
F04002 - - - - - - - - - - - - - - - -
F04003 - - - - - - - - - - - - - - - -
F04004 - - - - - - - - - - - - - - - - - -
F04005 - - - - - a - - - - - - - - - -
F04006 - - - - - - - - - - - - - - - - - -
F04007 - - - - - - - - - - - - - - - - - -
F04008 - a - a - a - . a - - - - - - - -
F04009 - - - - - - - - - - - - - - - -
F04010 - - - - - - - a - - - - - - - -
F04011 - - - - - - - - - - - - - - - -
F04012 - - - - - - - - - - - - - - - - - -
F04013 - - - - - - - - - - - - - - - -
Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
- 13 12 13 12 13 11 13 11 13 13 13 13 13 13 13 13

o

—
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Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.

a: Mouth, Salivation.

¢: General appearance, Death.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 4-1. General conditions in dams during lactation

Corn oil (control)
Dam No. Days of lactation
0 1 2 3 4 5

Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F01001 - - - - - - - - - - -
F01002 - - - - - - - - - - -
F01003 - - - - - - - - - - -
F01004 - - - - - - - - - - -
F01005 - - - - - - - - - - -
F01006 - - - - - - - - - - -
F01007 - - - - - - - - - - -
F01008 - - - - - - - - - - -
F01009 - - - - - - - - - - -
F01010 - - - - - - - - - - -
FO1011 - - - - - - - - - - -
F01012 - - - - - - - - - - -
F01013 - - - - - - - - - - -
Number of dams 13 13 13 13 13 13 13 13 13 13 13
- 13 13 13 13 13 13 13 13 13 13 13
a 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Mouth, Salivation,
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HERE B :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 4-2. General conditions in dams during lactation

DMIP 62.5 mg/kg .
Dam No. Days of lactation
0 1 2 3 4 5
Pre  Post Pre Post Pre Post Pre Post Pre Post Pre
F02001 - - - - - - - - - - -
F02002 - - - - - - - - - - -
F02003 - - - - - - - - - - -
F02004 - - - - - - - - - - -
F02005 - - - - - - - - - - -
F02006 - Total litter loss.
F02007 - - - - - - - - - - -
F02008 - - - - - - - - - - -
F02009 - - - - - - - - - - -
F02010 - - - - - - - - - - -
F02011 - - - - - - - - - - -
F02012 - - - - - - - - - - -
F02013 - - - - - - - - - - -
Number of dams 13 12 12 12 12 12 12 12 12 12 12
- 13 12 12 12 12 12 12 12 12 12 12
a 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
- General appearance, No abnormality.
a: Mouth, Salivation.
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HEAE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 4-3. General conditions in dams during lactation

DMIP 250 mg/kg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F03001 - - - - - - - - - - -
F03002 - - - - - - - - - - -
F03003 - - - - - - - - - - -
F03004 - - - - - - - - - - -
F03005 - - - - - - - - - - -
F03006 - - - - - - - - - - -
F03007 - - - - - - - - - - -
F03008 - - - - - - - - - - -
F03009 - - - - - - - - - - -
F03010 - - - - - - - - - - -
F03011 Dam died on the gestation day 23.
F03012 - - - - - - - - - - -
F03013 - - - - - - - - - - -
Number of dams 12 12 12 12 12 12 12 12 12 12 12
- 12 12 12 12 12 12 12 12 12 12 12
a 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration.
~: General appearance, No abnormality.
a: Mouth, Salivation.

133



HEAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 4-4. General conditions in dams during lactation

DMIP 1000 mg/kg
Dam No. Days of lactation
0 1 2 3 4 5
Pre Post Pre Post Pre Post Pre Post Pre Post Pre
F04001 - - - - - - - - - - -
F04002 - - - - - - - - - - -
F04003 - - - - - - - - - - -
F04004 - - - - - - - - - - -
F04005 - - - - - - - - - - -
F04006 - - - - - - - - - - -
F04007 - - - Total litter loss.
F04008 - - - - - - - - - - -
F04009 - - - - - - - - - - -
F04010 - - - - - - - - - - -
F04011 - - - - - - - - - - -
F04012 - - - - - - - - - a -
F04013 - - - - - - - - - - -
Number of dams 13 13 13 12 12 12 12 12 12 12 12
- 13 13 13 12 12 12 12 12 12 11 12
a 0 0 0 0 0 0 0 0 0 1 0

Pre: Before administration, Post: after administration.
-: General appearance, No abnormality.
a: Mouth, Salivation.
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats
Appendix 5-1. Detailed clinical observations of male rats

Corn oil (control)

Open-field observations ©

Male No. Straub tail Urination Defecation

Pre® 18" T15 T24 T30 T36 T42 R7° R14 Pre T8 TI5 T24 T30 T36 T42 R7 RI14 Pre T8 TI15 T24 T30 T36 T42 R7 Rl4
M01001 2 2 2 2 2 2 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0
MO01002 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 ] 0 0 0
M01003 2 2 2 2 2 2 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0
M01004 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01005 2 2 2 2 2 2 2 0 0 0 0 0 0 1 0 0 0 0 0 0 0
MO01006 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M01007 2 2 2 2 2 2 2 1 0 1 0 1 0 0 0 0 0 0 0 0 0
MO01008 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01009 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
MO1010 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01011 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO01012 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M01013 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total 3:0 3:0 3:0 3:0 3:0 3:0 3:0 3:0 30 1 0 1 1 1 0 1 1 0 1 0 0 0 0 0 0 0 0
™) (13) (13) (13) (13) (13) (13) (13) (5) (%) (13) (13) (13) (13) (13) (13) (13) (5) (5) (13) (13) (13) (13) (13) (13) (13) (5) (%)

® pre-treatment; b day 8 of treatment; ° day 7 of recovery

Straub tail [ 2, not observed, 3, tail elevation]

Urination [ frequency/30sec ]

Defecation [ frequency/30sec |

Except the above findings, there were no changes in alf animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while
handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and c¢) Open-field

observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna
reflex).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 5-2. Detailed clinical observations of male rats

DMIP (62.5 mg/kg)

Open-field observations ©
Male No. Straub tail Urination Defecation

Pre® T8b T15 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42
M02001 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02002 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 4] 0 0 0 0 0
M02003 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02004 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO02005 2 2 2 2 2 2 2 0 0 0 0 ] 0 0 0 0 0 ] 0 0 0
MO02006 2 2 2 2 2 2 2 0 1 0 0 0 0 0 0 0 0 0 0 0 0
M02007 2 2 2 2 2 2 2 1] 0 0 0 0 1 0 0 0 0 0 0 0 0
M02008 2 2 2 2 2 2 2 0 1 1 0 3 0 0 0 0 0 0 0 0 0
M02009 2 2 2 2 2 2 2 0 0 0 1 0 0 0 0 0 0 0 0 0 0
M02010 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02011 2 2 2 2 2 2 2 0 0 0 0 0 0 1 0 0 0 0 0 0 0
M02012 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M02013 2 2 2 2 2 2 2 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Total score 3:0 3:0 3:0 3:0 3:0 30 3:0 0 2 1 1 3 1 1 1 0 0 0 0 0 0
™) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13)

® pre-treatment; ° day 8 of treatment; ° day 7 of recovery

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

Urination [ frequency/30sec ]

Defecation [ frequency/30sec |

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while
handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and c¢) Open-field

observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna
reflex).
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HERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 5-3. Detailed clinical observations of male rats

DMIP (250 mg/kg)

_Open-field observations
Male No. Straub tail Urination Defecation

Pre® T8" T15 T24 T30 T36 T42 Pre T8 TI5 T24 T30 T36 T42 Pre T8 T15 T24 T30 T36 T42
M03001 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03002 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03003 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03004 2 2 2 2 2 2 2 0 2 0 1 0 0 2 0 0 0 0 0 0 0
M03005 2 3 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03006 2 2 2 2 2 2 2 0 1 0 0 0 0 0 0 0 0 0 0 0 0
M03007 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO03008 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M03009 2 2 2 2 2 2 2 0 2 0 1 0 0 0 0 0 0 0 0 0 0
M03010 2 2 2 2 2 2 2 0 1 0 1 1 1 0 0 1 0 0 0 ] 0
MO03011 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 4] 0 0 0
M03012 2 2 2 2 2 2 2 0 1 0 1 2 0 0 0 0 0 0 0 0 0
M03013 2 2 2 2 2 2 2 0 0 0 0 0 1 0 0 0 0 0 0 0 0
Total score 3:0 3:1 3:0 3:0 3:0 3:0 3:0 0 7 0 4 3 2 2 0 1 0 0 0 0 0
) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13)

® pre-treatment, ® day 8 of treatment; ° day 7 of recovery

Straub tail [ 2, not observed, 3, tail elevation]

Urination [ frequency/30sec ]

Defecation [ frequency/30sec |

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while
handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field

observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna
reflex).
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HERE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 5-4. Detailed clinical observations of male rats

DMIP (1000 mg/kg)

Open-field observations ©
Male No. Straub tail Urination Defecation

Pre® T8b T15 T24 T30 T36 T42 R7° R4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4 Pre T8 Ti5 T24 T30 T36 T42 R7 Rl4
M04001 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04002 2 2 2 2 2 2 2 0 0 0 1 1 0 2 0 0 0 0 0 0 0
M04003 2 2 2 2 2 2 2 0 2 0 0 0 0 1 0 0 0 0 0 0 0
M04004 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04005 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 [¢] 0 0 0
MO04006 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
MO04007 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04008 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04009 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04010 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0 0
MO04011 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
M04012 2 2 2 2 2 2 2 2 2 0 2 1 1 0 0 0 2 1 0 1 0 0 0 0 0 0 0
M04013 2 2 2 2 2 2 2 2 2 0 0 0 0 0 1 0 .0 0 0 0 0 0 0 0 0 0 0
Total score 3:0 3:0 3:0 3:0 3:0 3:0 3:0 30 3:0 0 4 1 2 1 1 3 2 1 0 1 0 0 0 0 0 0 0
N) (13) (13) (13) (13) (13) (13) (13) (5) (5 (13) (13) (13) (13) (13) (13) (13) (5) (%) (13) (13) (13) (13) (13) (13) (13) (5) (9)

® pre-treatment; ° day 8 of treatment; © day 7 of recovery

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

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while
handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field

observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna
reflex).
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AERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 6-1-1. Detailed clinical observations of female rats

Corn oil (control)

Open-field observations ©

Female No. Straub tail Urination Defecation

Pre® st T15 T24 T30 T36 L° Pre T8 TI5 T24 T30 T36 L Pre T8 TI5 T24 T30 T36 L
F01001 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01002 2 2 2 2 2 2 2 0 0 0 0 0 1 0 0 0 0 0 0 0 0
F01003 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01004 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01005 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01006 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01007 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 ]
F01008 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01009 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01010 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01011 2 2 2 2 2 2 3 0 0 ] 0 0 0 0 0 0 0 0 0 0 0
F01012 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F01013 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Total score 3:0 3:0 3:0 3:0 30 30 3:1 0 0 0 0 0 1 0 0 0 0 0 0 0 0
) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13) (13)

® pre-treatment; ° day 8 of treatment; ° lactation period

Straub tail [ 2, not observed, 3, tail elevation]

Urination [ frequency/30sec ]

Defecation { frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while
handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field

observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna
reflex).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 6-1-2. Detailed clinical observations of female rats
DMIP (62.5 mg/kg)

Open-field observations
Female No. Straub tail Urination Defecation

=

Pre® T8" T15 T24 T30 T36 L° Pre T8 TI15 T24 T30 T36

o

Pre T8 TIS T24 T30 T36

F02001
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F02005
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F02013

NN N
o O O O O
o O O O O

Total litter loss. Total litter loss. Total litter loss.

NN NN NN RN DNDDNNNDN
N NN N DN NDNDDNDDNDNNNDND
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RN RN NN W NN D NN NN
NN DN NN NN NN DD N DN
NN NN NN DN NN NN
O O O O O 0 0O O QO O O
S O O O O = O O O O O © ©
O O O O O O O O O O O O
© O O O O © O © O O O o C©
©C O O O O O O O O O O O O
o O O O O O =~ O O O O O O
o O O O © O O O O O O © O
OO0 O 0 0 0O O O O O O O O
O O O O O O O O O O O O O
o O 0O 0 O O 0 O C O O o O
O O ©C O O O O O O O O o O
O O O O 0 O O o o0 o0 O o o

NNN NN DN
S O O O © O N
o O O O O © ©

Total score 3:0 3:0 3:0 31 3:0 3:0 30 0 1 0 0 0 1 2 0 0 0 0 0 0 0
™) (13) (13) (13) (13) (13) (13) (12) (13) (13) (13) (13) (13) (13) (12) (13) (13) (13) (13) (13) (13) (12)

® pre-treatment; ° day 8 of treatment; ° lactation period

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

Urination [ frequency/30sec ]

Defecation [ frequency/30sec |

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while
handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/fmucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field

observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna
reflex).
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HEREF R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 6-1-3. Detailed clinical observations of female rats

DMIP (250 mg/kg)

Open-field observations ©
Female No. Straub tail Urination Defecation

=

Pre® T8" TI5 T24 T30 T36 L° Pre T8 TI1S T24 T30 T36

a

Pre T8 TI15 T24 T30 T36
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O O O O O O O O O o O o
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OO O O O O O O O O O O O
O O O O O O O C©C O O O O o
o0 o000 000 000 0 O
O o o000 o000 000 QO

o O
o o

Total score 3:0 3:0 3:0 30 30 3.0 3:0 1 1 0 0 0 0 0 0 0 0 0 0 0 0
™) (13) (13) (13) (13) (13) (13) (12) (13) (13) (13) (13) (13) (13) (12) (13) (13) (13) (13) (13) (13) (12)

® pre-treatment; b day 8 of treatment; ° lactation period

Straub tail | 2, not observed; 3, tail elevation]

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while
handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field
observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna
reflex).
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HEAE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 6-1-4. Detailed clinical observations of female rats
DMIP (1000 mg/kg)

Open-field observations ©
Female No. Straub tail Urination Defecation

b
Pre® T8 TI5 T24 T30 T36 L° Pre T8 TI5 T24 T30 T36

=

Pre T8 TI15 T24 T30 T36

=

F04001
F04002
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F04004
F04005
F04006
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Total litter loss. Total litter loss. Total litter loss.
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RN NN NN DN DNDNDNN NN
NN DD NN DN DD DD DN
NN N NN NN NN RN NN
RN RN NN D NN NN DD DN
o O O O O O O O O O O © O
C O O O O O O O O O o O O
©C O O O © O O O O O o O O
o O O O O O O O O O O o O
O O O O O O O O O O O O O
O O O O O O O O O O o O O
S O O O O 0 O 0 0O O 0 O O
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o O O O O O O O O O O O O
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S O O O O O
o O O O O O

Total score 3:0 3:0 3:0 3:0 3:0 3:0 30 0 0 0 0 0 0 0 0 0 0 0 0 0 0
) (13) (13) (13) (13) (13) (13) (12) (13) (13) (13) (13) (13) (13) (12) (13) (13) (13) (13) (13) (13) (12)

® pre-treatment; ° day 8 of treatment; ° lactation period

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

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while
handiing (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field

observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, grooming, vocalization, touch response, withdrawal reflex, pinna
reflex).
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HERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 6-2-1. Detailed clinical observations of female rats, satellite group

Corn oil (control)

Open-field observations © Open-field observations
Female No. Straub tail Urination Defecation

pre® T8° T15 T24 T30 T36 T42 R7° R14 Pre T8 TI5 T24 T30 T36 T42 R7° Ri4 Pre T8 TI5 T24 T30 T36 T42 R7 Rl4
F05001 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05002 2 2 2 2 2 2 2 0 0 0 0 0 ] 0 0 0 0 0 0 0 0
F05003 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05004 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05005 2 2 2 2 2 2 2 0 0 0 0 0 0 1 0 0 0 0 0 0 0
F05006 2 2 2 2 2 2 2 2 2 1 0 0 0 0 0 0 0 0 0 4] 0 0 0 0 0 0 0
F05007 2 2 2 2 2 2 2 2 2 0 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05008 2 2 2 2 2 2 2 3 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05009 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F05010 . 2 2 2 2 2 2 2 2 3 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
Total score 3:0 3:0 3:0 3:0 30 3:0 3:0 31 3:1 1 0 0 0 0 0 1 0 1 0 0 0 0 0 0 0 0 0
™) (10y (10) (10) (10) (10) (10) (10) (5) (5) (10) (10) (10) (10) (10) (10) (10) (5) (%) (10) (10) (10) (10) (10) (10) (10) (5) (%)

® pre-treatment; ® day 8 of treatment; ° day 7 of recovery

Straub tail [ 2, not observed,; 3, tail elevation)

Urination [ frequency/30sec ]

Defecation [ frequency/30sec |

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while
handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field

observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex,
pinna reflex).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP (1000 mg/kg)

Open-field observations © Open-field observations
Female No. Straub tail Urination Defecation

Pre” T8" T15 T24 T30 T36 T42 R7° R14 Pre T8 TI5 T24 T30 T36 T42 R7° R14 Pre T8 TI15 T24 T30 T36 T42 R7 RI14
F06001 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06002 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06003 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06004 2 2 2 2 2 2 2 1 0 0 0 2 1 1 0 0 0 0 0 0 0
F06005 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06006 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
F06007 2 2 2 2 2 2 2 2 2 0 1 0 2 0 1 0 0 2 0 0 2 0 0 0 0 0 0
F06008 2 2 2 2 2 2 2 2 2 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0
F06009 2 2 2 2 2 2 2 2 2 0o 0 0o o o0 O 0 0 O o 0o o o o0 0 0 0 O
F06010 2 2 2 2 2 2 2 2 2 o 0 o0 o0 o0 0 0 o0 O o o o o o0 O 0 0 O
Total score 3:0 3:0 3:0 3:0 30 3:0 3:0 3:0 3:0 1 1 0 2 2 2 1 0 3 0 0 2 0 0 0 0 0 0
) (10) (10) (10) (10) (10) (10) (10) (5) (5) (10y (10) (10) (10) (10) (10) (10) (5) (%) (10) (10) (10) (10) (10) (10) (10) (5) (5)

@ pre-treatment; b day 8 of treatment; ° day 7 of recovery

Straub tail [ 2, not observed, 3, tail elevation]

Urination [ frequency/30sec ]

Defecation [ frequency/30sec ]

Except the above findings, there were no changes in all animals; a) Cage-side observation (posture in home-cage, locomoter activity in home-cage, vocalization, tremor, convulsion), b) Observations made while
handling (behavior while removing from cage, handling behavir, heart beats, body temperature, fur, skin/mucous membranes color, lacrimation, exophthalmos, pupillary size, salivation), and ¢) Open-field

observations (posture, exploration, piloerection, palpebral opening, tremor, convulsion, respiratory rate, gait, stereotypy, bizarre behavior, straub tail, grooming, vocalization, touch response, withdrawal reflex,
pinna reflex).
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HEAF 5 :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 7-1-1. Body weights of male rats

Corn oil (control)

Male No. Days of administration
1 7 14 21 28 35 42
MO01001 384.2 410.9 436.3 460.1 4942 521.3 520.7
M01002 402.4 427.7 4572 487.4 524.4 543.2 550.1
M01003 407.1 424.1 449.3 486.3 509.8 5383 546.0
MO01004 436.5 4643 494.7 508.9 537.7 557.8 566.0
M01005 392.8 415.1 449.3 463.8 488.3 507.9 511.1
MO01006 428.9 458.8 488.9 508.5 542.7 563.0 590.3
MO01007 423.7 4524 487.4 524.0 564.9 604.2 625.6
MO01008 428.9 437.7 461.0 481.8 504.3 526.3 552.2
MO01009 407.4 4375 474.4 508.1 536.0 569.0 594.5
MO01010 407.2 4281 4444 463.2 486.0 495.2 510.4
MO1011 382.8 394.5 419.6 431.5 4594 487.1 510.3
MO01012 411.9 435.2 463.6 484.2 511.1 5324 555.6
MO01013 426.2 458.5 498.2 524.0 566.9 597.7 628.4
Number of males 13 13 13 13 13 13 13
Mean 410.8 4342 463.4 487.1 517.4 541.8 558.6
S.D. 17.4 20.7 24.1 27.5 31.8 36.0 41.2
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HEAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 7-1-2. Body weights of male rats

DMIP 62.5 mg/kg

Male No. Days of administration
1 7 14 21 28 35 42
M02001 405.7 423.5 447.6 474.0 498.3 522.6 5324
MO02002 395.6 417.2 443.0 461.1 478.1 510.1 518.2
M02003 410.0 433.8 461.9 485.0 516.6 538.4 553.0
MO02004 434.0 466.8 501.5 521.3 552.3 579.2 589.4
MO02005 429.3 4592 492.7 514.2 546.2 559.3 574.7
M02006 416.6 423.8 457.8 483.2 516.1 527.1 549.0
MO02007 424.8 448.2 480.5 501.9 537.3 564.0 583.0
MO02008 416.2 444.0 470.7 491.7 508.5 526.4 544.1
M02009 412.4 4425 456.5 504.3 530.5 5433 571.9
MO02010 432.3 456.4 482.9 501.7 532.1 554.3 576.6
MO02011 389.8 406.0 4289 459.2 488.4 510.6 528.0
M02012 394.7 413.7 449.2 473.1 496.9 513.8 538.4
M02013 403.7 416.5 438.5 458.5 476.6 489.5 509.7
Number of males 13 13 13 13 13 13 13
Mean 412.7 434.7 462.4 486.9 513.7 5337 551.4
SD. 14.6 19.5 22.0 21.0 25.1 25.6 25.9
Significance NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout),
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 7-1-3. Body weights of male rats

DMIP 250 mg/kg

Male No. Days of administration
1 7 14 21 28 35 42
MO03001 390.1 405.9 426.3 4493 471.5 492.2 498.5
M03002 408.4 424.6 455.2 480.7 510.9 527.1 539.1
M03003 416.5 442.6 460.3 481.6 503.9 528.5 538.5
MO03004 414.7 430.7 468.6 478.7 506.9 522.3 533.1
MO03005 419.7 444 .9 465.1 501.3 534.4 564.4 576.0
MO03006 429.9 453.3 499.0 522.0 552.6 580.1 609.4
M03007 396.8 420.3 450.0 464.2 476.0 495.6 509.6
MO03008 411.6 428.2 440.6 474.9 491.2 504.5 527.2
M03009 434.7 454.1 483.4 511.2 540.0 564.7 585.1
MO03010 4352 454.5 487.0 506.8 529.3 556.3 586.3
MO03011 399.5 426.0 455.5 482.2 517.0 542.5 564.8
MO03012 428.6 455.7 439.4 485.8 517.8 537.4 558.1
MO03013 398.5 417.2 450.1 466.8 4939 520.9 539.7
Number of males 13 13 13 13 13 13 13
Mean 414.2 435.2 460.0 485.0 511.2 533.6 551.2
S.D. 15.1 16.6 20.6 20.4 24.3 27.5 32.2
Significance NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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HERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 7-1-4. Body weights of male rats

DMIP 1000 mg/kg

Male No. Days of administration
1 7 14 21 28 35 42
M04001 425.8 459.8 498.4 514.5 537.0 567.2 579.5
M04002 394.7 420.4 449.7 470.4 498.9 525.4 534.5
M04003 385.3 408.0 439.2 463.8 492.8 503.1 511.4
M04004 4339 458.6 486.6 4954 527.8 550.1 569.0
MO04005 401.9 413.1 440.0 463.7 479.8 499.3 507.0
M04006 424.9 455.9 489.3 5153 539.7 559.4 586.4
M04007 421.4 446.7 478.5 494.7 523.0 534.1 550.6
M04008 400.5 4141 428.8 436.8 457.0 477.4 488.6
M04009 4339 468.9 506.2 520.3 5572 583.3 619.6
M04010 401.6 4223 443.5 468.2 486.7 501.8 518.8
M04011 403.3 416.5 452.0 469.9 485.7 507.2 532.0
M04012 400.5 415.1 441.1 448.8 466.8 485.3 499.0
M04013 411.7 436.4 464.0 481.8 499.3 521.2 543.9
Number of males 13 13 13 13 13 13 13
Mean 410.7 433.5 462.9 480.3 504.0 524.2 541.6
S.D. 15.7 21.7 259 26.2 30.4 32.8 38.5
Significance NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.03, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 7-2-1. Body weights of male rats at the recovery period
Corn oil (control)

Male No. Days of recovery period
1 7 14
M01009 583.6 593.1 592.1
M01010 510.7 519.2 532.0
M01011 507.5 524.9 530.3
M01012 5523 559.9 573.6
M01013 630.7 645.3 663.3
Number of males 5 5 5
Mean 557.0 568.5 578.3
S.D. 51.9 52.2 54.5
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP 1000 mg/kg

Male No. Days of recovery period
1 7 14
MO04009 614.2 636.7 660.0
M04010 512.0 532.6 547.1
M04011 538.7 550.1 562.9
M04012 498.3 515.3 5183
MO04013 543.9 550.9 561.9
Number of males 5 5 5
Mean 541.4 557.1 570.0
S.D. 44.8 46.8 53.4
Significance NS NS NS
Statistical method TT TT 1T

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 8-1-1. Body weights of female rats

Corn oil (control)

Female No. Days of administration
1 7 14
F01001 264.8 274.6 289.8
F01002 241.1 239.7 244.3
F01003 2773 293.7 308.5
F01004 244 .4 264.1 276.5
F01005 254.8 264.1 289.7
F01006 246.0 255.5 254.9
F01007 2524 276.3 281.6
F01008 259.2 268.7 271.4
F01009 265.6 279.9 281.7
F01010 253.8 262.6 283.2
F01011 2452 255.1 2535
F01012 262.7 278.9 2842
F01013 252.7 269.4 284.8
Number of females 13 13 13
Mean 255.4 267.9 277.2
S.D. 10.3 13.6 17.4
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 8-1-2. Body weights of female rats

DMIP 62.5 mg/kg
Female No. Days of administration
1 7 14
F02001 236.3 252.7 255.8
F02002 271.3 284.4 296.9
F02003 248.1 2554 266.5
F02004 265.8 266.5 279.1
F02005 250.3 258.4 274.0
F02006 241.6 263.5 275.0
F02007 268.9 274.2 276.8
F02008 243.3 258.5 267.1
F02009 250.2 269.9 287.0
F02010 263.1 283.5 302.4
F02011 2774 291.2 295.9
F02012 2524 268.9 278.7
F02013 247.6 274.9 285.0
Number of females 13 13 13
Mean 255.1 269.4 280.0
S.D. 12.8 11.9 13.3
Significance NS NS NS
Statistical method AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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HEREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 8-1-3. Body weights of female rats

DMIP 250 mg/kg
Female No. Days of administration
1 7 14
F03001 248.2 265.7 271.3
F03002 252.4 262.9 269.1
F03003 245.6 247.8 247.5
F03004 262.9 279.5 283.3
F03005 2379 242.8 242.9
F03006 2349 254.8 264.7
F03007 249.1 2539 257.6
F03008 2478 250.2 259.5
F03009 262.3 256.2 273.6
F03010 262.9 275.1 275.6
F03011 262.0 267.7 275.6
F03012 254.7 282.8 295.1
F03013 242.8 247.6 272.6
Number of females 13 13 13
Mean 251.0 260.5 268.3
S.D. 9.6 12.9 14.1
Significance NS NS NS
Statistical method AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 8-1-4. Body weights of female rats

DMIP 1000 mg/kg

Female No. Days of administration
1 7 14
F04001 250.8 256.1 261.8
F04002 263.9 262.4 279.5
F04003 2445 2452 252.1
F04004 254.6 2514 270.5
F04005 2542 256.1 259.1
F04006 269.6 275.6 294.1
F04007 257.1 268.1 276.6
F04008 261.8 267.6 266.9
F04009 263.7 254.7 273.7
F04010 256.8 270.7 274.1
F04011 244.9 254.0 266.2
F04012 264.0 268.2 269.9
F04013 266.2 284.3 289.2
Number of females 13 13 13
Mean 257.9 262.6 271.8
S.D. 7.9 11.0 11.6
Significance NS NS NS
Statistical method AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 8-2-1. Body weights of female rats, satellite group

Cormn oil (control)

Female No. Days of administration
1 7 14 21 28 35 42
F05001 242.3 255.3 262.0 278.7 284.3 290.4 295.4
F05002 229.8 251.6 262.0 261.6 271.8 279.6 278.9
F05003 261.2 270.4 280.2 298.9 307.2 314.5 316.3
F05004 251.1 274.5 281.0 284.1 298.3 301.9 306.5
F05005 251.0 256.8 260.3 267.9 272.0 282.0 291.2
F05006 264.6 278.7 295.5 308.7 321.0 330.7 333.6
F05007 260.2 274.3 284.8 295.7 297.0 308.2 317.2
F05008 260.0 299.2 3174 306.1 308.7 3034 316.3
F05009 253.5 261.5 274.0 291.3 301.7 306.3 320.8
F05010 252.4 248.3 260.1 266.8 268.2 275.0 287.9
Number of females 10 10 10 10 10 10 10
Mean 252.6 267.1 2717 286.0 293.0 299.2 306.4
S.D. 10.3 15.5 18.5 16.9 18.1 17.4 17.4
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP 1000 mg/kg

Female No. Days of administration

1 7 14 21 28 35 42

F06001 249.2 244.9 255.9 270.4 275.0 278.9 2814
F06002 260.6 263.2 2723 277.8 280.5 290.1 301.7
F06003 272.0 247.7 270.1 287.9 291.0 294.9 311.9
F06004 264.5 271.3 273.3 287.1 300.6 306.4 3134
F06005 252.4 263.5 268.5 276.7 271.1 286.4 292.3
F06006 252.7 265.9 275.0 277.2 300.2 291.3 310.4
F06007 270.4 264.0 275.0 297.2 304.4 304.9 320.0
F06008 268.0 277.8 287.3 307.2 3142 311.7 316.9
F06009 243.1 237.2 246.3 260.2 259.5 263.6 271.3
F06010 256.8 258.0 265.2 275.2 279.0 294.0 306.9
Number of females 10 10 10 10 10 10 10
Mean 259.0 259.4 268.9 281.7 287.6 292.2 302.6

S.D. 9.7 12.5 11.2 13.5 17.2 14.1 16.1
Significance NS NS NS NS NS NS NS
Statistical method TT TT TT TT TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 8-3-1. Body weights of female rats at the recovery period
Corn oil (control)

Female No. Days of recovery period
1 7 14
F05006 336.4 3384 346.8
F05007 313.7 3219 318.6
F05008 310.6 3326 307.6
F05009 319.7 333.6 3314
F05010 286.4 298.2 282.9
Number of females 5 5 5
Mean 3134 3249 3175
S.D. 18.1 16.1 242
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 8-3-2. Body weights of female rats at the recovery period

DMIP 1000 mg/kg

Female No. Days of recovery period
1 7 14
F06006 306.5 3184 300.3
F06007 318.7 344.6 345.9
F06008 320.7 3293 336.3
F06009 268.2 290.4 293.4
F06010 302.8 318.9 325.2
Number of females 5 5 5
Mean 303.4 320.3 320.2
S.D. 21.1 19.8 22,7
Significance NS NS NS
Statistical method TT TT TT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 9-1. Body weights of dams during pregnancy

Corn oil (control)

Dam No. Days of pregnancy
0 7 14 20
F01001 302.5 331.9 369.6 466.8
F01002 256.6 280.9 305.2 357.3
F01003 318.2 367.5 413.5 501.2
F01004 294.2 3314 368.3 457.1
F01005 295.4 327.1 356.9 431.2
F01006 263.8 294.3 329.0 417.6
F01007 290.5 319.0 361.8 4449
F01008 291.8 3134 3554 460.7
F01009 297.4 338.2 381.3 455.2
F01010 285.0 318.2 345.3 430.9
Fo1011 258.3 299.1 336.6 416.5
F01012 300.2 3379 381.9 470.3
F01013 283.6 328.8 380.3 489.4
Number of dams 13 13 13 13
Mean 287.5 322.1 360.4 446.1
S.D. 18.1 22.2 27.6 36.9
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HERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 9-2. Body weights of dams during pregnancy

DMIP 62.5 mg/kg
Dam No. Days of pregnancy
0 7 14 20
F02001 256.8 288.6 317.2 395.5
F02002 3124 333.8 371.6 453.6
F02003 2729 302.1 3473 423.9
F02004 299.3 331.3 368.8 464.3
F02005 286.3 316.7 354.8 437.3
F02006 278.5 327.3 374.8 434.0
F02007 306.8 333.7 373.9 473.0
F02008 263.9 293.6 335.7 414.8
F02009 291.5 331.8 3825 494.2
F02010 307.5 354.1 398.4 482.7
F02011 3033 340.8 391.9 475.3
F02012 294.2 319.3 358.1 436.9
F02013 302.1 356.0 401.4 498.9
Number of dams 13 13 13 13
Mean 290.4 3253 367.4 452.6
S.D. 17.7 20.9 24.6 31.9
Significance NS NS NS NS
Statistical method AN AN DU DU

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 9-3. Body weights of dams during pregnancy

DMIP 250 mg/kg
Dam No. Days of pregnancy
0 7 14 20
F03001 280.8 316.3 3434 4273
F03002 290.0 314.2 346.5 425.6
F03003 264.7 290.1 3164 383.5
F03004 284.8 320.5 342.6 429.1
F03005 249.1 287.0 317.0 396.7
F03006 272.3 305.5 341.8 425.9
F03007 266.9 309.3 3404 415.2
F03008 254.2 293.0 319.2 396.0
F03009 290.0 320.0 365.1 469.4
F03010 289.6 315.7 349.6 450.0
F03011 284.7 319.0 351.9 430.9
F03012 304.5 342.1 376.4 467.2
F03013 266.2 308.7 349.5 406.0
Number of dams 13 13 13 13
Mean 276.8 310.9 343.1 424.8
S.D. 16.0 14.8 17.7 26.2
Significance NS NS NS NS
Statistical method AN AN DU DU

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 9-4. Body weights of dams during pregnancy

DMIP 1000 mg/kg

Dam No. Days of pregnancy _
0 7 14 20
F04001 268.5 302.8 3315 3973
F04002 291.8 3235 365.6 4445
F04003 256.0 288.7 3214 392.8
F04004 279.5 322.5 359.4 436.9
F04005 274.2 296.3 329.9 414.1
F04006 290.6 3204 358.0 435.4
F04007 279.1 303.6 336.7 411.1
F04008 278.2 310.1 334.6 411.1
F04009 286.1 320.1 351.8 426.9
F04010 288.2 320.8 359.1 437.8
F04011 283.1 317.6 350.3 420.3
F04012 287.6 315.9 361.6 4553
F04013 299.0 323.3 360.6 453.9
Number of dams 13 13 13 13
Mean 281.7 312.7 3477 426.0
S.D. 11.2 114 14.8 20.1
Significance NS NS NS NS
Statistical method AN AN DU DU

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
DU: Analysis by Dunnett's test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 10-1. Body weights of dams during lactation
Corn oil (control)

Dam No. Days of lactation
0 4
F01001 341.6 3717
F01002 289.8 313.6
F01003 395.0 389.4
F01004 353.7 361.3
F01005 337.8 353.3
F01006 291.6 316.4
F01007 350.9 339.7
F01008 325.1 351.9
F01009 385.2 369.1
F01010 304.5 319.1
FO1011 344.4 3375
FO1012 379.8 374.6
F01013 376.2 372.6
Number of dams 13 13
Mean 3443 352.0
S.D. 34.6 25.1
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HEBRE 5 :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 10-2. Body weights of dams during lactation

DMIP 62.5 mg/kg
Dam No. Days of lactation
0 4
F02001 291.0 306.7
F02002 3225 359.6
F02003 296.3 324.1
F02004 358.7 376.4
F02005 312.5 336.4
F02006 328.6 Total litter loss
F02007 329.5 3529
F02008 3274 326.5
F02009 356.8 378.6
F02010 372.8 382.5
F02011 354.5 374.7
F02012 311.2 350.9
F02013 401.7 384.9
Number of dams 13 12
Mean 335.7 354.5
S.D. 31.7 26.2
Significance NS NS
Statistical method DU DT

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

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 10-3. Body weights of dams during lactation

DMIP 250 mg/kg
Dam No. Days of lactation
0 4
F03001 298.4 324.1
F03002 330.5 313.0
F03003 302.2 305.1
F03004 298.7 321.0
F03005 266.1 286.7
F03006 304.6 342.0
F03007 273.2 266.4
F03008 302.9 310.9
F03009 359.3 3529
F03010 306.0 3422
F03011 Dam died on the gestation day 23.
F03012 344.0 364.9
F03013 329.6 359.5
Number of dams 12 12
Mean 309.6 324.1
S.D. 27.1 29.8
Significance * NS
Statistical method DU DT

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.
DT: Analysis by Dunnett type mean rank test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 10-4. Body weights of dams during lactation

DMIP 1000 mg/kg

Dam No. Days of lactation
0 4
F04001 298.8 328.6
F04002 336.2 331.9
F04003 290.6 319.3
F04004 311.8 353.6
F04005 316.2 346.6
F04006 308.5 334.7
F04007 275.2 Total litter loss
F04008 321.2 3443
F04009 323.6 340.7
F04010 3342 333.1
F04011 316.4 337.2
F04012 296.1 3285
F04013 329.5 357.0
Number of dams 13 12
Mean 3122 338.0
S.D. 18.0 11.0
Significance * NS
Statistical method DU DT

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

NS: Not significantly different from the control group.

DU: Analysis by Dunnett's test.

DT: Analysis by Dunnett type mean rank test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 11-1-1. Food consumption of male rats

Corn oil (control)

Male No. Days of administration
1 7 14 29 35 41
M01001 23.9 20.1 23.7 254 22.0 22.0
M01002 24.0 24.1 24.0 26.0 22.8 20.4
M01003 23.6 23.4 25.5 27.3 26.6 23.5
MO01004 25.7 25.5 21.9 25.3 222 22.9
MO01005 22.8 25.1 22.6 19.8 20.5 20.6
MO01006 28.4 27.8 27.8 25.7 27.1 26.3
MO01007 26.6 26.6 26.8 31.7 29.3 25.0
M01008 24.9 25.6 22.3 232 23.1 27.0
MO01009 23.8 26.0 26.8 25.6 26.1 253
M01010 27.5 234 20.8 20.0 21.6 21.4
M01011 17.7 20.1 23.7 19.9 21.7 243
M01012 249 21.0 20.7 22.3 22.8 20.8
MO01013 23.1 275 31.9 30.3 32.1 28.6
Number of males 13 13 13 13 13 13
Mean 24 4 24.3 24.5 24.8 24.5 23.7
S.D. 2.6 2.6 3.2 3.7 35 2.6
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AERE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 11-1-2. Food consumption of male rats

DMIP 62.5 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M02001 22.5 223 232 22,5 22.6 21.3
M02002 26.6 23.7 23.1 226 25.8 19.0
M02003 26.5 239 222 20.3 23.0 21.7
M02004 30.5 26.4 277 325 30.6 235
MO02005 25.5 25.5 229 25.8 20.0 21.1
M02006 26.8 20.0 23.6 23.2 24.6 24.1
M02007 29.7 242 27.0 287 27.2 25.8
M02008 30.5 24.4 23.0 23.4 23.1 19.1
MO02009 29.1 24.5 23.7 285 252 26.0
M02010 26.1 222 22.1 23.6 28.6 22.0
M02011 21.6 222 247 253 25.3 23.0
M02012 20.1 20.4 20.1 21.1 18.3 18.4
M02013 21.1 19.0 17.3 22.8 22.1 19.7
Number of males 13 13 13 13 13 13
Mean 25.9 23.0 23.1 24.6 243 21.9
S.D. 3.6 2.2 2.6 3.5 3.4 2.5
Significance NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 11-1-3. Food consumption of male rats

DMIP 250 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M03001 21.7 227 21.8 23.6 26.1 23.1
M03002 18.1 20.7 20.2 224 239 19.4
M03003 233 21.7 212 22.0 21.9 21.1
M03004 26.8 26.5 239 23.6 26.0 22.7
MO03005 24.4 24.0 24,5 234 245 233
MO03006 25.7 304 29.7 27.9 28.2 26.1
M03007 26.0 24.1 19.4 20.1 18.5 19.2
MO03008 22.7 222 23.0 21.4 247 235
M03009 27.2 25.6 26.7 23.9 24.0 23.7
MO03010 29.3 24.7 21.6 25.7 273 28.5
M03011 26.6 26.7 22.8 26.9 24.6 26.2
M03012 24.2 25.9 18.6 25.6 22.5 21.2
M03013 21.6 24,7 24.8 24.8 23.8 25.1
Number of males 13 13 13 13 13 13
Mean 24.4 24.6 229 23.9 24.3 233
S.D. 3.0 2.5 3.1 2.2 2.5 2.7
Significance NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 11-1-4. Food consumption of male rats

DMIP 1000 mg/kg

Male No. Days of administration
1 7 14 29 35 41
M04001 29.4 25.4 23.2 26.2 23.3 24.2
M04002 26.1 27.2 26.2 27.8 24.9 24.0
M04003 19.4 22.8 21.0 21.0 22.5 18.7
M04004 26.7 229 25.7 24.4 23.9 25.5
M04005 19.6 20.6 23.7 26.3 26.2 21.9
MO04006 26.6 25.1 24.3 26.5 25.4 26.8
M04007 24.1 21.4 20.5 21.6 23.4 21.0
M04008 244 21.5 18.1 18.1 19.6 20.8
M04009 31.1 29.6 29.0 30.5 279 28.2
M04010 20.0 20.9 21.6 22.8 25.1 22.2
M04011 22.1 26.1 21.3 23.1 26.7 24.1
M04012 23.0 24.5 21.7 21.9 21.0 22.5
M04013 28.0 273 28.5 30.2 28.2 29.0
Number of males 13 13 13 13 13 13
Mean 24.7 24.3 23.4 24.6 24.5 23.8
S.D. 3.8 2.8 3.2 3.7 2.5 3.0
Significance NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 11-2-1. Food consumption of male rats at the recovery period

Corn oil (control)

Male No. Days of recovery period
6 12
MO01009 31.1 30.5
MO1010 28.0 29.3
M01011 319 27.6
MO1012 29.4 28.9
MO01013 36.1 36.8

Number of males 5 5

Mean 313 30.6
S.D. 3.1 3.6
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HERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 11-2-2. Food consumption of male rats at the recovery period

DMIP 1000 mg/kg

Male No. Days of recovery period

6 12

M04009 39.0 38.0
M04010 31.7 30.5
M04011 30.9 304
M04012 29.7 30.7
M04013 28.5 32.1
Number of males 5 5
Mean 320 323

S.D. 4.1 3.2
Significance NS NS
Statistical method TT TT

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 12-1-1. Food consumption of female rats

Corn oil (control)

Female No. Days of administration
1 7 14
F01001 15.9 20.2 19.2
F01002 14.0 14.7 8.1
F01003 25.1 19.2 19.7
F01004 19.2 20.3 17.5
F01005 22.2 19.1 12.4
F01006 12.5 17.1 16.7
F01007 20.5 17.8 19.3
F01008 10.4 19.7 19.5
F01009 19.1 19.2 17.0
F01010 14.7 20.4 18.6
F01011 174 17.1 13.8
F01012 22.6 14.4 16.9
F01013 21.4 14,9 18.3
Number of females 13 13 13
Mean 18.1 18.0 16.7
S.D. 4.4 2.2 34
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 12-1-2. Food consumption of female rats

DMIP 62.5 mg/kg
Female No. Days of administration
1 7 14
F02001 17.0 15.0 16.0
F02002 154 17.5 18.0
F02003 16.3 13.5 132
F02004 18.8 17.7 11.8
F02005 20.2 19.5 12.5
F02006 17.2 16.0 17.0
F02007 11.6 18.6 17.7
F02008 18.7 14.2 16.3
F02009 16.8 19.1 15.6
F02010 20.4 15.1 19.6
F02011 20.3 15.1 17.4
F02012 20.1 154 172
F02013 15.5 17.7 22.4
Number of females 13 13 13
Mean 17.6 16.5 16.5
S.D. 2.6 2.0 2.9
Significance NS NS NS
Statistical method AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

UA: Unable to be analyzed because the value in the treated group was the same as the value in the control group.

NA.: Not analyzed.



HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 12-1-3. Food consumption of female rats

DMIP 250 mg/kg
Female No. Days of administration
1 7 14
F03001 18.7 16.8 13.8
F03002 14.0 18.7 15.9
F03003 12.5 15.7 16.1
F03004 20.7 18.5 18.2
F03005 15.6 7.0 124
F03006 19.6 18.3 18.7
F03007 12.1 20.1 17.8
F03008 18.2 10.2 16.5
F03009 19.7 17.4 10.8
F03010 18.8 13.5 18.4
F03011 14.3 18.4 19.2
F03012 21.1 184 20.0
F03013 12.5 18.4 15.3
Number of females 13 13 13
Mean 16.8 16.3 16.4
S.D. 3.3 3.8 2.8
Significance NS NS NS
Statistical method AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 12-1-4. Food consumption of female rats

DMIP 1000 mg/kg

Female No. Days of administration
1 7 14
F04001 13.9 9.8 15.9
F04002 213 17.0 11.0
F04003 13.7 11.2 15.0
F04004 19.7 19.1 8.8
F04005 16.1 18.8 16.9
F04006 17.2 13.3 19.3
F04007 20.1 154 21.9
F04008 15.7 12.1 15.4
F04009 17.1 17.1 10.1
F04010 13.7 18.3 18.3
F04011 18.2 18.2 14.4
F04012 15.6 17.8 17.9
F04013 18.6 17.5 20.0
Number of females 13 13 13
Mean 17.0 15.8 15.8
S.D. 2.5 32 3.9
Significance NS NS NS
Statistical method AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 12-2-1. Food consumption of female rats, satellite group

Corn 0il (control)

Female No. Days of administration
1 7 14 21 29 35 41
F05001 11.4 19.5 10.3 17.0 18.1 10.9 16.1
F05002 18.2 17.0 17.0 16.8 17.5 15.6 12.6
F05003 13.6 19.3 16.6 14.1 12.3 17.7 11.0
F05004 17.4 17.3 17.8 18.5 17.7 18.0 144
F05005 18.3 11.6 14.4 17.8 17.3 104 16.5
F05006 174 16.5 20.7 20.6 23.0 16.8 18.7
F05007 20.5 14.5 18.3 19.6 21.2 15.2 19.7
F05008 17.4 229 10.5 16.7 16.3 17.6 16.7
F05009 19.2 19.5 10.9 233 19.8 18.0 20.3
F05010 14.3 16.7 10.2 14.6 17.6 17.3 16.1
Number of females 10 10 10 10 10 10 10
Mean 16.8 17.5 14.7 17.9 18.1 15.8 16.2
S.D. 2.8 3.1 3.9 2.8 2.9 29 3.0
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REREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

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

DMIP 1000 mg/kg

Female No. Days of administration
1 7 14 21 29 35 41
F06001 15.6 15.3 104 16.0 17.9 17.7 13.1
F06002 16.5 10.8 16.1 16.6 17.6 12.3 14.6
F06003 17.1 14.0 12.1 16.6 18.2 20.5 15.7
F06004 15.6 17.3 16.5 14.9 16.9 16.4 14.9
F06005 194 10.2 159 17.5 20.3 13.8 16.3
F06006 19.4 19.2 19.7 19.8 14.3 16.3 19.3
F06007 219 17.1 11.7 18.0 19.8 19.5 18.9
F06008 18.4 18.3 15.9 14.8 11.6 15.3 14.3
F06009 15.0 14.6 12.7 171 18.7 17.3 14.6
F06010 15.5 10.8 13.2 15.7 19.4 14.0 17.1
Number of females 10 10 10 10 10 10 10
Mean 17.4 14.8 14.4 16.7 17.5 16.3 15.9
S.D. 2.3 3.3 2.8 1.5 2.7 2.6 2.0
Significance NS NS NS NS NS NS NS
Statistical method T T TT TT TT TT T

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
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HREAEE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 12-3-1. Food consumption of female rats at the recovery period
Corn oil (control)

Female No. Days of recovery period
6 12
F05006 21.6 223
F05007 243 216
F05008 22.7 20.8
F05009 T 262 20.2
F05010 24.5 14.5
Number of females 5 5
Mean 23.9 19.9
S.D. 1.8 3.1
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 12-3-2. Food consumption of female rats at the recovery period

DMIP 1000 mg/kg

Female No. Days of recovery period
6 12
F06006 24.8 19.3
F06007 27.6 21.1
F06008 22.3 20.1
F06009 24.6 20.3
F06010 23.9 24.5
Number of females 5 5
Mean 24.6 21.1
S.D. 1.9 2.0
Significance NS NS
Statistical method TT T

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

180



HERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 13-1. Food consumption in dams during pregnancy

Corn oil (control)

Dam No. Days of pregnancy
0 7 14 20
F01001 18.8 24.2 23.0 20.6
F01002 16.5 174 17.6 15.3
F01003 20.7 28.8 28.6 26.3
F01004 18.5 24.9 25.0 17.8
F01005 18.9 21.3 21.5 17.4
F01006 12.1 19.7 19.8 13.2
F01007 20.3 18.8 26.9 11.3
F01008 18.5 16.7 21.7 16.2
F01009 18.9 222 326 15.2
F01010 18.5 20.9 17.5 12.2
F01011 15.9 24.6 244 249
F01012 18.6 24.6 27.3 21.1
F01013 16.4 28.1 31.0 24.8
Number of dams 13 13 13 13
Mean 17.9 22.5 24.4 18.2
S.D. 2.2 3.8 4.8 5.0
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HEAE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 13-2. Food consumption in dams during pregnancy

DMIP 62.5 mg/kg
Dam No. Days of pregnancy
0 7 14 20
F02001 16.9 174 18.2 13.8
F02002 15.1 24.0 18.8 14.5
F02003 13.6 20.7 22.6 20.2
F02004 18.3 21.0 27.1 20.3
F02005 17.7 24.0 25.5 17.3
F02006 18.3 19.6 243 6.9
F02007 17.8 24.8 24 4 15.1
F02008 152 21.1 22.8 23.1
F02009 17.0 24.0 30.3 25.7
F02010 18.6 29.0 23.9 20.0
F02011 20.1 23.7 252 17.8
F02012 17.5 18.0 229 13.7
F02013 21.6 30.3 26.0 20.8
Number of dams 13 13 13 13
Mean 17.5 22.9 24.0 17.6
S.D. 2.1 3.8 3.2 4.9
Significance NS NS NS NS
Statistical method AN AN KW AN

Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 13-3. Food consumption in dams during pregnancy

DMIP 250 mg/kg
Dam No. Days of pregnancy
0 7 14 20
F03001 153 20.1 21.6 17.5
F03002 16.5 18.9 21.9 12.6
F03003 17.4 174 17.1 15.5
F03004 19.7 17.2 20.7 11.1
F03005 14.8 17.6 18.2 8.7
F03006 17.7 174 23.9 15.9
F03007 12.7 233 22.8 12.1
F03008 16.8 252 19.0 22.6
F03009 15.3 24.7 23.7 19.1
F03010 17.3 19.0 21.9 15.2
F03011 174 21.6 24.1 1.9
F03012 17.1 22.2 26.3 17.5
F03013 11.0 23.9 23.6 25.4
Number of dams 13 13 13 13
Mean 16.1 20.7 21.9 15.0
S.D. 2.3 3.0 2.6 6.0
Significance NS NS NS NS
Statistical method AN AN KW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

183



REAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 13-4. Food consumption in dams during pregnancy

DMIP 1000 mg/kg

Dam No. Days of pregnancy
0 7 14 - 20
F04001 13.7 16.1 20.6 15.4
F04002 20.8 16.0 20.7 17.3
F04003 15.6 18.2 19.0 20.7
F04004 23.5 21.7 22.8 16.1
F04005 16.0 20.1 24.6 20.7
F04006 18.8 24.1 19.5 18.3
F04007 14.5 22.7 20.1 6.2
F04008 15.5 18.9 20.3 21.5
F04009 18.0 22.0 20.9 16.7
F04010 18.9 243 21.9 16.4
F04011 19.5 25.5 20.5 153
F04012 16.0 23.7 24.5 9.7
F04013 22.0 19.1 19.7 19.1
Number of dams 13 13 13 13
Mean 17.9 21.0 212 16.4
S.D. 3.0 3.1 1.8 4.3
Significance NS NS NS NS
Statistical method AN AN KW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).

184



REAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 14-1. Food consumption in dams during lactation

Corn 0il (control)

Dam No. Days of lactation
3
F01001 478
F01002 358
F01003 32.6
F01004 41.0
F01005 29.9
F01006 34,6
F01007 345
F01008 49.2
F01009 25.6
F01010 30.6
FO1011 39.1
F01012 35.6
F01013 40.3
Number of dams 13
Mean 36.7
SD. 6.8
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 14-2. Food consumption in dams during lactation

DMIP 62.5 mg/kg
Dam No. Days of lactation
3
F02001 40.1
F02002 445
F02003 37.1
F02004 51.1
F02005 443
F02006 Total litter loss.
F02007 40.0
F02008 35.7
F02009 479
F02010 36.6
F02011 47.1
F02012 455
F02013 30.6
Number of dams 12
Mean 41.7
S.D. 6.0
Significance NS

Statistical method KW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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REREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 14-3. Food consumption in dams during lactation

DMIP 250 mg/kg
Dam No. Days of lactation
3
F03001 337
F03002 21.4
F03003 32.7
F03004 422
F03005 279
F03006 48.7
F03007 5.8
F03008 40.3
F03009 36.3
F03010 49.5
F03011 Dam died on the gestation day 23.
F03012 39.6
F03013 45.0
Number of dams 12
Mean 353
S.D. 12.4
Significance NS

Statistical method KW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 14-4. Food consumption in dams during lactation

DMIP 1000 mg/kg

Dam No. Days of lactation
3
F04001 435
F04002 349
F04003 40.8
F04004 441
F04005 437
F04006 414

F04007 Total litter loss.

F04008 385
F04009 443
F04010 45.8
F04011 42.6
F04012 438
F04013 47.9
Number of dams 12
Mean 42.6
S.D. 3.4
Significance NS

Statistical method KW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 15-1. Functional findings of male rats at the end of the dosing period

Corn oil (control)

Male

Male No. Righting reflex Visual placing Pupillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
MO01001 2 2 2 2 + + +
MO01002 2 2 2 2 + + +
MO01003 2 2 2 2 + + +
MO01004 2 2 2 2 + + +
MO01005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +:5

2 or +, normal
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HRBAEK 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 15-2. Functional findings of male rats at the end of the dosing period

DMIP (62.5 mg/kg)

Male
Male No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
M02001 2 2 2 2 + + +
M02002 2 2 2 2 + + +
M02003 2 2 2 2 + + +
M02004 2 2 2 2 + + +
M02005 2 2 2 2 + + +
Total 2:5 25 2:5 2:5 +:5 +5 +:5

2 or +, normal
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AERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 15-3. Functional findings of male rats at the end of the dosing period

DMIP (250 mg/kg)

Male
Male No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
MO03001 2 2 2 2 + + +
M03002 2 2 2 2 + + +
M03003 2 2 2 2 + + +
M03004 2 2 2 2 + + +
MO03005 2 2 2 2 + + +
Total 2:5 2.5 2:5 2.5 +5 +5 +5

2 or +, normal
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HREAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 15-4. Functional findings of male rats at the end of the dosing period

DMIP (1000 mg/kg)

Male
Male No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
M04001 2 2 2 2 + + +
M04002 2 2 2 2 + + +
MO04003 2 2 2 2 + + +
MO04004 2 2 2 2 + + +
M04005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +:5 +5

2 or +, normal
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HREAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 16-1. Functional findings of female rats at the end of the dosing period

Com oil (control)

Female, dam

Female No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F01003 2 2 2 2 + + +
F01004 2 2 2 2 + + +
F01006 2 2 2 2 + + +
F01007 2 2 2 2 + + +
FO1010 2 2 2 2 + + +
Total 2:5 2:5 2.5 2:5 +:5 +5 +:5

2 or +, normal
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HREE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 16-2. Functional findings of female rats at the end of the dosing period

DMIP (62.5 mg/kg)

Female, dam
Female No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F02001 2 2 2 2 + + +
F02003 2 2 2 2 + + +
F02008 2 2 2 C2 + + +
F02009 2 2 2 2 + + +
F02010 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +5

2 or +, normal
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HEAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 16-3. Functional findings of female rats at the end of the dosing period

DMIP (250 mg/kg)

Female, dam
Female No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F03001 2 2 2 2 + + +
F03002 2 2 2 2 + + +
F03004 2 2 2 2 + + +
F03005 2 2 2 2 + + +
F03008 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +:5

2 or +, normal
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HKEBREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 16-4. Functional findings of female rats at the end of the dosing period

DMIP (1000 mg/kg)

Female, dam
Female No. Righting reflex Visual placing Pupillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F04003 2 2 2 2 + + +
F04005 2 2 2 2 + + +
F04006 2 2 2 2 + + +
F04008 2 2 2 2 + + +
F04010 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +5 +5 +:5

2 or +, normal
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HEREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 16-5. Functional findings of female rats at the end of the dosing period

Corn oil (control)

Female, satelite group

Female No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F05001 2 2 2 2 + + +
F05002 2 2 2 2 + + +
F05003 2 2 2 2 + + +
F05004 2 2 2 2 + + +
F05005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +:5
2 or +, normal
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REAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 16-6. Functional findings of female rats at the end of the dosing period

DMIP (1000 mg/kg)

Female, satelite group
Female No. Righting reflex Visual placing Papillary reflex Startle reaction Prayer's reaction Withdrawal reflex Eyelid reflex
F06001 2 2 2 2 + + +
F06002 2 2 2 2 + + +
F06003 2 2 2 2 + + +
F06004 2 2 2 2 + + +
F06005 2 2 2 2 + + +
Total 2:5 2:5 2:5 2:5 +:5 +5 +:5

2 or +, normal
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HEAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 17. Assessment of grip strength of male rats

Corm oil (control) DMIP (250 mg/kg)
Male No. Administration period Male No. Administration period
Forelimb Hindlimb Forelimb Hindlimb
(kg) (k) (kg) (kg)
M01001 0.924 0.697 M03001 1274 0.729
M01002 0.957 0.490 M03002 1.143 0.564
M01003 1.167 0.658 M03003 1.227 0.562
MO01004 1.156 0.637 M03004 1.199 0.482
MO01005 1.127 0.531 M03005 1.190 0.513
Number of males 5 5 Number of males 5 5
Mean 1.066 0.603 Mean 1.207 0.570
S.D. 0.116 0.088 S.D. 0.048 0.095
Significantly different from the control group (*: P<0.05, **: P<0.01). Significantly different from the control group (*: P<0.05, **: P<0.01).
DMIP (62.5 mg/kg) DMIP (1000 mg/kg)
Male No. Administration period Mate No. Administration period
Forelimb Hindlimb Forelimb Hindlimb
(kg) (kg) (kg) kg)
M02001 1.137 0.601 M04001 1.124 0.449
M02002 0.902 0.466 M04002 1.147 0.644
M02003 1.239 0.683 M04003 1.200 0.539
M02004 1.054 0.618 M04004 1.286 0.569
M02005 1.191 0.421 M04005 1.152 0.635
Number of males 5 5 Number of males 5 5
Mean 1.105 0.558 Mean 1.182 0.567
SD. 0.132 0.110 S.D. 0.064 0.079
Significantly different from the control group (*: P<0.05, **: P<0.01). Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEAE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 18. Assessment of grip strength of female rats

Com oil (control) DMIP (250 mg/kg)
Female No. Administration period Female No. Administration period
Forelimb Hindlimb ‘Forelimb Hindlimb
(kg) kg) (kg) ke)
F01003 1.195 0.925 F03001 1316 0.716
F01004 1.018 0.828 F03002 1.267 0.729
F01006 1.122 0.693 F03004 1.139 0.665
F01007 1276 0.738 F03005 1.246 0.780
F01010 1.161 0.776 F03008 1.048 0.757
Number of females 5 5 Number of females 5 5
Mean 1.154 0.792 Mean 1.203 0.729
S.D. 0.095 0.089 S.D. 0.108 0.044
Significantly different from the control group (*: P<0.05, **; P<0.01). Significantly different from the control group (*: P<0.05, **: P<0.01).
DMIP (62.5 mg/ke) DMIP (1000 mg/kg)
Female No. Administration period Female No. Administration period
Forelimb Hindlimb Forelimb Hindlimb
kg) (kg) (kg) kg)
F02001 1.179 0.774 F04003 1212 0.695
F02003 1.203 0.659 F04005 1.179 0.689
F02008 1.133 0.726 F04006 1273 0.606
F02009 1.263 0.865 F04008 1.147 0.598
F02010 1.191 0.647 F04010 1.287 0.945
Number of females 5 5 Number of females 5 5
Mean 1.194 0.734 Mean 1.220 0.707
S.D. 0.047 0.089 S.D. 0.060 0.141
Significantly different from the control group (*: P<0.05, **: P<0.01). Significantly different from the control group (*: P<0.05, **: P<0.01).
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REREF R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Corn oil (vehicle) DMIP (1000 mg/kg)
Female No. Administration period Female No. Administration period

Forelimb Hindlimb Forelimb Hindlimb

(kg) (kg) (kg) (kg)

F05001 1.044 0.760 F06001 0.945 0.736
F05002 1.103 0.569 F06002 1.149 0.902
F05003 1.174 0.712 F06003 1.121 0.686
F05004 1.080 0.878 F06004 1.139 0.885
F05005 1.111 0.714 F06005 0.951 0.806
Number of females 5 5 Number of females 5 5
Mean 1.102 0.727 Mean 1.061 0.803
S.D. 0.048 0.111 S.D. 0.104 0.093
Significantly different from the control group (*: P<0.05, **: P<0.01). Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 20-1. Motor activity of male rats

Corn oil (control)

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M01001 1162 873 1054 1048 4137 37 26 34 29 126
M01002 1055 901 992 839 3787 31 17 22 14 84
M01003 1187 949 863 790 3789 33 26 10 31 100
M01004 1206 985 900 930 4021 42 34 38 24 138
M01005 953 848 726 780 3307 23 11 6 9 49
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1113 911 907 877 3808 33 23 22 21 99
SD. 107 56 126 112 318 7 9 14 10 35
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B E S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 20-2. Motor activity of male rats

DMIP (62.5 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M02001 980 979 914 779 3652 39 50 24 14 127
M02002 1031 1065 1091 681 3868 36 45 45 25 151
M02003 1024 1081 815 704 3624 35 29 15 13 92
M02004 1298 1022 1062 795 4177 39 19 21 14 93
M02005 1004 1003 896 779 3682 36 27 30 20 113
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1067 1030 956 748 3801 37 34 27 17 115
S.D. 130 42 117 51 231 2 13 11 5 25

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEBREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 20-3. Motor activity of male rats

DMIP (250 mg/kg)
Male No. Administration period
Ambulation (counts) . Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M03001 1106 992 1014 857 3969 33 20 17 16 86
M03002 1108 1033 683 297 3121 23 27 23 3 76
M03003 1028 892 810 456 3186 28 20 10 8 66
MO03004 1208 1204 1131 986 4529 25 25 20 14 84
M03005 1564 1764 1649 1614 6591 37 28 32 16 113
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1203 1177 1057 842 4279 29 24 20 11 85
S.D. 212 347 374 516 1418 6 4 8 6 18

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HRERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 20-4. Motor activity of male rats

DMIP (1000 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
M04001 1079 874 761 753 3467 33 35 25 27 120
MO04002 1041 979 976 748 3744 30 18 17 5 70
M04003 965 1002 879 288 3134 18 22 5 0 45
M04004 801 738 646 673 2858 32 19 19 21 91
MO04005 1257 1069 1065 4743 8134 36 22 17 111 186
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1029 932 865 1441 4267 30 23 17 33 102
S.D. 166 129 167 1856 2187 7 7 7 45 54

Significantly different from the control group (*: P<0.05, **: P<0.01).
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RS R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 21-1. Motor activity of female rats

Corn 0il (control)

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F01003 1228 1084 815 647 3774 31 31 23 13 98
F01004 1166 956 667 583 3372 28 20 28 15 91
F01006 1039 757 454 966 3216 : 24 37 2 26 89
F01007 1089 993 993 913 3988 33 30 14 8 85
F01010 1173 920 897 673 3663 27 12 11 5 55
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1139 942 765 756 3603 29 26 16 13 84
S.D. 75 120 211 171 310 4 10 10 8 17
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HEBRE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 21-2. Motor activity of female rats
DMIP (62.5 mg/kg)

Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F02001 967 757 471 461 2656 37 15 5 12 69
F02003 1043 892 498 630 3063 23 17 2 3 45
F02008 997 735 500 666 2898 23 11 5 21 60
F02009 1204 786 598 944 3532 42 19 8 12 81
F02010 975 746 539 599 2859 31 20 19 11 81
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1037 783 521 660 3002 31 16 8 12 67
S.D. 98 64 49 177 330 8 4 7 6 15

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 21-3. Motor activity of female rats

DMIP (250 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F03001 1006 792 528 670 2996 27 14 7 6 54
F03002 1027 910 799 713 3449 26 24 1 4 55
F03004 1002 442 621 436 2501 18 9 2 34
F03005 995 830 751 736 3312 12 9 4 3 28
F03008 1881 1547 1299 1081 5808 31 31 4 3 69
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1182 904 800 727 3613 23 17 5 4 48
S.D. 391 402 299 231 1280 8 11 3 2 17

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 21-4, Motor activity of female rats

DMIP (1000 mg/kg)
Male No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F04003 971 659 220 383 2233 20 15 7 42
F04005 1107 980 674 423 3184 27 8 0 35
F04006 1261 799 855 707 3622 22 13 5 4 44
F04008 843 661 624 536 2664 39 21 20 9 89
F04010 960 874 646 3558 6038 25 12 16 95 148
Number of males 5 5 5 5 5 5 5 5 5 5
Mean 1028 795 604 1121 3548 27 14 8 .23 72
S.D. 160 139 233 1368 1487 7 5 9 40 48

Significantly different from the control group (*: P<0.05, **: P<0.01).
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REREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 22-1. Motor activity of female rats, satellite group

Corn oil (control)

Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total 5min 10min 15min 20min Total
F05001 1443 1140 1152 906 4641 51 39 24 18 132
F05002 1105 1017 1030 884 4036 31 27 27 21 106
F05003 1270 930 951 984 4135 43 21 25 19 108
F05004 1316 1260 1180 980 4736 60 40 32 30 162
F05005 1372 1222 1158 953 4705 28 27 25 15 95
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1301 1114 1094 941 4451 43 31 27 21 121
S.D. 127 139 99 45 337 13 8 3 6 27
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REREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 22-2. Motor activity of female rats, satellite group

DMIP (1000 mg/kg)
Female No. Administration period
Ambulation (counts) Rearing (counts)

Smin 10min 15min 20min Total Smin 10min 15min 20min Total
F06001 1057 1002 802 718 3579 38 36 20 27 121
F06002 1138 997 870 1053 4058 35 31 16 25 107
F06003 1075 922 887 702 3586 27 20 9 14 70
F06004 1272 973 891 924 4060 32 27 15 17 91
F06005 1186 1101 1093 1018 4398 29 24 31 17 101
Number of females 5 5 5 5 5 5 5 5 5 5
Mean 1146 999 909 883 3936 32 28 18 20 98
S.D. 87 65 109 165 351 4 6 8 6 19

Significantly different from the control group (*: P<0.05, **; P<0.01).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 23-1-1. Urinalysis in male rats

Corn oil (control)

Quality Urinary sediments
Male No. Color Turbidity pH Protein Glucose Ketone  Bilirubin Occult Urobilinogen Red blood  White blood Casts Crystals Epithelial
blood cells cells cells
M01001 Light yellow - 8.0 2+ - + - - + - - - + -
MO01002 Light yellow - 8.0 + - + - - + - - - + -
M01003 Light yellow - 15 2+ - + - - + - - - + -
MO01004 Light yellow - 7.5 2+ - + - - + - - - + -
M01005 Yellow - 7.5 2+ - + - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Male No. U&"U‘;‘f;‘g‘e Sl::f/‘iﬁC (mEq/L) (mEg/24 hr)
gavly K al Na K al
M01001 14.8 1.031 29.7 109.9 19.2 0.44 1.63 0.28
M01002 15.0 1.056 84.5 237.1 107.5 1.27 3.56 1.61
M01003 13.4 1.054 76.0 211.5 100.0 1.02 2.83 1.34
M01004 9.9 1.075 109.8 2415 127.0 1.09 2.39 1.26
M01005 8.1 1.065 78.8 232.9 101.8 0.64 1.89 0.82
Number of males 5 5 5 5 5 5 5 5
Mean 12.2 1.056 75.8 206.6 91.1 0.89 2.46 1.06
+S.D. 3.1 0.016 29.0 55.3 41.6 0.34 0.77 0.52

Turbidity, -: negative

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

Glucose, -: negative

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

Bilirubin, -: negative

Occult blood, -: negative
Urobilinogen, +: normal; +: 2.0 <and<4.0 mg/dL; 2+: 4.0 <and<8.0 mg/dL
Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 23-1-2. Urinalysis in male rats

DMIP (62.5 mg/ke)
Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose  Ketone  Bilirubin Ocoult Urobilinogen Redblood  White blood Casts Crystals Epithelial
blood cells cells cells
M02001 Light yellow - 75 + - + - - + - - - + -
M02002 Light yellow - 8.5 + - + - - 2+ - - - + -
MO02003 Light yellow - 7.0 + - + - - + - - - - -
M02004 Light yellow - 7.0 2+ - + - - + - - - + -
M02005 Yellow - 7.0 2+ - 2+ - - 2+ - - - + -
. . Electrolyte, density Electrolyte, gross volume
Male No.' Uz;gi/‘;‘f}‘l'g‘e Sp:"fﬁc (mEq/L) (mEq/24 hr)
gravity Na K Cl Na K Cl
M02001 14.4 1.048 80.5 202.1 105.5 1.16 291 1.52
M02002 10.2 1.075 129.8 285.5 152.5 1.32 2.91 1.56
M02003 10.4 1.066 95.6 248.3 117.5 0.99 2.58 1.22
M02004 13.9 1.059 90.9 165.4 98.7 1.26 2.30 1.37
M02005 7.6 1.072 60.9 2232 88.1 0.46 1.70 0.67
Number of males 5 S 5 5 N 5 5 S
Mean 11.3 1.064 91.5 224.9 112.5 1.04 2.48 1.27
+$.D. 2.8 0.011 25.2 45.5 24.8 0.35 0.51 0.36

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

Turbidity, -: negative

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

Glucose, -: negative

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

Bilirubin, -: negative

Occult blood, -: negative
Urobilinogen, +: normal; +: 2.0 =and<4.0 mg/dL; 2+: 4.0 <and<8.0 mg/dL
Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few
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REAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 23-1-3. Urinalysis in male rats

DMIP (250 mg/kg)
Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose Ketone  Bilirubin Oceult Urobilinogen Red blood  White blood Casts Crystals Epithelial
blood cells cells cells
M03001 Light yellow - 6.0 + - + - - + - - - - -
M03002 Light yellow - 7.0 2+ - + - - + - - - + -
M03003 Light yellow - 5.5 + - + - - + - - - - -
M03004 Light yellow - 6.5 + - + - - + - - - + -
M03005 Light yellow - 7.0 + - + - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Male No. Uzgi/‘;‘f;l’g‘e S‘:ZC‘.ﬁc (mEq/L) (mEq/24 hr)
gravity Na K al Na K Cl
M03001 343 1.023 39.9 108.8 42.0 1.37 3.73 1.44
M03002 16.5 1.050 68.5 203.7 83.8 1.13 3.36 1.38
M03003 10.3 1.062 100.5 183.5 109.0 1.04 1.89 1.12
M03004 11.5 1.076 112.9 272.1 136.9 1.30 3.13 1.57
M03005 11.4 1.062 88.9 187.9 68.6 1.01 2.14 0.78
Number of males 5 5 5 5 5 5 5 5
Mean 16.8 1.055 82.1 191.2 88.1 1.17 2.85 1.26
+S.D. 10.1 0.020 28.7 58.2 36.5 0.16 0.80 0.31

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

Turbidity, -: negative

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

Glucose, -: negative

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

Bilirubin, -: negative

Occult blood, -: negative
Urobilinogen, +: normal; +: 2.0 =and<4.0 mg/dL; 2+: 4.0 <and<8.0 mg/dL
Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed, +: a few
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REAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 23-1-4. Urinalysis in male rats

DMIP (1000 mg/kg)
Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose  Ketone  Bilirubin Oceult Urobilinogen Redblood  White blood Casts Crystals Epithelial
blood cells cells cells
M04001 Light yellow - 6.0 + - - - - + - - - - -
M04002 Light yellow - 6.0 + - - - - + - - - + -
M04003 Light yellow - 6.0 * - - - - + - - - - -
M04004 Light yellow - 6.0 + - - - - * - - - - -
M04005 Light vellow - 6.0 + - * - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Male No. Ugﬁi /Vz‘j:}‘:r‘;‘e Specific (mEq/L) (mEq/24 hr)
gravity Na K Cl Na K Cl
M04001 19.7 1.055 89.6 164.0 81.6 1.77 3.23 1.61
M04002 20.2 1.042 77.8 110.4 44.0 1.57 2.23 0.89
M04003 18.0 1.052 87.7 141.5 68.3 1.58 2.55 1.23
M04004 26.6 1.047 65.8 173.8 71.4 1.75 4.62 1.90
M04005 224 1.043 68.1 114.5 42.5 1.53 2.56 0.95
Number of males 5 5 5 5 5 4 4 4
Mean 21.4% 1.048 77.8 140.8 61.6 1.64%* 3.04 1.32
+8.D. 3.3 0.006 10.9 28.5 17.4 0.12 1.06 0.50

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

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

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

Bilirubin, -: negative

Occult blood, -: negative
Urobilinogen, +: normal; +: 2.0 =and<4.0 mg/dL; 2+: 4.0 =and<8.0 mg/dL
Red blood cells, White blood cells and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few
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HERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 23-2-1. Urinalysis in male rats of the recovery period

Corn oil (control)

Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose  Ketone  Bilirubin Oceult Urobilinogen Redblood  White blood Casts Crystals Epithelial
blood cells cells cells
MO01009 Light yellow - 8.0 + - + - - + - - - + -
M01010 Light yellow - 7.5 + - + - - + - - - + -
MO01011 Light yellow - 8.0 + - - - - + - - - + -
MO01012 Light yellow - 75 + - + - - + - - - + -
M01013 Light yellow - 6.5 2+ - + - - + - - - - -
. . Electrolyte, density Electrolyte, gross volume
Male No. Uzﬁ‘li/vzjl}‘l‘g’e s‘;:f/;fw (mEq/L) (mEq/24 hr)
gravity Na K Cl Na K Cl
M01009 12.8 1.074 100.4 375.6 119.6 1.29 4.81 1.53
M01010 18.1 1.053 97.1 262.5 111.2 1.76 4.75 2.01
MO01011 35.8 1.027 31.9 149.7 55.2 1.14 5.36 1.98
MO01012 20.3 1.051 104.1 248.8 121.1 2,11 5.05 2.46
M01013 14.0 1.080 188.8 511.0 187.1 2.64 7.15 2.62
Number of males 5 5 5 S 5 S 5 5
Mean 20.2 1.057 104.5 309.5 118.8 1.79 5.42 2.12
+S.D. 9.2 0.021 55.8 138.2 46.8 0.61 0.99 0.43

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

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

Bilirubin, -: negative
Occult blood, -; negative; +, 0.03 =and<0.06 mg/dL
Urobilinogen, +: normal; +: 2.0 =and<4.0 mg/dL

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

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

216



HEE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP (1000 mg/kg)
Quality Urinary sediments
Male No. Color Tubidiy ~ pH  Protein  Glucose Ketone Bilibin 0% Urobilinogen ~ Redblood  Whiteblood o 0 o iy Epithelial
blood cells cells cells
M04009 Light yellow - 7.5 2+ - + - + + - - - + +
M04010 Light yellow - 7.5 + - + - - + - - - + -
M04011 Light yellow - 8.5 + - + . . + . . . £ .
MO04012 Light yellow - 7.5 + - + - - + - - - + -
MO04013 Light vellow - 7.5 2+ - + - - + - - - E -
. . Electrolyte, density Electrolyte, gross volume
Male No. U““E /‘;“"lﬁ‘me Specific (mEg/L) (mEq/24 hr)
(mL/24h0) gravity Na K Cl Na K Cl
M04009 177 1.067 133.0 404.4 149.9 235 7.16 2.65
MO04010 158 1.068 1354 2879 155.1 2.14 4.55 245
MO04011 22.3 1.054 125.7 2494 131.5 2.80 5.56 2.93
MO04012 15.7 1.066 145.9 2427 159.6 2.29 3.81 2.51
M04013 13.5 1.079 130.6 259.2 170.9 1.76 3.50 2.31
Number of males 5 5 5 5 5 S 5 5
Mean 17.0 1.067 134.1 288.7 153.4 227 492 2.57
+S.D. 33 0.009 7.5 66.9 14.5 0.38 1.48 0.24

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

Turbidity, -: negative

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

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

Bilirubin, -: negative

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

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

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

Crystals and Epithelial cells, -: not observed; +: a few
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RERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 24-1-1, Urinalysis in female rats, satellite group

Com oil (control)

Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose  Ketone  Bilirubin Occult Urobilinogen Red blood  White blood Casts  Crystals Epithelial
blood cells cells cells
F05001 Light yellow - 6.5 + - + - - + - - - - -
F05002 Light yellow - 6.0 - - - - - + - - - - -
F05003 Light yellow - 6.5 + - + - - + - - - + -
F05004 Light yellow - 6.5 + - + - - + - - - + -
FO5005 Light yellow - 6.5 + - + - - + - - - - -
. . Electrolyte, density Electrolyte, gross volume
Male No. UZQE /‘;‘fﬁg‘e Sp;s‘iﬁc (mEg/L) (mEq/24 hr)
gavity — i al Na K al
F05001 7.5 1.055 105.8 227.5 127.4 0.79 1.71 0.96
F05002 14.2 1.047 58.1 187.4 102.8 0.83 2.66 1.46
F05003 7.6 1.065 134.0 272.9 144.8 1.02 2.07 1.10
F05004 72 1.041 54.7 128.8 544 0.39 0.93 0.39
F05005 10.3 1.034 43.0 136.9 535 044 141 0.55
Number of females 5 S 5 5 5 S 5 5
Mean 9.4 1.048 79.1 190.7 96.6 0.69 1.76 0.89
+S.D. 3.0 0.012 38.9 60.9 41.7 0.27 0.66 0.43

Turbidity, -: negative

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

Glucose, -: negative

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

Bilirubin, -; negative

Occult blood, -: negative

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

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

Crystals and Epithelial cells, -: not observed; +: a few
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 24-1-2. Urinalysis in female rats, satellite group
DMIP (1000 mg/ke)

Quality Urinary sediments
Male No. Color Turbidity pH Protein  Glucose Ketone  Bilirubin Oceult Urobilinogen Redblood  White blood Casts Crystals Epithelial
blood cells cells cells
F06001 Light yellow - 6.0 + - - - - + - - - + -
F06002 Light yellow - 6.5 - - - - - ES - - - * -
F06003 Light yellow - 6.0 + - - - - + - - - - -
F06004 Light yellow - 6.0 + - - - - + - - - - -
F06005 Light yellow - 5.5 + - + - - + - - - - -
. . Electrolyte, density Electrolyte, gross volume
Male No. UE‘“E yolume  Specific (mEg/L) (mEq/24 br)
mL/24hr) gravity Na K Cl Na K Cl
F06001 11.7 1.060 115.1 216.6 1232 1.35 2.53 1.44
F06002 19.9 1.041 68.3 154.0 80.3 1.36 3.06 1.60
F06003 12.0 1.065 75.8 211.8 103.6 " 091 2.54 1.24
F06004 12.1 1.041 62.9 1214 30.9 0.76 1.47 0.37
F06005 1.7 1.065 99.1 124.6 40.6 0.76 0.96 0.31
Number of females 5 5 5 5 5 5 5 5
Mean 12.7 1.054 842 165.7 75.7 1.03 2.11 0.99
+S.D. 4.4 0.012 22.1 46.1 39.7 0.30 0.87 0.61

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

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

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

Occult blood, -: negative

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

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

Crystals and Epithelial cells, -: not observed; +: a few
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REBREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 24-2-1. Urinalysis in female rats of the recovery period

Comn oil (control)

Quality Urinary sediments
Female No. Lo . a1 Occult - Red blood  White blood o w Epithelial
Color Turbidity pH Protein Glucose Ketone  Bilirubin blood Urobilinogen cells? cells? Casts Crystals colls?
F05006 Light yellow - 8.0 + - - - - + - - - + -
F05007 Light yellow - 7.5 - - - - - + - - - + -
F05008 Light yellow - 6.5 + - + - - + - - - + -
F05009 Light yellow - 6.5 + - + - - + - - - + -
F05010 Light vellow - 6.5 2+ - + - - + - - - - -
. . Electrolyte, density Electrolyte, gross volume
Female No. Uzg:i/;(::}l:rr;le S;;:::/liﬂc (mEq/L) (mEqg/24 hr)
gy /% K al Na K al
F05006 15.8 1.056 1125 2416 1185 1.78 3.82 1.87
F05007 16.2 1.046 118.7 192.6 117.8 1.92 3.12 191
F0O5008 7.3 1.053 1123 173.7 93.9 0.82 1.27 0.69
F05009 7.7 1.078 142.1 471.6 180.7 1.09 3.63 1.39
F05010 4.3 1.080 73.9 209.6 96.4 0.32 0.90 0.41
Number of females 5 S 5 5 5 5 5 5
Mean 10.3 1.063 1119 257.8 1215 1.19 2.55 1.25
+$.D. 5.4 0.015 24.5 122.1 35.1 0.67 1.37 0.68

Turbidity, -: negative

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

Glucose, -: negative

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

Bilirubin, -: negative

Occult blood, -: negative

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

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

Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP (1000 mg/kg)
Quality Urinary sediments
Female No. Color Turbidity pH Protein  Glucose  Ketone  Bilirubin Oceult Urobilinogen Red bk,)Od White blood Casts® ~ Crystals® Eplthell’lal
blood cells® cells” cells®
F06006 Light yellow - 7.0 - - - - - + - - - + -
F06007 Light yellow - 7.0 - - - - - + - - - + -
F06008 Light yellow - 8.0 + - - - - + - - - + -
F06009 Light yellow - 7.0 - - - - - + - - - + -
F06010 Light vellow - 7.0 - - - - - + - - - + -
. . Electrolyte, density Electrolyte, gross volume
Female No. U”“E /‘;‘jllﬁme Specff‘c (mEq/L) (mEq/24 hr)
(mL/24hr) gravity Na K cl Na K Cl
F06006 10.6 1.034 69.6 109.3 413 0.74 1.16 0.44
F06007 234 1.030 63.0 172.8 78.4 1.47 4.04 1.83
F06008 13.0 1.054 88.6 250.4 112.4 1.15 3.26 1.46
F06009 21.8 1.033 74.5 154.4 89.4 1.62 337 1.95
F06010 16.4 1.052 108.4 209.0 105.7 1.78 3.43 1.73
Number of females 5 5 5 5 5 5 5 5
Mean 17.0 1.041* 80.8 179.2 85.4 1.35 3.05 1.48
+S.D. 5.5 0.011 18.1 53.6 28.1 0.41 1.10 0.61

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

Turbidity, -: negative

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

Glucose, -: negative

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

Bilirubin, -: negative

Occult blood, -: negative
Urobilinogen, +: normal; +: 2.0 =and<4.0 mg/dL
Red blood cells, White blood cclls and Casts, -: not observed

Crystals and Epithelial cells, -: not observed; +: a few
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Com oil (control)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%pL)  (g/dL) (%) (fL) (pg) (gdly  (X10%pl) (sec) (sec)
M01001 824 155 455 55.2 18.8 34.1 102.7 15.3 21.7
M01002 869 15.3 45.0 51.8 17.6 34.0 116.4 16.0 22.3
M01003 917 153 447 48.7 16.7 342 1223 19.7 242
M01004 853 14.9 439 515 175 339 1213 14.8 25.5
M01005 846 14.5 43.4 51.3 17.1 334 99.7 15.0 242
Number of males 5 5 5 5 5 5 5 5 5
Mean 862 15.1 445 51.7 17.5 339 1125 1622 23.6
SD. 35 0.4 0.8 2.3 0.8 0.3 10.6 20 . 1.6
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10¥uL) (%) (%) (%) (%) (%) (%)
M01001 116.5 18.2 1.5 0.1 4.1 76.1 3.39
M01002 126.8 12.0 1.3 0.0 3.0 83.7 2.84
M01003 84.3 19.8 15 0.0 5.6 73.1 2.49
M01004 93.8 9.7 1.1 0.0 39 85.3 232
MO01005 65.6 14.3 2.0 0.0 4.1 79.6 1.80
Number of males 5 5 5 5 5 5 5
Mean 97.4 14.8 1.5 0.0 4.1 79.6 257
SD. 246 42 0.3 0.0 0.9 5.1 0.59
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 25-1-2. Hematological findings of male rats at the end of the dosing period

DMIP (62.5 mg/kg)
Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X107pL)  (g/dl) (%) (fL) (pg) (gdl)  (X10%uL) (sec) (sec)
M02001 814 14.6 41.9 51.5 17.9 34.8 109.8 15.1 17.8
M02002 892 15.8 454 50.9 17.7 34.8 110.1 14.1 22.7
M02003 857 15.1 439 51.2 17.6 344 105.1 16.0 227
M02004 858 14.3 41.4 48.3 16.7 34,5 116.4 14.5 26.3
M02005 820 15.0 44.8 54.6 18.3 33.5 95.0 14.4 243
Number of males 5 5 5 5 5 5 5 5 5
Mean 848 15.0 435 51.3 17.6 34.4 107.3 14.8 22.8
S.D. 32 0.6 1.8 2.2 0.6 0.5 8.0 0.8 3.1
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X107 uL) (%) (%) (%) (%) (%) (%)
M02001 145.3 19.5 1.0 0.0 3.3 76.2 3.61
M02002 86.0 19.2 0.8 0.0 4.0 76.0 3.34
M02003 99.5 13.3 1.0 0.0 2.8 82.9 278
M02004 93.3 14.9 1.8 0.1 5.9 71.3 2.93
M02005 81.1 . 202 1.0 0.0 3.5 75.3 2.56
Number of males 5 5 5 5 5 5 5
Mean 101.0 17.4 1.1 0.0 3.9 71.5 3.04
S.D. 25.7 3.1 0.4 0.0 1.2 3.1 0.43

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 25-1-3. Hematological findings of male rats at the end of the dosing period

DMIP (250 mg/kg)
Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10% L) (g/dL) (%) (fL) (pg) (g/dL) (X10% uL) (sec) (sec)
M03001 870 16.0 475 54.6 18.4 337 1083 225 27.9
M03002 859 15.0 43.9 51.1 17.5 34.2 91.4 12.4 19.7
M03003 847 154 46.3 547 18.2 333 105.3 15.4 24.6
M03004 881 15.4 46.2 52.4 17.5 33.3 100.9 19.0 25.8
M03005 873 14.8 435 49.8 17.0 34.0 92.6 12.5 20.2
Number of males 5 5 5 5 5 5 5 5 5
Mean 866 153 455 525 17.7 33.7 99.7 16.4 23.6
SD. 13 0.5 1.7 22 0.6 0.4 7.5 4.4 3.6
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10% L) (%) (%) (%) (%) (%) (%)
M03001 115.6 16.5 1.0 0.0 4.4 78.1 3.04
M03002 87.1 92 0.9 0.0 2.6 87.3 2.37
M03003 61.5 19.9 1.3 0.0 6.0 72.8 3.00
M03004 66.6 15.3 1.5 0.0 4.7 78.5 2.69
M03005 86.0 17.3 0.8 0.0 5.7 76.2 3.24
Number of males 5 5 5 5 5 5 5
Mean 83.4 15.6 1.1 0.0 47 78.6 2.87
SD. 21.3 4.0 0.3 0.0 13 5.4 0.34

Significantly different from the control group (*: P<0.05, **: P<0.01).
224



HRERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 25-1-4. Hematological findings of male rats at the end of the dosing period

DMIP (1000 mg/kg)
Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%uL)  (g/dl) (%) (fL) (pg) (dly  (X10%ul)  (sec) (sec)
M04001 857 154 45.0 52.5 18.0 34.2 113.9 23.0 22.8
M04002 891 154 437 49.0 17.3 352 105.1 15.7 23.5
M04003 845 15.2 44.6 52.8 18.0 34.1 88.7 12.4 22.9
M04004 917 15.9 448 48.9 17.3 355 1103 12.9 214
M04005 859 15.6 45.9 53.4 18.2 34.0 94.1 14.4 23.8
Number of males 5 5 5 5 5 5 5 5 5
Mean 874 15.5 44.8 513 17.8 34.6 102.4 15.7 229
S.D. 30 0.3 0.8 22 0.4 0.7 10.7 43 0.9
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X104 uL) (%) (%) % (%) (%) (%)
M04001 89.9 15.8 12 0.0 4.7 78.3 3.45
M04002 117.7 18.3 14 0.1 3.1 77.1 2.86
M04003 96.2 11.7 1.7 0.1 32 83.3 2.79
M04004 78.4 9.8 13 0.0 4.5 84.4 239
M04005 88.8 162 2.1 0.1 3.8 77.8 248
Number of males 5 5 5 5 5 5 5
Mean 942 14.4 1.5 0.1 39 80.2 2.79
SD. 14.6 3.5 0.4 0.1 0.7 3.4 0.42

Significantly different from the control group (*: P<0.05 , **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 25-2-1. Hematological findings of male rats at the end of the recovery period

Com oil (control)

Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%uL)  (g/dL) (%) (fL) (pg) (gdly  (X10%uL) (sec) (sec)
MO01009 835 14.8 412 493 17.7 35.9 96.2 223 26.1
Mo01010 850 14.8 41.7 49.1 17.4 355 167.6 16.4 25.8
M01011 779 14.4 426 54.7 18.5 33.8 822 18.4 27.1
M01012 868 15.4 432 49.8 17.7 35.6 103.7 14.6 24.5
M01013 801 139 40.8 509 17.4 34.1 117.8 244 30.3
Number of males 5 5 5 5 5 5 5 5 5
Mean 827 14.7 419 50.8 17.7 35.0 113.5 19.2 26.8
SD. 36 0.6 1.0 23 0.5 1.0 32.9 4.1 22
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X107 uL) (%) (%) (%) (%) (%) (%)
M01009 126.0 145 0.8 0.1 34 812 3.47
M01010 96.6 8.8 1.1 0.0 28 87.3 3.08
M01011 86.2 8.9 12 0.0 23 87.6 2.34
MO01012 113.9 9.7 15 0.0 2.5 86.3 2.88
MO01013 96.5 26.8 12 0.1 4.1 67.8 3.66
Number of males 5 5 5 5 5 5 5
Mean 103.8 13.7 12 0.0 3.0 82.0 3.09
SD. 159 7.7 03 0.1 0.7 84 0.52
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

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

DMIP (1000 mg/kg)
Male No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10YuL)  (g/dl) (%) (fL) (pg) (gdl)  (X10%ulL) (sec) (sec)
M04009 850 15.4 43.6 513 18.1 353 129.7 17.2 24.9
M04010 878 152 44.6 50.8 17.3 34.1 115.4 22.7 24.7
M04011 868 15.1 44.6 514 17.4 33.9 121.1 13.4 244
M04012 901 16.5 47.0 522 18.3 35.1 107.6 14.7 24.4
M04013 854 14.5 41.6 48.7 17.0 34.9 1159 13.9 23.0
Number of males 5 5 5 5 5 5 5 5 5
Mean 870 * 153 443 * 50.9 17.6 347 117.9 16.4 243
SD. 21 0.7 2.0 13 0.6 0.6 82 3.8 0.7
Male No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10/pL) (%) (%) (%) (%) (%) (%)
M04009 104.7 9.7 1.7 0.0 3.9 847 278
M04010 91.1 12.7 1.1 0.0 3.3 82.9 222
M04011 135.1 13.5 1.0 0.1 2.1 83.3 2.69
M04012 65.4 14.7 1.1 0.0 2.1 82.1 251
M04013 91.8 17.0 22 0.1 49 75.8 2.59
Number of males 5 5 5 5 5 5 5
Mean 97.6 13.5 1.4 0.0 33 81.8 2.56
S.D. 25.3 2.7 0.5 0.1 12 35 0.21

Significantly different from the control group (*: P<0.05 , **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Corn oil (control)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10% u L) (g/dL) (%) (fL) (rg) (g/dL) (X10¥uL) (sec) (sec)
F01003 608 12.0 37.3 61.3 19.7 322 102.0 12.3 19.2
F01004 745 14.4 428 57.4 19.3 33.6 102.3 11.0 16.3
F01006 631 119 362 57.4 189 32.9 124.6 118 18.5
F01007 693 12.9 38.8 56.0 18.6 332 132.0 12.4 19.4
F01010 625 11.5 36.5 58.4 18.4 31.5 94.5 12.4 17.6
Number of males 5 5 5 5 5 5 5 5 5
Mean 660 125 38.3 58.1 19.0 32.7 111.1 12.0 18.2
SD. 57 12 2.7 2.0 0.5 0.8 16.2 0.6 13
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X107 uL) (%) (%) (%) (%) (%) (%)
F01003 84.5 27.1 0.8 0.0 3.3 68.8 5.86
F01004 106.7 332 1.4 0.1 4.0 613 7.35
F01006 112.0 209 - 1.6 0.0 46 729 8.27
F01007 121.4 44.4 0.6 0:0 49 50.1 6.70
F01010 100.2 32.4 0.5 0.0 3.7 63.4 5.88
Number of males 5 5 5 5 5 5 5
Mean 105.0 31.6 1.0 0.0 4.1 63.3 6.81
SD. 13.8 8.7 0.5 0.0 0.7 8.7 1.03
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 26-1-2. Hematological findings of female rats at the end of the dosing period

DMIP (62.5 mg/kg)
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X107u1)  (g/dL) (%) (fL) (pg) (g/dl)  (X10%uL) (sec) (sec)
F02001 737 13.7 41.8 56.7 18.6 32.8 112.4 124 19.7
F02003 640 12.8 39.0 60.9 20.0 32.8 105.7 11.5 17.5
F02008 652 123 37.6 57.7 189 32.7 112.8 12.6 19.0
F02009 738 14.1 43.7 59.2 19.1 323 114.9 11.6 19.4
F02010 722 13.5 40.5 56.1 187 333 117.4 12.9 22.9
Number of males 5 5 5 5 5 5 5 5 5
Mean 698 13.3 40.5 58.1 19.1 32.8 112.6 122 19.7
SD. 48 0.7 24 1.9 0.6 0.4 4.4 0.6 2.0
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X107 uL) (%) (%) (%) (%) (%) (%)
F02001 123.9 38.5 0.4 0.1 3.5 57.5 827
F02003 78.6 284 0.8 0.0 39 66.9 8.03
F02008 86.6 322 0.8 0.0 59 61.1 7.05
F02009 982 28.4 0.3 0.1 3.7 67.5 8.67
F02010 81.9 33.1 0.9 0.0 32 62.8 5.01
Number of males 5 5 5 5 5 5 5
Mean 93.8 32.1 0.6 0.0 4.0 63.2 7.41
S.D. 18.4 42 0.3 0.1 1.1 42 1.47

Significantly different from the control group (*: P<0.05 , **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 26-1-3. Hematological findings of female rats at the end of the dosing period

DMIP (250 mg/kg)
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%uL) (g/dL) (%) (fl) (pg) (g/dL) (X10%p1) (sec) (sec)
F03001 705 13.3 40.6 57.6 189 32.8 101.0 12.4 18.7
F03002 655 123 37.8 577 18.8 325 93.0 12.5 16.5
F03004 726 13.9 422 58.1 19.1 32.9 115.0 12.4 18.9
F03005 697 12.5 38.1 54,7 17.9 32.8 94.0 12.0 17.4
F03008 576 112 35.0 60.8 19.4 32.0 71.9 12.7 18.0
Number of males 5 5 5 5 5 5 5 5 5
Mean 672 12.6 38.7 57.8 18.8 32.6 96.2 124 17.9
SD. 59 1.0 238 22 0.6 0.4 13.5 0.3 1.0
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X104 uL) (%) (%) (%) (%) (%) (%)

F03001 81.1 25.7 0.7 0.0 3.7 69.9 7.62

F03002 91.8 24.8 0.2 0.0 2.1 72.9 5.94

F03004 92.0 259 0.3 0.0 3.6 70.2 6.92

F03005 96.2 14.0 0.1 0.0 44 81.5 5.86

F03008 59.9 24.0 0.5 0.0 22 73.3 6.13

Number of males 5 5 5 5 5 5 5

Mean 84.2 22.9 04 * 0.0 32 73.6 * 6.49

SD. 14.7 5.0 0.2 0.0 1.0 47 0.76

Significantly different from the control group (*: P<0.05 , **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 26-1-4. Hematological findings of female rats at the end of the dosing period

DMIP (1000 mg/kg)
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X107uL)  (g/dL) (%) (fl) (0g) (/dl)  (X10YuL)  (sec) (sec)
F04003 638 12.0 36.8 57.7 18.8 32.6 102.9 13.4 20.9
F04005 713 13.3 40.3 56.5 18.7 33.0 103.9 11.3 19.5
F04006 762 142 41.0 53.8 18.6 34.6 992 123 17.5
F04008 722 13.6 42.0 58.2 18.8 32.4 115.2 12.4 16.4
F04010 685 13.0 39.1 57.1 19.0 332 138.7 12.4 17.3
Number of males 5 5 5 5 5 5 5 5 5
Mean 704 132 39.8 56.7 18.8 332 112.0 12.4 183
SD. 46 0.8 2.0 1.7 0.1 0.9 16.1 0.7 1.8
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X107uL) (%) (%) (%) (%) (%) (%)
F04003 45.7 273 1.1 0.0 22 69.4 7.09
F04005 78.6 20.6 1.0 0.0 52 73.2 6.86
F04006 91.0 23.0 0.7 0.0 32 73.1 6.58
F04008 66.3 184 0.8 0.0 6.0 74.8 7.46
F04010 63.2 18.1 0.8 0.0 4.4 76.7 7.97
Number of males 5 5 5 5 5 5 5
Mean 69.0 ** 215 * 0.9 0.0 42 734 * 7.19
S.D. 17.0 3.8 0.2 0.0 1.5 2.7 0.54

Significantly different from the control group (*: P<0.05 , **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 26-2-1. Hematological findings of female rats at the end of the dosing period, satellite group

Corn oil (control)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X107pl)  (g/dL) (%) (fL) (pg) (gdl)  (X10%p1) (sec) (sec)
F05001 819 14.1 414 50.5 17.2 34.1 94.8 11.7 16.3
F05002 715 13.8 415 58.0 19.3 333 99.9 11.7 17.6
F05003 769 143 409 532 18.6 35.0 98.6 10.8 18.1
F05004 888 15.8 46.1 51.9 17.8 343 102.2 123 225
F05005 746 13.9 415 55.6 18.6 33.5 95.6 10.8 15.8
Number of females 5 5 5 5 5 5 5 5 5
Mean 787 144 423 53.8 183 34.0 98.2 11.5 18.1
S.D. 68 0.8 2.1 3.0 0.8 0.7 3.1 0.7 2.7
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%ul) (%) %) (%) (%) (%) %)
F05001 71.7 31.5 1.7 0.0 2.6 64.2 2.13
F05002 64.6 8.6 14 0.0 22 87.8 322
F05003 432 9.3 1.6 0.0 23 86.8 227
F05004 48.6 9.0 12 0.0 19 87.9 228
F05005 43.1 15.1 1.4 0.0 2.8 80.7 3.01
Number of females 5 5 5 5 5 5 5
Mean 542 14.7 15 0.0 24 81.5 2.58
SD. 13.1 9.8 0.2 0.0 0.4 10.1 0.50
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP (1000 mg/kg)
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10%pL) (g/dL) (%) (fL) (pg) (g/dL) (X10%pL) (sec) (sec)
F06001 844 15.8 46.1 54.6 18.7 343 91.0 115 223
F06002 811 14.7 42.7 52.7 18.1 34.4 101.9 11.7 15.8
F06003 826 153 449 54.4 185 34.1 123.0 10.7 17.6
F06004 798 14.5 416 52.1 _ 182 34.9 107.0 11.6 18.4
F06005 758 142 415 54.7 18.7 34.2 88.8 113 15.0
Number of females 5 5 5 5 5 5 5 5 5
Mean 807 149 434 53.7 18.4 34.4 102.3 114 17.8
S.D. 33 0.6 2.1 1.2 0.3 0.3 13.8 0.4 2.8
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X107 uL) (%) (%) (%) (%) (%) (%)
F06001 56.7 7.8 0.5 0.0 3.9 87.8 3.44
F06002 43.0 11.0 0.7 0.0 2.3 86.0 3.32
F06003 63.8 11.7 1.1 0.0 2.7 84.5 3.51
F06004 35.8 12.0 0.8 0.0 1.4 85.8 2.88
F06005 66.9 18.0 13 0.0 2.5 78.2 2.39
Number of females 5 5 5 5 5 5 5
Mean 53.2 12.1 0.9 ** 0.0 2.6 84.5 3.11
S.D. 13.4 3.7 0.3 0.0 0.9 3.7 0.47

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 26-3-1. Hematological findings of female rats at the end of the recovery period

Corn oil (control)

Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X107ul)  (g/dL) (%) (fL) (pg) (gdl)  (X10%pL)  (sec) (sec)
F05006 792 14.8 43.8 55.3 18.7 33.8 97.0 11.0 17.4
F05007 871 15.1 41.7 479 17.3 362 108.4 10.6 18.0
F05008 802 15.5 44.7 55.7 193 347 99.5 12.4 17.8
F05009 873 15.5 437 50.1 17.8 355 101.4 11.7 18.8
F05010 803 14.1 39.3 48.9 17.6 359 122.3 12.3 18.1
Number of females 5 5 5 5 5 5 5 5 5
Mean 828 15.0 42.6 51.6 18.1 352 105.7 11.6 18.0
S.D. 40 0.6 22 3.7 0.8 1.0 10.2 0.8 0.5
Female No. WBC NEUT EOSI BASO MONOC LYMPH RET
(X10% uL) (%) (%) (%) (%) (%) (%)

F05006 96.6 10.1 1.6 0.0 32 85.1 3.05

F05007 101.4 75 14 0.0 3.2 87.9 2.03

F05008 66.8 26.5 1.3 0.0 6.3 65.9 2.81

F05009 70.0 102 1.7 0.0 3.0 85.1 2.61

F05010 50.7 19.1 1.6 0.0 43 75.0 234

Number of females 5 5 5 5 5 5 5

Mean 77.1 14.7 15 0.0 4.0 79.8 2.57

S.D. 214 7.9 02 0.0 14 9.2 0.40
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HEAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 26-3-2. Hematological findings of female rats at the end of the recovery period

DMIP (1000 mg/kg)
Female No. RBC HGB HCT MCV MCH MCHC PLT PT APTT
(X10Yul)  (g/dL) (%) (L) (pg) (g/dly  (X10%uL) (sec) (sec)
F06006 872 15.7 43.6 50.0 18.0 36.0 129.0 10.9 17.9
F06007 791 14.5 41.1 52.0 18.3 35.3 121.7 10.8 17.3
F06008 788 148 42 4 53.8 18.8 349 100.2 11.0 19.1
F06009 812 154 43.6 53.7 19.0 35.3 105.8 11.4 18.4
F06010 811 15.2 425 52.4 18.7 35.8 97.5 11.7 18.1
Number of females 5 5 5 5 5 5 5 5 5
Mean 815 15.1 42.6 52.4 18.6 35.5 110.8 11.2 182
SD. 34 0.5 1.0 15 0.4 0.4 13.8 0.4 0.7
Female No. WBC NEUT EOSI BASO MONO LYMPH RET
(X10%pL) (%) (%) (%) (%) ) (%)
F06006 92.4 3.6 2.4 0.1 2.8 91.1 1.80
F06007 68.9 12.8 23 0.0 3.6 81.3 3.02
F06008 59.2 12.1 1.0 0.0 2.9 84.0 3.19
F06009 38.4 8.3 2.6 0.0 26 86.5 223
F06010 53.3 7.9 1.1 0.0 3.6 87.4 227
Number of females 5 5 5 5 5 5 5
Mean 62.4 8.9 1.9 0.0 3.1 86.1 2.50
SD. 20.1 3.7 0.8 0.0 0.5 3.7 0.58

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Corn oil (control)

Male No. Total Albumin A/G Glucose Total Tri- Phospholipid ~ AST ALT v -GTP LDH Bile acid
protein cholesterol  glyceride
@dl)  (gfdL) (mgdl)  (mg/dl) (mgdl) (mgdl)  (UL) (UL) (UL) (UL)  (umoliL)
M01001 59 3.8 1.81 138 47 42 76 60 30 0 62 353
MO01002 5.5 3.7 2.06 167 63 39 94 50 23 0 84 18.2
M01003 5.5 35 1.75 163 44 82 72 55 25 0 63 39
MO01004 5.5 3.7 2.06 137 58 45 84 55 22 0 357 11.3
MO01005 5.6 . 38 2,11 157 55 76 91 54 22 0 226 137
Number of males 5 S 5 5 5 5 5 5 5 5 5 5
Mean 5.6 3.7 1.96 152 53 57 83 55 24 0 158 16.5
S.D. 0.2 0.1 0.17 14 8 20 9 4 3 0 130 11.7
Male No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl
nitrogen bilirubin phosphorus

(mg/dL) (mg/dL) (mg/dL) UL (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)

MO01001 13 0.5 0.10 440 5.8 9.7 145.0 3.76 107.3
M01002 13 0.5 0.05 315 7.1 9.9 145.2 373 107.8
MO01003 13 0.4 0.03 509 6.5 9.7 143.6 3.99 107.7
M01004 12 04 0.05 341 59 10.0 1443 3.64 107.8
MO01005 13 0.6 0.07 338 6.5 9.9 145.1 3.82 107.6
Number of males 5 5 5 S 5 5 5 5 5
Mean 13 0.5 0.06 389 6.4 9.8 144.6 3.79 107.6
S.D. 0 0.1 0.03 83 0.5 0.1 0.7 0.13 0.2
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REREF R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 27-1-2. Biochemical findings of male rats at the end of the dosing period

DMIP (62.5 mg/kg)
Male No. Total Albumin AIG Glucose Total Tri- Phospholipid  AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (g/dL) (mg/dl)  (mg/dL)  (mg/dl)  (mg/dL) (UL) (U/L) (UL) (UL) (u mol/L)

M02001 6.1 3.8 1.65 161 65 76 100 57 26 0 72 6.6
M02002 6.0 4.0 2.00 151 70 64 100 62 33 0 197 8.4
M02003 5.6 3.7 1.95 172 80 86 110 75 31 0 144 12.9
M02004 55 36 1.89 150 74 63 102 53 29 0 91 53
M02005 55 34 1.62 146 57 43 76 60 28 0 60 13.1
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.7 37 1.82 156 69 * 66 98 61 29 0 113 9.3
S.D. 0.3 0.2 0.18 11 9 16 13 8 3 0 57 3.6
Male No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dL) (mg/dL) (mg/dL) (U/L) (mg/dL) (mg/dL) (mEq/L) (mEq/L) (mEq/L)
M02001 13 05 0.06 418 6.5 10.1 1433 4.11 105.0
M02002 15 0.5 0.07 - 334 5.6 10.5 1446 3.51 107.0
M02003 11 0.5 0.05 409 6.2 10.0 1438 3.98 107.8
MO02004 13 0.4 0.05 455 6.1 9.7 1436 3.84 106.5
MO02005 12 0.5 0.05 272 6.0 10.1 1438 4.10 106.7
Number of males 5 5 5 5 5 5 5 5 5
Mean 13 0.5 0.06 378 o 6.1 10.1 143.8 391 106.6
S.D. 2 0.0 0.01 74 0.3 0.3 0.5 0.25 1.0

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HBRE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 27-1-3. Biochemical findings of male rats at the end of the dosing period

DMIP (250 mg/kg)
Male No. Total Albumin AIG Glucose Total Tri-  Phospholipid  AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (g/dL) (mg/dL)  (mg/dl)  (mg/dl)  (mg/dL) (UL) (UL) (UL) (UL) (# mol/L)
M03001 6.0 4.0 2.00 170 60 62 91 57 30 0 118 19.0
M03002 4.9 33 2.06 158 67 49 83 52 24 0 211 5.4
M03003 55 3.6 1.89 145 72 42 87 51 24 0 86 6.3
M03004 53 36 2.12 165 58 65 87 51 27 0 57 89
MO03005 5.4 35 1.84 179 85 155 127 46 22 0 56 11.3
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.4 3.6 1.98 163 68 * 75 95 51 25 0 106 10.2
S.D. 04 0.3 0.12 13 11 46 18 4 3 0 64 5.4
Male No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dl)  (mg/dL) (UL (mg/dL)  (mg/dl)  (mEq/L)  (mEqL)  (mEq/L)

M03001 11 05 *0.08 444 6.8 9.9 1433 417 105.0
M03002 11 0.4 0.05 251 6.3 9.3 146.6 3.72 108.0
MO03003 12 0.5 0.05 372 53 9.5 1449 3.81 108.4
MO03004 11 04 0.05 390 6.4 9.7 145.4 3.81 108.3
MO03005 12 04 0.05 431 6.3 10.0 143.6 3.81 105.9
Number of males 5 5 5 5 5 5 5 5 5
Mean 11 04 0.06 378 6.2 9.7 1448 3.86 107.1
S.D. 1 0.1 0.01 77 0.6 0.3 1.4 0.18 1.6

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 27-1-4. Biochemical findings of male rats at the end of the dosing period

DMIP (1000 mg/kg)
Male No. Total Albumin AIG Glucose Total Tri- Phospholipid =~ AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (g/dL) (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL) (UL) (UL) (UL) (UL) (¢ mol/L)

M04001 5.7 37 1.85 182 63 98 102 69 26 0 91 11.6
M04002 5.8 37 1.76 159 52 81 96 57 27 0 60 182
M04003 5.9 37 1.68 168 69 57 100 51 24 0 184 11.4
M04004 54 37 2.18 172 58 91 95 63 31 0 141 48.1
MO04005 53 35 1.94 154 63 32 93 56 30 0 44 7.5
Number of males 5 5 5 5 S 5 5 5 5 5 5 5
Mean 5.6 3.7 1.88 167 61 72 97 59 28 0 104 194
S.D. 0.3 0.1 0.19 11 6 27 4 7 3 0 58 16.5
Male No. Blood urea Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dl)  (mg/dL) (UL (mg/dl)  (mg/dl)  (mEqL)  (mEq/L)  (mEq/L)

MO04001 11 0.5 0.06 385 6.7 9.8 144.6 3.73 106.8
MO04002 10 0.5 0.05 540 7.0 9.8 1443 4.20 105.5
M04003 11 0.5 0.06 305 54 9.9 144.9 3.61 105.8
M04004 13 0.4 0.09 487 6.3 9.7 143.6 3.70 105.6
MO04005 11 04 0.06 293 6.4 9.5 145.2 3.79 107.3
Number of males 5 5 5 5 5 5 5 5 5
Mean 11 0.5 0.06 402 6.4 9.7 1445 3.81 106.2
S.D. 1 0.1 0.02 109 0.6 0.2 0.6 0.23 0.8

Significantly different from the control group (*: P<0.05, **: P<0.01).
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REAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 27-2-1. Biochemical findings of male rats at the end of the recovery period

Corn oil (control)

Male No. Total Albumin AIG Glucose Total Tri- Phospholipid ~ AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (g/dL) (mg/dl)  (mg/dl)  (mg/dL)  (mg/dL) (L) (U/L) (UL) (UL) (u mol/L)
M01009 5.6 32 1.33 209 - 74 42 103 71 27 0 135 959
MO01010 6.2 38 1.58 141 64 36 90 67 30 0 161 10.9
MO01011 5.8 3.6 1.64 132 62 36 92 63 24 1 66 57.4
M01012 6.1 35 1.35 129 55 33 80 52 25 0 55 8.2
M01013 6.7 4.0 1.48 157 76 111 115 62 27 0 147 7.1
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.1 36 1.48 154 66 52 96 63 27 0 113 35.9
S.D. 0.4 0.3 0.14 33 9 33 13 7 2 0 49 39.6
Male No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dl)  (mg/dL) umw (mg/dl)  (mg/dl)  (mEq/L) (mEg/L) (mEg/L)

MO01009 11 0.6 0.05 313 7.4 9.0 145.3 4.52 109.0
MO01010 15 0.5 0.06 290 6.0 9.5 144.4 3.86 106.7
MO01011 14 0.5 0.05 286 5.7 92 145.8 3.47 108.4
MO01012 15 0.5 0.04 276 55 9.1 144.7 3.46 107.9
MO01013 13 0.5 0.04 250 5.1 9.9 1445 3.60 106.6
Number of males 5 5 5 5 5 5 5 5 5
Mean 14 0.5 0.05 283 59 9.3 144.9 3.78 107.7
S.D. 2 0.0 0.01 23 0.9 0.4 0.6 0.44 1.1
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP (1000 mg/kg)
Male No. Total Albumin AIG Glucose Total Tri-  Phospholipid  AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (g/dL) (mg/dL)  (mg/dL)  (mg/dL)  (mg/dL) (UL) (UL) (UL) (UL) (x mol/L)

M04009 6.3 38 1.52 142 54 54 80 55 24 0 72 7.0
M04010 6.0 3.6 1.50 138 50 22 70 57 29 0 64 12.3
M04011 5.8 36 1.64 132 40 47 70 55 28 0 46 16.6
M04012 6.0 36 1.50 136 31 23 55 62 28 0 76 273
M04013 5.7 34 1.48 139 56 31 83 70 29 2’ 163 11.8
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.0 3.6 1.53 137 46 * 35 72 * 60 28 0 84 15.0
SD. 0.2 0.1 0.06 4 11 14 11 6 2 1 46 7.7
Male No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dL)  (mg/dl)  (mg/dl) (U/L) (mg/dl)  (mg/dL)  (mEq/L)  (mEq/L)  (mEqL)
M04009 11 0.5 0.05 276 5.4 9.7 143.1 421 104.9
M04010 15 0.6 0.06 264 6.3 9.4 144.5 3.90 106.5
M04011 16 0.5 0.04 316 5.7 9.2 143.0 3.89 106.0
M04012 12 0.5 0.05 356 58 9.4 1447 3.70 107.4
M04013 15 0.5 0.03 196 6.1 9.4 1443 3.76 108.9
Number of males 5 5 5 5 5 5 5 5 5
Mean 14 0.5 0.05 282 5.9 9.4 143.9 3.89 106.7
SD. 2 0.0 0.01 60 0.4 0.2 0.8 0.20 1.5

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEAFE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Corn oil (control)

Female No. Total Albumin A/G Glucose Total Tri- Phospholipid ~ AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (g/dL) (mg/dL) (mg/dL)  (mg/dL) (mg/dL) (U/L) (UL) (UL) (UL) (u mol/L)
F01003 5.8 39 2.05 105 64 23 105 256 70 0 75 8.6
F01004 5.8 39 2.05 126 56 27 97 149 51 0 93 58
F01006 5.8 3.9 2.05 106 67 30 111 87 43 0 41 17.7
F01007 5.5 3.7 2.06 119 64 33 100 157 51 0 70 6.5
F01010 53 34 1.79 116 62 26 98 198 52 1 109 8.8
Number of males 5 5 5 5 5 S 5 5 5 5 5 S
Mean 5.6 38 2.00 114 63 28 102 169 53 0 78 9.5
S.D. 0.2 0.2 0.12 9 4 4 6 63 10 0 26 4.8
Female No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dl)  (mg/dL) (UL) (mg/dl)  (mg/dl)  (mEq/L) (mEg/L)  (mEq/L)

F01003 15 0.5 0.07 183 6.0 10.2 1422 3.65 108.2
F01004 14 0.5 0.05 163 6.2 10.2 143.0 3.62 108.7
F01006 13 0.4 0.04 168 6.5 9.8 139.8 441 106.7
F01007 13 0.5 0.06 216 6.3 93 141.7 3.19 103.9
F01010 7 04 0.04 157 53 9.6 143.1 321 109.5
Number of males 5 5 5 5 5 S 5 5 5
Mean 12 0.5 0.05 177 6.1 9.8 142.0 3.62 107.4
S.D. 3 0.1 0.01 24 0.5 04 1.3 0.49 22
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HERE 5 :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 28-1-2. Biochemical findings of female rats at the end of the dosing period

DMIP (62.5 mg/kg)
Female No. Total Albumin A/G Glucose Total Tri- Phospholipid ~ AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (g/dL) (mg/dL) (mg/dL)  (mg/dL) (mg/dL) (UL) (UL) (UL) (U/L) (u mol/L)
F02001 5.5 3.7 2.06 125 67 34 106 217 55 1 99 13.2
F02003 5.7 4.0 2.35 129 58 31 96 87 50 t 71 8.7
F02008 6.3 42 2.00 145 71 38 123 191 76 0 79 13.6
F02009 5.9 40 2.11 130 66 36 99 105 42 0 231 14.8
F02010 5.8 4.1 241 123 42 85 97 78 36 0 219 12.0
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.8 4.0 2.19 130 * 61 45 104 136 52 0 140 12.5
S.D. 0.3 0.2 0.18 9 12 23 11 64 15 1 79 23
Female No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dl)  (mg/dL) (U/L) (mg/dl)  (mg/dl)  (mEq/L) (mEq/lL)  (mEq/l)

F02001 13 0.6 0.07 156 6.7 9.6 140.4 3.66 104.3
F02003 13 0.5 0.04 345 58 10.0 141.0 332 108.9
F02008 15 0.5 0.07 165 6.8 103 1414 3.82 107.3
F02009 12 0.5 0.07 297 6.0 10.0 145.4 3.64 110.4
F02010 13 0.4 0.07 153 6.9 102 143.1 3.20 107.4
Number of males 5 5 5 5 5 5 5 5 5
Mean 13 0.5 0.06 223 6.4 10.0 142.3 353 107.7
S.D. 1 0.1 0.01 91 0.5 03 2.0 0.26 2.3

Significantly different from the control group (*: P<0.05, **; P<0.01).
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HB®RE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 28-1-3. Biochemical findings of female rats at the end of the dosing period

DMIP (250 mg/kg)
Female No. Total Albumin A/G Glucose Total Tri- Phospholipid ~ AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(@d) (gL (mg/dl)  (mg/dl) (mg/dl)  (mgdl)  (UL) (UL) (UL) (UL)  (umolL)
F03001 6.1 3.9 1.77 129 61 53 109 85 52 0 49 10.7
F03002 5.7 3.8 2.00 118 65 32 105 93 52 0 36 83
F03004 5.5 3.8 224 131 64 40 105 84 38 1 64 23.0
F03005 5.7 38 2.00 119 73 22 107 89 39 0 51 93
F03008 59 39 1.95 110 75 28 131 123 68 0 89 12.2
Number of males 5 5 S 5 5 5 5 5 5 5 5 5
Mean 5.8 3.8 1.99 121 68 35 111 95 50 0 58 12.7
S.D. 0.2 0.1 0.17 9 6 12 11 16 12 0 20 5.9
Female No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dL)  (mg/dL) (UL) (mg/dl)  (mg/dl)  (mEq/L)  (mEg/L)  (mEq/L)

F03001 9 04 0.05 148 6.2 10.7 142.0 394 107.9
F03002 5 0.5 0.04 150 5.4 103 142.2 3.74 108.5
F03004 10 0.5 0.09 134 6.2 10.3 1434 3.34 108.4
F03005 9 0.5 0.05 275 6.5 10.1 143.1 3.44 107.8
F03008 19 0.5 0.06 180 7.6 10.4 142.7 3.64 105.7
Number of males 5 5 5 5 5 5 5 5 5
Mean 10 0.5 0.06 177 6.4 10.4 142.7 3.62 107.7
S.D. 5 0.0 0.02 57 0.8 0.2 0.6 0.24 1.1

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HEAE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 28-1-4. Biochemical findings of female rats at the end of the dosing period

DMIP (1000 mg/kg)
Female No. Total Albumin AIG Glucose Total Tri- Phospholipid =~ AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (grdl) (mg/dL) (mg/dL)  (mg/dL) (mg/dL) (U/L) (UL) (U/L) ULy (u mol/L)

F04003 5.8 3.8 1.90 151 48 48 93 96 42 0 86 26.1
F04005 5.6 3.8 2.11 131 61 113 109 67 36 0 44 20.7
F04006 5.6 3.8 2.11 138 66 87 120 105 46 0 176 274
F04008 6.1 4.1 2.05 138 85 56 138 61 38 0 52 21.6
F04010 5.9 3.9 1.95 122 69 50 114 83 38 0 69 12.6
Number of males 5 5 5 5 5 5 5 5 5 5 5 5
Mean 5.8 39 2.02 136 ** 66 T1 ** 115 82 40 0 85 21.7 **
S.D. 0.2 0.1 0.10 11 13 28 16 19 4 0 53 5.8
Female No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dl)  (mg/dL) (UL) (mg/dl)  (mg/dl)  (mEq/L)  (mEq/L)  (mEq/L)

F04003 23 0.6 0.04 133 9.3 11.2 1433 5.66 106.1
F04005 13 0.5 0.06 138 7.0 10.5 140.0 413 103.3
F04006 12 0.5 0.09 165 6.1 9.8 142.5 4,01 107.4
F04008 14 0.5 0.06 233 6.4 104 141.8 3.69 105.3
F04010 10 0.4 0.05 175 57 10.4 143.8 349 108.9
Number of males 5 5 5 5 5 5 5 5 5
Mean 14 0.5 0.06 169 6.9 105 * 1423 4.20 106.2
S.D. 5 0.1 0.02 40 1.4 0.5 1.5 0.86 2.1

Significantly different from the control group (*: P<0.05, **: P<0.01).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 28-2-1. Biochemical findings of female rats at the end of the dosing period, satellite group

Corn oil (control) _
Female No. Total Albumin A/G Glucose Total Tri- Phospholipid ~ AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

@dl)  (gdL) (mgdl) (mgdl) (mg/dl)  (mg/dl)  (UL) (UL) (UL) (UL)  (umoliL)
F05001 59 4.1 2.28 129 53 10 92 56 20 0 61 73
F05002 6.1 4.1 2.05 122 80 15 127 48 19 0 77 8.5
F05003 6.5 44 2.10 127 81 16 122 56 24 0 125 12.9
F05004 57 4.0 2.35 126 64 14 108 73 18 0 74 25.4
F05005 6.1 42 2.21 140 61 12 105 64 21 0 126 8.0
Number of females 5 5 5 5 S 5 5 5 5 5 5 5
Mean 6.1 42 2.20 129 68 13 111 59 20 0 93 124
S.D. 0.3 0.2 0.12 7 12 2 14 9 2 0 31 7.6
Female No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Ci

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dl)  (mg/dl) (UL) (mg/dl)  (mg/dl)  (mEq/L) (mEg/L) (mEql)

F05001 16 0.7 0.05 188 54 10.0 142.9 3.78 107.8
F05002 15 0.6 0.07 170 5.1 10.2 1434 3.26 107.8
F05003 17 0.7 0.06 129 42 9.8 144.0 329 110.1
F05004 18 0.6 0.07 179 3.6 9.2 144.9 3.44 108.1
F05005 15 0.6 0.06 191 39 9.9 1439 3.50 109.8
Number of females 5 5 5 5 5 5 5 5 5
Mean 16 0.6 0.06 171 4.4 9.8 143.8 3.45 108.7
S.D. 1 0.1 0.01 25 0.8 04 0.7 0.21 1.1
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REBFE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

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

DMIP (1000 mg/kg)
Female No. Total Albumin AIG Glucose Total Tri-  Phospholipid  AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (g/dL) (mg/dl)  (mg/dL)  (mg/dl)  (mg/dL) (UL) (U/L) (UL) (UL) (u molll)
F06001 6.4 4.5 237 162 59 30 101 53 19 0 75 8.7
F06002 5.2 3.6 225 150 92 32 137 48 20 0 66 6.1
F06003 6.6 4.6 2.30 175 92 31 138 47 20 2 44 9.0
F06004 6.6 4.6 2.30 175 78 55 143 49 17 0 122 227
FO6005 5.8 4.1 2.41 132 62 16 107 59 22 0 105 11.6
Number of females 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.1 43 2.33 159 * 77 33 * 125 51 20 0 82 11.6
S.D. 0.6 04 0.06 18 16 14 20 5 2 1 31 6.5
Female No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dl)  (mg/dl) (U/L) (mg/dl)  (mg/dL)  (mEq/L)  (mEg/L)  (mEq/L)

F06001 15 0.7 0.05 185 6.0 10.2 143.8 3.71 106.4
F06002 15 0.7 0.06 147 54 94 1455 3.50 108.0
F06003 15 0.6 0.06 148 58 10.2 1439 343 106.6
F06004 14 0.6 0.06 173 39 10.0 1424 3.61 106.7
F06005 15 0.6 0.06 213 6.2 9.7 144.0 3.74 107.5
Number of females 5 5 5 5 5 5 5 5 5
Mean 15 0.6 0.06 173 5.5 9.9 143.9 3.60 107.0 *
S.D. 0 0.1 0.00 28 0.9 0.3 1.1 0.13 0.7

Significantly different from the control group (*; P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 28-3-1. Biochemical findings of female rats at the end of the recovery period

Corn oil (control)

Female No. Total Albumin A/G Glucose Total Tri-  Phospholipid  AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (g/dL) (mg/dl)  (mg/dl)  (mg/dl)  (mg/dL) (um) (UL) (UL) (UL) (» mol/L)
F05006 6.3 4.0 1.74 149 75 21 101 58 20 1 45 45.8
F05007 6.3 4.1 1.86 119 74 18 110 107 44 0 165 30.2
F05008 6.1 38 1.65 114 71 18 103 79 54 0 68 10.2
F05009 5.6 35 1.67 108 45 17 78 56 19 1 37 112
F05010 6.2 38 1.58 118 63 11 100 54 22 0 49 7.7
Number of females 5 S S 5 5 5 5 5 5 5 S 5
Mean 6.1 3.8 1.70 122 66 17 98 71 32 0 73 21.0
S.D. 0.3 0.2 0.11 16 12 4 12 23 16 1 53 16.5
Female No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dl)  (mg/dL) (UL) (mg/dl)  (mg/dl) (mEq/L)  (mEg/lL)  (mEql)

F05006 13 0.6 0.08 142 6.4 9.6 140.8 4.13 104.6
F05007 15 0.6 0.10 217 5.6 95 141.4 3.86 105.2
F05008 13 0.6 0.07 129 4.2 9.3 145.0 344 108.8
F05009 13 0.5 0.05 193 37 8.8 1445 324 109.8
F05010 13 0.6 0.07 96 35 9.2 144.1 3.56 108.4
Number of females 5 5 5 5 5 5 5 5 5
Mean 13 0.6 0.07 155 47 9.3 1432 3.65 107.4
S.D. 1 0.0 0.02 49 13 0.3 19 0.35 23
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 28-3-2. Biochemical findings of female rats at the end of the recovery period

DMIP (1000 mg/kg)
Female No. Total Albumin A/G Glucose Total Tri- Phospholipid ~ AST ALT v -GTP LDH Bile acid

protein cholesterol  glyceride

(g/dL) (g/dL) (mg/dL)  (mg/dL)  (mg/dl)  (mg/dL) (umw) (L) (UL) (U/L) (x mol/L)

F06006 6.6 42 1.75 134 68 16 103 86 38 0 139 10.2
F06007 6.4 4.1 1.78 124 68 27 116 41 21 0 67 12.4
F06008 6.5 4.4 2.10 129 65 23 116 55 25 0 64 11.8
F06009 6.3 3.8 1.52 119 47 7 81 51 19 0 35 6.6
F06010 6.8 44 1.83 125 83 52 143 50 21 0 115 6.2
Number of females 5 5 5 5 5 5 5 5 5 5 5 5
Mean 6.5 42 1.80 126 66 25 112 57 25 0 84 94
S.D. 0.2 0.2 0.21 6 13 17 23 17 8 0 42 2.9
Female No. Blood urea  Creatinine Total ALP Inorganic Ca Na K Cl

nitrogen bilirubin phosphorus

(mg/dl)  (mg/dl)  (mg/dL) (UL) (mg/dl)  (mg/dl)  (mEqL)  (mEgL)  (mEq/L)

F06006 14 0.6 0.09 97 5.0 99 141.3 4.13 105.2
F06007 18 0.6 0.06 179 53 9.5 142.0 371 105.3
F06008 15 0.6 0.06 145 44 9.5 144.6 3.30 110.9
F06009 20 0.6 0.05 172 4.7 9.1 142.6 3.58 108.1
F06010 15 0.6 0.08 127 46 10.1 143.1 372 1083
Number of females 5 5 5 5 5 5 5 5 5
Mean 16 0.6 0.07 144 4.8 9.6 142.7 3.69 107.6
S.D. 3 0.0 0.02 34 04 04 1.2 0.30 24

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Corn oil {control)
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (1) Kidney Spleen
weight (g) (mg) _(mg/g)  (mp) (mg/g) _(mg) (mg/g) (mg) (mp/g) (mg) (mg/g) (mg) (mg/g) __(mg) (mg/g) {mg) (mg/g)

M01001 498.0 1946.1 3.908 3408 0.684 1408.8 2.829 12537.1 25.175 1435.0 2,882 1467.9 2,948 29029 5.829 666.0 1.337
M01002 525.1 1894.0 3.607 296.6 0.565 1578.5 3.006 15666.9 29.836 16473 3.137 1598.2 3.044 32455 6.181 1025.0 1.952
M01003 5223 1960.9 3.754 3346 0.641 1456.8 2789 15869.6 30.384 1525.4 2921 1553.2 2974 3078.6 5.894 7159 1.371
M01004 545.1 21278 3.904 3133 0.575 15113 2713 14534.1 26.663 1741.9 3.196 1717.6 3.151 3459.5 6.347 758.6 1392
MO01005 489.3 1975.0 4.036 2643 0.540 1286.9 2.630 12625.6 25.803 1347.7 2754 1362.7 2.785 27104 5.539 697.8 1.426
M01006 566.1 21709 3.835 204.8 0.362 1652.8 2.920 19138.2 33.807 18204 3.216 1971.4 3.482 3791.8 6.698 954.1 1.685
MO01007 602.2 1999.9 3.321 293.7 0.488 1480.1 2.458 19251.1 31.968 17273 2.868 1784.1 2.963 35114 5.831 749.4 1.244
M01008 526.2 2081.6 3.956 140.0 0.266 1376.8 2.616 134848 25.627 1625.8 3.090 1557.8 2.960 3183.6 6.050 784.6 1.491
Number of males 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mean 534.3 2019.5. 3.790 2735 0.515 1469.0 2,753 15388.4 28.658 1608.9 3.008 1626.6 3.038 32355 6.046 793.9 1.487
S.D. 36.6 96.7 0.230 69.1 0.140 115.3 0.177 2656.7 3.279 162.0 0.173 191.9 0.206 3484 0.360 127.7 0.228
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 29-1-1(continued). Organ weights of male rats at the end of the dosing period
Corn oil (control)

Male No. Testis(R) Testis (L) Testis Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles
(mg) (mg/g) (my m m, m m, (mg/g) (mg) _(mp/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
MO01001 1589.1 3.191 1561.1 3.135 3150.2 6.326 626.2 1.257 5943 1.193 1220.5 2.451 491.9 0.988 17133 3.440
M01002 1747.1 3.327 1760.7 3.353 3507.8 6.680 698.3 1.330 716.7 1.365 1415.0 2.695 558.2 1.063 1860.6 3.543
MO01003 1627.1 3.115 1657.9 3.174 3285.0 6.289 639.8 1225 6443 1.234 1284.1 2.459 637.1 1.220 1470.8 2816
Mo1004 1828.6 3.355 1819.2 3.337 3647.8 6.692 676.5 1.241 680.8 1.249 1357.3 2.490 720.7 1322 1646.5 3.021
MO01005 1659.1 3391 1629.1 3.329 3288.2 6.720 576.2 1178 580.1 1.186 1156.3 2.363 880.5 1.800 1720.2 3516
MO01006 1895.6 3.349 2052.1 3.625 3947.7 6.974 746.5 1.319 7584 1.340 1504.9 2.658 4503 0.795 2130.5 3.763
Mo1007 1659.8 2.756 1676.2 2.783 3336.0 5.540 599.4 0.995 554.4 0.921 11538 1.916 579.4 0.962 2000.6 3322
M01008 1672.6 3.179 1740.2 3.307 34128 6.486 638.8 1.214 654.9 1.245 1293.7 2.459 501.9 0.954 1549.2 2,944
Number of males 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mean 1709.9 3.208 1737.1 3.255 3446.9 6.463 650.2 1.220 648.0 1217 1298.2 2436 602.5 1.138 1761.5 3.296
S.D. 105.5 0.208 150.8 0.241 252.9 0.436 55.0 0.104 70.0 0.135 123.7 0.238 141.7 0314 223.6 0.334
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 29-1-2. Organ weights of male rats at the end of the dosing period

DMIP 62.5 m
Male No. Body Brain Thymus Heart Liver Kidney (R} Kidney (L) Kidney Spleen

weight (g) (mg) (mg/g) {mg) (mg/g) (mp) (mg/g) (mg) (mg/g) (mg) (mp/g) (mp) (mpg/g) (mg) (mg/g) (mg) (mp/g)

M02001 513.3 2008.1 3912 3585 0.698 1369.5 2,668 13621.8 26.538 1590.7 3.099 1578.3 3.075 3169.0 6.174 750.2 1.462
MO02002 501.7 1940.4 3.868 294.7 0.587 15253 3.040 133623 26.634 1404.9 2.800 1376.7 2.744 2781.6 5.544 929.8 1.853
M02003 533.4 21218 3.978 3108 0.583 1512.7 2.836 14915.4 27.963 17953 3.366 1707.0 3.200 3502.3 6.566 903.2 1.693
M02004 558.8 2173.2 3.889 290.7 0.520 1775.7 3.178 15376.4 27.517 1687.3 3.020 1693.9 3.031 33812 6.051 1023.4 1.831
M02005 557.9 2096.1 3.757 265.9 0.477 1478.9 2,651 14767.3 26.469 1409.2 2.526 1462.9 2,622 2872.1 5.148 808.5 1.449
MO02006 526.6 2092.8 3.974 407.2 0.773 1468.1 2.788 13459.4 25.559 1845.0 3.504 1827.0 3.469 3672.0 6.973 786.7 1.494
M02007 555.2 2035.7 3.667 250.8 0.452 1460.1 2.630 15863.0 28,572 1466.2 2.641 15443 2.782 3010.5 5.422 769.6 1.386
M02008 520.5 1957.8 3.761 344.6 0.662 1434.2 2.755 14588.6 28.028 1486.1 2.855 1559.8 2,997 3045.9 5.852 918.4 1.764
M02009 546.5 1951.1 3.570 235.7 0431 1713.0 3.134 18029.1 32,990 1887.9 3.455 1887.4 3.454 37753 6.908 882.5 1.615
M02010 552.9 2005.7 3.628 354.1 0.640 1639.5 2,965 15733.5 28.456 1634.6 2.956 1715.7 3.103 3350.3 6.060 862.7 1.560
M02011 507.3 1933.6 3.812 363.9 0.717 1342.7 2.647 14808.8 29191 1641.4 3.236 1569.4 3.094 3210.8 6.329 814.6 1.606
M02012 515.4 1984.6 3.851 297.2 0.577 1294.8 2,512 11307.9 21.940 1354.7 2.628 1443.2 2.800 27979 5.429 1089.6 2.114
M02013 486.7 2084.6 4.283 242.0 0.497 1360.4 2.795 11787.6 24.219 1522.6 3.128 1498.7 3.079 3021.3 6.208 834.7 1.715
Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 5289 2029.7 3.842 308.9 0.586 1490.4 2.815 14432.4 27.237 15943 3.016 1604.9 3.035 3199.2 6.051 874.9 1.657

S.D. 238 71.5 0.183 534 0.108 144.7 0.207 1769.8 2.627 173.9 0.320 152.0 0.255 321.1 0.567 99.2 0.202
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 29-1-2(continued). Organ weights of male rats at the end of the dosing period

DMIP 62.5 mg/kg

Male No. Testis (R) Testis (L) Testis Epididymis (R) Epididymis (1) Epididymides Prostate, ventral Seminal vesicles
(mg) (mg/g) (mg) _(mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg)  (mgfg) (mg) (mg/g) __(mg) (mg/g)
M02001 1553.0 3.026 1593.5 3.104 3146.5 6.130 615.9 1.200 600.9 1.171 1216.8 2.371 790.8 1.541 1495.9 2914
M02002 1632.8 3.255 1639.1 3.267 32719 6.522 634.1 1.264 599.2 1.194 1233.3 2.458 762.1 1519 1921.9 3.831
MO02003 1604.9 3.009 1626.1 3.049 3231.0 6.057 691.6 1.297 726.9 1.363 1418.5 2.659 870.4 1.632 2362.5 4.429
M02004 1839.2 3.201 1760.0 3.150 3599.2 6.441 661.8 1.184 661.7 1.184 1323.5 2.368 495.6 0.887 1265.6 2.265
M02005 1869.6 3.351 1852.5 3.320 3722.1 6.672 750.8 1.346 691.5 1.239 14423 2.585 723.3 1.296 15239 2.731
M02006 1843.5 3.501 1837.8 3.490 3681.3 6.991 7122 1352 750.0 1.424 1462.2 2777 858.6 1.630 2082.2 3.954
M02007 1628.1 2932 1660.0 2,990 3288.1 5.922 598.8 1.079 633.0 1.140 1231.8 2219 615.5 1.109 1659.5 2.989
M02008 1249.1 2.400 1339.0 2.573 2588.1 4972 521.9 1.003 552.5 1.061 1074.4 2.064 818.0 1.572 13029 2.503
M02009 1594.8 2918 1505.5 2.755 3100.3 5.673 577.6 1.057 5583 1.022 1135.9 2.078 852.4 1.560 1613.2 2.952
M02010 1590.8 2877 1598.4 2.891 3189.2 5.768 603.8 1.092 577.2 1.044 1181.0 2.136 672.7 1.217 1871.6 3385
MO02011 1622.5 3.198 1655.6 3.264 3278.1 6.462 606.5 1.196 609.9 1.202 1216.4 2398 590.9 1.165 1880.9 3.708
M02012 1581.0 3.068 1649.5 3.200 3230.5 6.268 622.0 1.207 640.5 1.243 1262.5 2.450 662.2 1.285 1688.9 3277
MO02013 1469.3 3.019 1521.2 3.126 2990.5 6.144 560.7 1.152 557.8 1.146 1118.5 2.298 610.9 1.255 1532.8 3.149
Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 1621.4 3.065 1633.7 3.091 3255.1 6.156 627.5 1.187 627.6 1,187 1255.2 2374 717.2 1359 1707.8 3.237
S.D. 165.5 0.274 137.2 0.245 299.5 0.511 63.1 0.109 64.5 0.116 1239 0218 119.4 0.234 309.8 0614
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN KW KW KW AN KW AN AN AN AN AN AN AN AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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- Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 29-1-3. Organ weights of male rats at the end of the dosing period

DMIP 250 mg/kp

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (I} Kidney Spleen
weight (g) (mg) (mg/g) (mg) (mg/p) (mg) (mg/g) (mg) (mg/s) (mg) (mg/p) (mg) (mp/g) _(mg) (mg/g) (mg) {mg/g)
M03001 476.1 2098.3 4.407 2315 0.486 1458.2 3.063 12135.5 25.489 1527.1 3.208 1600.0 3.361 3127.1 6.568 625.9 1315
M03002 523.4 2058.1 3.932 310.8 0.594 15341 2.931 15547.8 29,705 1583.5 3.025 1674.8 3.200 32583 6.225 901.5 1.722
MO03003 517.2 20732 4.009 226.0 0437 1566.1 3.028 132609 25.640 1624.3 3.141 1671.4 3.232 3295.7 6.372 790.0 1.527
M03004 508.9 1848.9 3.633 256.7 0.504 1606.7 3.157 14541.0 28.573 1760.6 3.460 1748.0 3.435 3508.6 6.894 9175 1.803
M03005 5543 1843.8 3.326 370.9 0.669 1705.6 3.077 16360.8 29.516 1665.9 3.005 1632.2 2.945 3298.1 5950 814.1 1.469
M03006 587.6 1981.1 3372 2729 0.464 1709.3 2.909 16617.7 28.281 1675.1 2.851 1733.7 2.950 3408.8 5.801 799.1 1.360
MO03007 488.6 2064.0 4.224 3424 0.701 1321.3 2.704 130533 26.716 1610.1 3.295 1541.6 3.155 31517 6.450 825.1 1.689
M03008 501.1 21272 4.245 262.5 0.524 1511.0 3.015 12150.9 24.248 1749.7 3.492 1617.9 3.229 3367.6 6.720 692.2 1381
M03009 557.8 2313.6 4.148 268.2 0.481 1738.7 3.117 16326.3 29.269 2017.5 3.617 1954.4 3.504 3971.9 7121 1024.6 1.837
M03010 554.9 1990.0 3.586 199.9 0.360 1755.3 3.163 14947.6 26.937 2012.8 3.627 2086.1 3.759 4098.9 7.387 1067.5 1.924
MO03011 546.7 2102.1 3.845 3190 0.584 1404.2 2.569 143773 26.298 1580.1 2.890 1558.3 2.850 31384 5.741 796.3 1.457
M03012 5385 1937.5 3.598 361.9 0.672 1463.9 2.718 12369.5 22.970 1697.2 3.152 1699.7 3.156 3396.9 6.308 1035.9 1.924
M03013 514.5 19824 3.853 436.3 0.848 1608.1 3.126 14234.5 27.667 1478.2 2.873 1470.1 2.857 2948.3 5.730 7293 1417
Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 5284 20323 3.860 296.8 0.563 1567.9 2.967 14301.8 27.024 1690.9 3.203 1691.4 3.203 33823 6.405 847.6 1.602
S.D. 31.6 1244 0.343 67.6 0.132 135.8 0.192 1618.5 2.079 164.9 0.276 167.6 0.268 3259 0.529 1354 0.222
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance {one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 29-1-3(continued). Organ weights of male rats at the end of the dosing period

DMIP 250 mg/kg

Male No. Testis (R) Testis (I.) Testis Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M03001 1628.6 3.421 1601.0 3.363 3229.6 6.783 616.3 1.294 602.1 1.265 12184 2.559 670.6 1.409 2092.5 4395
Mo03002 1760.0 3.363 1827.6 3.492 3587.6 6.854 602.8 1.152 590.4 1.128 1193.2 2.280 7873 1.504 1814.7 3.467
M03003 17221 3.330 17133 3313 34354 6.642 650.9 1.259 656.9 1.270 1307.8 2.529 562.1 1.087 2067.1 3.997
MO03004 1709.6 3.359 1708.1 3.356 3417.7 6.716 640.9 1.259 590.4 1.160 12313 2,420 647.3 1272 1753.2 3.445
M03005 1506.5 2.718 30225 5.453 4529.0 8.171 566.5 1.022 561.7 1.013 1128.2 2.035 416.9 0.752 1806.6 3259
MO03006 1530.6 2.605 1525.0 2.595 3055.6 5.200 569.6 0.969 556.4 0.947 1126.0 1916 7223 1.229 1949.6 3.318
M03007 1875.3 3.838 17979 3.680 3673.2 7518 661.0 1.353 647.0 1324 1308.0 2677 760.4 1.556 1780.6 3.644
MO03008 17292 3.451 1715.9 3.424 3445.1 6.875 616.1 1.229 6243 1.246 12404 2475 479.9 0958 1921.9 3.835
MO03009 1726.3 3.095 1746.3 3.131 3472.6 6.226 636.6 1.141 624.0 1.119 1260.6 2.260 920.7 1.651 23775 4.262
M03010 1239.0 2233 1668.1 3.006 2907.1 5.239 479.3 0.864 726.8 1.310 1206.1 2174 717.0 1.292 1881.4 3391
M03011 1671.7 3.058 1668.5 3.052 33402 6.110 621.4 1.137 583.0 1.066 1204.4 2.203 483.8 0.885 1722.7 3.151
MO03012 14321 2.659 1388.1 2.578 2820.2 5.237 588.6 1.093 591.4 1.098 1180.0 2.191 785.9 1.459 1862.3 3458
M03013 1566.7 3.045 1525.0 2.964 3091.7 6.009 536.6 1.043 515.4 1.002 1052.0 2.045 638.2 1.240 1592.3 3.095
Number of males 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 1622.9 3.090 1762.1 3.339 3385.0 6.429 599.0 1.140 605.4 1.150 1204.3 2.290 661.0 1.253 1894.0 3.594
S.D. 166.7 0.438 397.7 0.715 429.7 0.891 50.9 0.140 52.8 0.124 723 0.229 1444 0.271 199.0 0413
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN Kw KwW Kw AN KwW AN AN AN AN AN AN AN AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 29-1-3(continued). Organ weights of male rats at the end of the dosing period

DMIP 250 mg/kg
Male No. Body Thyroid gland Adrenal gland (R) Adrenal gland (1) Adrenal gland

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M03001 476.1 23.1 0.049 27.7 0.058 28.5 0.060 56.2 0.118
M03002 523.4 20.5 0.039 335 0.064 382 0.073 71.7 0.137
M03003 5172 20.0 0.039 28.8 0.056 337 0.065 62.5 0.121
M03004 508.9 19.2 0.038 255 0.050 26.6 0.052 521 0.102
M03005 554.3 17.6 0.032 20.9 0.038 22.9 0.041 43.8 0.079
MO03006 587.6 28.3 0.048 25.5 0.043 26.6 0.045 52.1 0.089
M03007 488.6 16.4 0.034 30.7 0.063 311 0.064 61.8 0.126
MO03008 501.1 24.5 0.049 30.6 0.061 35.8 0.071 66.4 0.133
M03009 557.8 17.3 0.031 29.7 0.053 30.5 0.055 60.2 0.108
M03010 554.9 28.2 0.051 26.8 0.048 289 0.052 55.7 0.100
MO03011 546.7 213 0.039 345 0.063 345 0.063 69.0 0.126
M03012 538.5 16.8 0.031 28.8 0.053 335 0.062 62.3 0.116
M03013 514.5 27.5 0.053 24.8 0.048 253 0.049 50.1 0.097
Number of males 13 13 13 13 13 13 13 13 13
Mean 528.4 21.6 0.041 28.3 0.054 30.5 0.058 58.8 0.112

S.D. 31.6 4.4 0.008 3.7 0.008 4.5 0.010 8.0 0.018
Significance NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral

Appendix 29-1-4. Organ weights of male rats at the end of the dosing period

HERE B R-11-005

administration in rats

DMIP 1000 mg/kg

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidney Spleen
weight (g) (mg) {m) m, mg/g) (mg) (mg/g) _(mp) (mp/g) (mg) (mp/g) (mg) (mg/g) (mg) (mp/g) {mg) (mg/p)
M04001 550.6 2101.3 3.816 3123 0.567 1435.8 2.608 154152 27.997 1609.0 2.922 1638.9 2.977 3247.9 5.899 763.7 1.387
M04002 498.5 2061.2 4135 2443 0.490 1343.0 2.694 140449 28.174 15399 3.089 14753 2.959 3015.2 6.049 815.4 1.636
M04003 488.9 1988.4 4.067 401.6 0.821 1440.0 2.945 13809.3 28.246 1406.3 2.876 1400.3 2.864 2806.6 5.741 789.6 1.615
MO04004 5412 2066.5 3.818 276.3 0.511 1554.0 2.871 14789.1 27.326 1615.4 2985 1684.5 3.113 3299.9 6.097 771.2 1.425
M04005 473.8 2054.0 4.335 295.4 0.623 13324 2812 11922.0 25.163 1539.7 3.250 1450.8 3.062 2990.5 6.312 875.4 1.848
M04006 552.0 1986.9 3.599 260.7 0.472 1488.8 2.697 16398.7 29.708 1882.3 3.410 1836.1 3.326 37184 6.736 989.4 1.792
Mo4007 521.3 2035.9 3.905 246.0 0472 1580.4 3.032 13800.7 26.474 1641.7 3.149 1581.0 3.033 32227 6.182 895.0 1.717
M04008 456.7 1935.8 4.239 2715 0.594 1285.5 2.815 12290.6 26.912 1557.4 3410 1596.5 3.496 3153.9 6.906 830.5 1.818
Number of males 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mean 5104 2028.8 3.989 288.5 0.569 14325 2.809 14058.8 27.500 1599.0 3.136 1582.9 3.104 3181.9 6.240 841.3 1.655
S.D. 36.3 54.0 0.247 512 0.117 106.6 0.141 1496.2 1.364 1354 0.208 141.5 0.209 2709 0.400 759 0.174
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group,

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 29-1-4(continued). Organ weights of male rats at the end of the dosing period

DMIP 1000 mg/kg
Male No. Testis (R) Testis (L) Testis Epididymis (R) Epididymis (L) Epididymides Prostate, ventral Seminal vesicles

(mg) (me/g) (mg) (mg/g) (mg) (mpg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M04001 1679.2 3.050 1660.7 3.016 33399 6.066 606.5 1.102 595.1 1.081 1201.6 2,182 540.7 0.982 1630.1 2.961
M04002 1636.8 3.283 16394 3.289 32762 6.572 619.0 1.242 607.2 1218 1226.2 2.460 729.2 1.463 1671.5 3.353
M04003 1492.9 3.054 1494.8 3.057 29877 6.111 564.7 1.155 540.6 1.106 11053 2.261 734.9 1.503 1363.8 2,790
M04004 1615.7 2.985 1636.5 3.024 3252.2 6.009 563.0 1.040 546.3 1.009 1109.3 2.050 775.6 1.433 1780.2 3.289
M04005 1588.8 3.353 1590.9 3.358 3179.7 6.711 584.0 1.233 593.4 1.252 1177.4 2.485 534.0 1.127 1722.6 3.636
M04006 1678.2 3.040 1678.4 3.041 3356.6 6.081 605.8 1.097 598.2 1.084 1204.0 2.181 704.8 1277 1665.4 3.017
M04007 1794.7 3.443 1741.6 3.341 35363 6.784 682.4 1.309 657.7 1.262 1340.1 2.571 500.7 0.960 1838.7 3.527
M04008 1548.0 3.390 1479.0 3.238 3027.0 6.628 645.2 1.413 607.9 1.331 1253.1 2.744 637.2 1.395 1893.0 4.145
Number of males 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8 8
Mean 1629.3 3.200 16152 3.171 32445 6.370 608.8 1.199 5933 1.168 1202.1 2.367 644.6 1.268 1695.7 3.340

S.D. 92.1 0.186 90.0 0.150 1794 0.331 40.6 0.124 37.0 0.113 76.4 0.235 106.8 0.218 161.8 0.435
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN Kw Kw Kw AN Kw AN AN AN AN AN AN AN AN AN AN

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

NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 29-1-4(continued). Organ weights of male rats at the end of the dosing period
DMIP 1000 mg/kg

Male No. Body Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M04001 550.6 16.6 0.030 22.6 0.041 254 0.046 48.0 0.087
M04002 498.5 22.1 0.044 35.8 0.072 33.9 0.068 69.7 0.140
M04003 488.9 16.1 0.033 29.9 0.061 30.1 0.062 60.0 0.123
MO04004 541.2 21.0 0.039 254 0.047 30.9 0.057 56.3 0.104
M04005 473.8 19.6 0.041 25.8 0.054 30.1 0.064 55.9 0.118
M04006 552.0 322 0.058 444 0.080 46.8 0.085 91.2 0.165
M04007 521.3 15.5 0.030 30.5 0.059 343 0.066 64.8 0.124
M04008 456.7 19.7 0.043 19.1 0.042 21.0 0.046 40.1 0.088
Number of males 8 8 8 8 8 8 8 8 8
Mean 5104 20.4 0.040 29.2 0.057 31.6 0.062 60.8 0.119

S.D. 36.3 5.4 0.009 8.0 0.014 7.6 0.013 15.4 0.026
Significance NS NS NS NS NS NS NS NS NS
Statistical method AN AN AN AN AN AN AN AN AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
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HEAE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 29-2-1. Organ weights of male rats at the end of the recovery period
Corn oil {control)

Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidney Spleen
weight () (mg) (mp/g) (mg) _(mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mp/g) (mg) (mg/g) (mg) {mp/g) (mg) (mg/g)
M01009 557.7 1881.5 3374 2634 0472 1630.2 2.923 18052.5 32370 2066.6 3.706 2036.3 3.651 4102.9 7.357 772.9 1.386
MO01010 504.2 1986.4 3.940 298.6 0.592 1640.4 3.253 12907.6 25.600 1520.7 3.016 1558.2 3.090 3078.9 6.107 823.1 1.632
Mo01011 502.7 19728 3.924 3013 0,599 14283 2.841 13031.2 25.922 1549.0 3.081 1510.3 3.004 3059.3 6.086 815.4 1.622
M01012 545.5 20425 3.744 274.8 0.504 13453 2.466 14317.8 26.247 1795.4 3.201 1694.8 3.107 34902 6.398 966.6 1.772
M01013 632.1 2049.2 3.242 2155 0.341 1668.9 2.640 20697.9 32.745 1787.3 2.828 1786.2 2.826 35735 5.653 1032.0 1.633
Number of males 5 5 5 5 5 5 S 5 5 5 S S 5 5 5 5 N
Mean 548.4 1986.5 3.645 270.7 0.502 15426 2.825 15801.4 28.577 1743.8 3.184 1717.2 3.136 3461.0 6.320 882.0 1.609
S.D. 52.8 67.6 0.320 34.8 0.105 145.9 0.298 34385 3.643 221.6 0.335 209.3 0.309 428.1 0.638 1112 0.139
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HEAE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 29-2-1(continued). Organ weights of male rats at the end of the recovery period

Corn oil (control)

Male No. Testis (R) Testis (L) Testis Epididymis (R) Epididymis (L) Epididymis Prostate, ventral Seminal vesicles
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) _(mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
M01009 1726.4 3.096 1659.8 2.976 3386.2 6.072 662.9 1.189 636.4 1.141 1299.3 2.330 821.2 1.472 2528.9 4.535
M01010 1588.4 3.150 1557.4 3.089 31458 6.239 661.5 1312 643.9 1.277 13054 2.589 376.1 0.746 1428.6 2.833
MO01011 1545.9 3.075 1508.2 3.000 3054.1 6.075 606.6 1.207 592.7 1.179 1199.3 2.386 481.1 0957 1862.6 3.705
Mo1012 17513 3210 1699.9 3.116 34512 6.327 785.4 1.440 719.5 1.319 1504.9 2.759 752.8 1.380 1540.2 2.823
M01013 1760.5 2.785 1790.6 2.833 3551.1 5.618 711.7 1.126 667.4 1.056 1379.1 2.182 912.1 1.443 2161.0 3.419
Number of males 5 5 5 5 5 5 5 5 5 s 5 5 5 5 5 5
Mean 1674.5 3.063 1643.2 3.003 3317.7 6.066 685.6 1.255 652.0 1.194 1337.6 2.449 668.7 1.200 1904.3 3.463
S.D. 99.9 0.164 112.7 0.112 209.8 0.273 67.0 0.123 46.4 0.106 1133 0.226 2293 0.328 451.8 0.710
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 29-2-1(continued). Organ weights of male rats at the end of the recovery period

Corn oil (control)

Male No. Body Thyroid gland Adrenal gland (R) Adrenal gland (1) Adrenal gland

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mp/g)

M01009 557.7 25.4 0.046 26.7 0.048 294 0.053 56.1 0.101
M01010 504.2 19.2 0.038 18.6 0.037 22.6 0.045 41.2 0.082
M01011 502.7 20.8 0.041 27.3 0.054 26.1 0.052 53.4 0.106
M01012 545.5 15.8 0.029 30.0 0.055 32.0 0.059 62.0 0.114
M01013 632.1 22.1 0.035 30.5 0.048 27.6 0.044 58.1 0.092
Number of males 5 5 5 5 5 5 5 5 5
Mean 548.4 20.7 0.038 266 0.048 275 0.051 54.2 0.099

S.D. 52.8 3.5 0.006 4.8 0.007 3.5 0.006 7.9 0.012
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

DMIP 1000 my
Male No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidney Spleen
weight (g) (mg) (mpfg)  (mg) (mg/g) (mg) (mg/g) (mg) _(mg/g) (mg) (mg/g) _(mg) (mg/g) (mg) (mg/g) __ (mg) (mg/g)

M04009 619.5 2092.7 3.378 3355 0.542 1783.7 2.879 16879.3 27.247 1785.7 2.882 1930.1 3.116 3715.8 5.998 826.3 1334
M04010 510.9 2136.3 4.181 254.1 0.497 1448.6 2.835 12394.3 24.260 1595.5 3.123 1517.5 2.970 3113.0 6.093 895.4 1.753
M04011 5286 1934.0 3.659 2929 0.554 1623.4 3.071 14702.1 27.813 1788.0 3.383 1733.3 3.279 35213 6.662 946.5 1.791
M04012 491.7 2097.2 4.265 183.0 0372 1457.8 2.965 117053 23.806 1587.2 3.228 1685.7 3.428 32729 6.656 612.5 1.246
M04013 5314 1818.5 3.422 297.2 0.559 1744.9 3.284 14987.8 28.204 1736.3 3.267 1794.6 3.377 3530.9 6.645 801.1 1,508
Number of males S 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 536.4 2015.7 3.781 272.5 0.505 1611.7 3.007 14133.8 26.266 1698.5 3177 1732.2 3.234 3430.8 6.411 816.4 1.526
$.D. 49.1 134.8 0418 578 0.078 156.3 0.179 2092.5 2073 100.0 0.189 151.1 0.190 2374 0.335 1275 0.244
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method T IT IT IT T IT IT IT T TT T TT IT TT T IT IT

Sigunificantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 29-2-2(continued). Organ weights of male rats at the end of the recovery period

DMIP 1000 mg/kg

Male No. Testis (R) Testis (L) Testis Epididymis (R) Epididymis (L) Epididymis Prostate, ventral Seminal vesicles

(mg) (mg/g) (mg) _(mp/g) (mg) (mg/g) (mg) (mg/g) (mg) _(mg/g) (mg) (mg/g) (mg) (mg/e) (mg) (mg/)

M04009 1571.3 2.536 1617.0 2.610 3188.3 5.147 619.1 0.999 569.1 0919 11882 1918 857.6 1.384 2208.5 3.565
M04010 1847.8 3.617 1901.7 3.722 3749.5 7.339 660.7 1.293 670.6 1313 1331.3 2.606 549.9 1.076 2046.6 4.006
M04011 1588.4 3.005 1597.7 3.023 3186.1 6.027 678.3 1.283 657.3 1.243 1335.6 2.527 790.2 1.495 2311.0. 4372
M04012 1704.2 3.466 1647.3 3.350 33515 6.816 621.1 1.263 621.6 1.264 1242.7 2.527 558.7 1.136 1750.9 3.561
M04013 1858.7 3.498 1824.9 3.434 3683.6 6.932 620.9 1.168 602.0 1.133 1222.9 2.301 898 5 1.691 1759.9° 3.312
Number of males 5 5 5 5 5 5 5 5 5 5 5 5 S S 5 S
Mean 1714.1 3.224 1717.7 3.228 34318 6.452 640.0 1.201 624.1 1.174 1264.1 2376 731.0 1.356 20154 3.763

S.D. 137.0 0.450 136.8 0.426 269.5 0.871 276 0.123 41.2 0.157 66.2 0.280 165.9 0.255 2554 0.422
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method T IT T AW TT AW T TT TT IT TT IT TT TT T TT

Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 29-2-2(continued). Organ weights of male rats at the end of the recovery period
DMIP 1000 mg/kg

Male No. Body Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

weight (g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

M04009 619.5 25.0 0.040 28.1 0.045 28.3 0.046 56.4 0.091
MO04010 510.9 19.3 0.038 28.6 0.056 29.4 0.058 58.0 0.114
M04011 528.6 21.7 0.041 31.8 0.060 36.0 0.068 67.8 0.128
M04012 491.7 20.0 0.041 35.0 0.071 35.8 0.073 70.8 0.144
MO04013 531.4 16.6 0.031 36.5 0.069 38.3 0.072 74.8 0.141
Number of males 5 5 5 5 5 5 5 5 5
Mean 536.4 20.5 0.038 32.0 0.060 33.6 0.063 65.6 0.124

S.D. 49.1 3.1 0.004 3.7 0.011 4.4 0.011 8.0 0.022
Significance NS NS NS NS NS * NS NS NS
Statistical method TT TT TT TT TT TT TT T T

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
TT: Analysis by Student's t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Com oil (control)

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidney Spleen
weight (g) (mg) (m mg) (mg/g) (mg) (mp/g) (mg) (mp/g) (mg) (mg/p) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F01001 3304 1873.2 5.669 2474 0.749 1032.3 3.124 10875.8 32917 1110.4 3.361 997.6 3.019 2108.0 6.380 788.4 2.386
F01002 289.9 1935.0 6.675 2323 0.801 876.9 3.025 9184.3 31.681 976.0 3.367 939.3 3.240 19153 6.607 740.1 2.553
F01003 368.1 1941.5 5274 2772 0.753 1080.3 2935 10603.0 28.805 905.1 2459 876.0 2.380 1781.1 4839 7053 1.916
F01004 3320 1861.5 5.607 2351 0,708 1069.0 3.220 9975.6 30.047 9223 2.778 914.8 2.755 1837.1 5.533 784.6 2.363
F01005 326.7 1844.4 5.646 201.0 0.615 890.0 2724 8994.9 27.533 869.7 2.662 850.7 2.604 1720.4 5.266 821.8 2.515
F01006 291.2 1874.2 6.436 2169 0.745 889.3 3.054 8502.7 29.199 884.3 3.037 901.0 3.094 1785.3 6.131 498.3 1.711
F01007 3102 1953.2 6.297 150.0 0.484 906.5 2.922 8623.3 27.799 1042.1 3.359 899.8 2.901 19419 6.260 543.5 1.752
F01008 3273 1913.1 5.845 2276 0.695 996.8 3.046 10820.2 33.059 1079.9 3.299 1095.9 3.348 2175.8 6.648 829.1 2.533
F01009 340.7 1920.8 5.638 217.0 0.637 12189 3.578 10174.6 29.864 1133.6 3.327 1131.8 3.322 2265.4 6.649 1728.3 5.073
F01010 2933 1859.9 6.341 105.4 0.359 946.7 3.228 91874 31.324 8343 2.845 820.7 2.798 1655.0 5.643 669.9 2.284
Fo1011 3117 18476 5.927 321.8 1.032 938.5 3.011 9411.6 30.194 884.8 2.839 881.9 2.829 1766.7 5.668 862.6 2.767
F01012 3363 18443 5484 230.6 0.686 1084.2 3224 10654.4 31.681 1099.4 3.269 1055.1 3.137 2154.5 6.406 6742 2.005
F01013 339.8 1889.3 5.560 220.7 0.649 1093.0 3.217 10486.1 30.860 928.3 2.732 918.5 2.703 1846.8 5.435 682.8 2.009
Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 3229 1889.1 5877 221.8 0.686 1001.7 3.101 9807.2 30382 974.6 3.026 944.9 2933 1919.5 5.959 794.5 2.451
S.D. 228 39.1 0.427 52.7 0.159 104.4 0.206 858.1 1.760 104.7 0.321 96.3 0.292 195.5 0.595 3004 0.854
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REATE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 30-1-1(continued). Organ weights of female rats at the end of the dosing period

Corn oil (control)

Female No. Ovary (R) Ovary (L) Qvary Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland
(mg) _{mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) _(mg) (mg/g)
F01001 64.5 0.195 535 0.162 118.0 0.357 5184 1.569 17.6 0.053 373 0.113 37.5 0.113 74.8 0.226
F01002 286 0.099 39.7 0.137 68.3 0.236 5314 1.833 18.1 0.062 278 0.096 31.0 0.107 58.8 0203
F01003 50.2 0.136 54.8 0.149 105.0 0.285 740.5 2.012 173 0.047 294 0.080 37.8 0.103 67.2 0.183
F01004 44.9 0.135 49.9 0.150 94.8 0.286 606.9 1.828 12.0 0.036 349 0.105 37.1 0.112 72.0 0217
F01005 443 0.136 48.4 0.148 92.7 0.284 658.7 2.016 199 0.061 30.7 0.094 359 0.110 66.6 0.204
F01006 43.1 0.148 478 0.164 90.9 0312 721.1 2476 112 0.038 300 0.103 33.7 0.116 63.7 0219
F01007 34.0 0.110 46.8 0.151 80.8 0.260 482.5 1.555 112 0.036 40.8 0.132 40.4 0.130 81.2 0262
F01008 472 0.144 59.9 0.183 107.1 0327 536.3 1.639 142 0.043 374 0.114 40.1 0.123 775 0.237
F01009 90.5 0.266 559 0.164 146.4 0.430 839.9 2.465 14.0 0.041 348 0.102 39.0 0.114 73.8 0217
Fo1010 694 0.237 403 0.137 109.7 0374 675.6 2.303 135 0.046 303 0.103 39.3 0.134 69.6 0237
Fo1011 60.7 0.195 583 0.187 119.0 0.382 636.4 2.042 13.7 0.044 321 0.103 347 0.111 66.8 0214
F01012 69.4 0.206 46.5 0.138 115.9 0345 8725 2.594 209 0.062 38.0 0.113 39.0 0.116 77.0 0229
F01013 46.4 0.137 55.1 0.162 101.5 0.299 666.8 1.962 16.5 0.049 33.1 0.097 29.5 0.087 62.6 0.184
Number of females 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13
Mean 533 0.165 50.5 0.156 103.9 0.321 652.8 2,023 154 0.048 33.6 0.104 36.5 0.114 70.1 0218
S.D. 16.9 0.050 6.4 0.016 19.6 0.055 120.5 0.348 32 0.009 40 0.012 34 0.012 6.6 0.022
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HEREE R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 30-1-2. Organ weights of female rats at the end of the dosing period

DMIP 62.5 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidney Spleen
weight (g) __(mg) (mg/g) (mg) (mp/g) (mg) (mp/g) {mg) _(mp/g) {mg) (mg/g) (mg) (mg/g) (mg) (mg/p) __(mg) (mp/g)

F02001 281.2 1942.4 6.908 92.2 0.328 851.7 3.029 81344 28.927 855.7 3.043 858.3 3.052 1714.0 6.095 602.8 2.144
F02002 3356 2004.8 5.974 197.9 0.590 1093.1 3.257 10745.7 32.019 1133.2 3.377 1158.1 3.451 2291.3 6.827 8372 2.495
F02003 299.7 1971.0 6.577 136.2 0.454 846.9 2.826 10325.0 34.451 8893 2967 8793 2934 1768.6 5.901 607.1 2.026
F02004 3243 1907.7 5.883 206.5 0.637 1100.8 3.394 11422.8 35.223 984.2 3.035 919.6 2.836 1903.8 5.870 881.0 2717
F02005 3129 1914.1 6.117 112.0 0.358 1028.9 3.288 10609.8 33.908 1047.3 3347 983.8 3.144 2031.1 6,491 618.0 1.975
F02006 3309 9 20231 @ 6.114 © 96.6 9 0292 ¥ 9738 ¢ 2943 9 124722 ¥ 37.692 ® 9489 ¢ 2.868 ° 9201 ® 2.808 © 1878.0 ® 5675 © 486.8 ¥ 1471
F02007 3188 1945.8 6.104 178.5 0.560 1075.6 3.374 107952 33.862 1033.4 3.242 1060.1 3.325 2093.5 6.567 863.9 2.710
F02008 296.1 1790.9 6.048 1527 0.516 905.1 3.057 10599.2 35.796 963.1 3.253 908.6 3.069 1871.7 6.321 670.8 2.265
F02009 343.0 18122 5.283 282.3 0.823 1042.5 3.039 111188 32.416 957.6 2792 980.3 2.858 1937.9 5.650 808.6 2.357
F02010 3713 1926.8 5.189 306.7 0.826 1010.4 2.721 11115.0 29.935 931.1 2.508 930.6 2.506 1861.7 5.014 7393 1.991
F02011 3319 1861.9 5.610 194.8 0.587 1072.2 3.230 10876.4 32.770 1338.1 4.032 1257.5 3,789 2595.6 7.820 866.1 2.610
F02012 313.5 1896.0 6.048 190.3 0.607 1011.4 3.226 10599.0 33.809 980.6 3128 984.4 3.140 1965.0 6.268 746.5 2381
F02013 356.7 18119 5.080 210.5 0.590 1154.1 3.235 10274.7 28.805 1075.7 3.016 1089.4 3.054 2165.1 6.070 619.5 1.737
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 3238 1898.8 5.902 188.4 0.573 1016.1 3.140 10551.3 32.660 1015.8 3.145 1000.8 3.097 2016.6 6.241 7384 2.284
S.D. 25.8 67.2 0.544 62.5 0.153 99.0 0.210 830.1 2.348 127.8 0.370 119.9 0.326 244.7 0.686 111.2 0.316
Significance NS NS NS NS NS NS NS NS * NS NS NS NS NS NS NS NS
Statistical method DT AN AN DU DU AN AN DU DU AN DU AN Dy AN DU Kw Kw

a) Excluded from data analysis (total litter loss).

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DT: Analysis by Dunnett type mean rank test.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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HERE B :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 30-1-2(continued). Organ weights of female rats at the end of the dosing period

DMIP 62.5 mg/kg.
Female No. Ovary (R) Ovary (L) Ovary Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland
(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) __(mg) (mg/g)
F02001 46.9 0.167 342 0.122 81.1 0.288 508.0 1.807 11.9 0.042 343 0.122 36.3 0.129 70.6 0.251
F02002 61.3 0.183 50.8 0.151 112.1 0.334 616.4 1.837 13.7 0.041 313 0.093 233 0.069 54.6 0.163
F02003 459 0.153 49.9 0.166 95.8 0.320 549.6 1.834 10.7 0.036 325 0.108 36.3 0.121 68.8 0.230
F02004 59.9 0.185 50.8 0.157 110.7 0.341 651.3 2.008 132 0.041 333 0.103 352 0.109 68.5 0.211
F02005 51.0 0.163 48.2 0.154 99.2 0317 646.2 2.065 18.1 0.058 311 0.099 341 0.109 652 0.208
F02006 547 © 0.165 ¥ 542 % 0.164 ° 108.9 *» 0329 ¢ 32859 9 9930 ¥ 169 ° 0.051 ¥ 536 © 0.162 ° 57.1 ¥ 0.173 ¥ 1107 ® 0.335 ¢

F02007 51.4 0.161 44.8 0.141 96.2 0.302 621.0 1.948 155 0.049 321 0.101 328 0.103 64.9 0.204
F02008 47.0 0.159 54.8 0.185 101.8 0.344 573.2 1.936 10.2 0.034 343 0.116 37.6 0.127 71.9 0.243
F02009 62.6 0.183 66.0 0.192 1286 0375 756.0 2,204 18.2 0.053 336 0.098 423 0.123 75.9 0.221
F02010 55.8 0.150 47.6 0.128 103.4 0.278 686.7 1.849 18.5 0.050 395 0.106 378 0.102 773 0.208
F02011 68.4 0.206 50.9 0.153 1193 0.359 800.8 2413 208 0.063 39.0 0.118 35.1 0.106 74.1 0.223
F02012 57.0 0.182 66.8 0.213 1238 0.395 598.9 1.910 13.7 0.044 337 0.107 326 0.104 66.3 0.211
F02013 43.4 0.122 53.5 0.150 96.9 0.272 651.4 1.826 16.9 0.047 40.5 0.114 43.1 0.121 83.6 0.234
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 542 0.168 51.5 0.159 105.7 0.327 638.3 1.970 15.1 0.047 346 0.107 355 0.110 70.1 0.217

S.D. 7.8 0.022 8.7 0.026 13.6 0.038 823 0.182 34 0.009 3.2 0.009 5.1 0016 74 0.023
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method KW KW AN AN AN AN AN AN AN AN AN DU AN DU AN DU

a) Excluded from data analysis (total litter loss).

Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.

DT: Analysis by Dunnett type mean rank test.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test {one-way layout).
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HERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats
Appendix 30-1-3. Organ weights of female rats at the end of the dosing period

DMIP 250 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidney Spleen

weight (g) (mg) {m{ m, (mg/g) (mg) (mg/g) (mg) (mg/p) (mg) (mg/e) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F03001 296.4 1835.9 6.194 116.0 0.391 939.8 3.7 9160.4 30.906 894.0 3.016 908.9 3.066 1802.9 6.083 668.2 2254
F03002 3032 18313 6.040 125.8 0.415 834.3 2,752 8500.5 28.036 724.6 2.390 716.8 2.364 14414 4.754 5478 1.807
F03003 281.8 1983.7 7.039 101.3 0.359 866.9 3.076 7952.4 28.220 884.4 3.138 865.3 307 1749.7 6.209 597.0 2.119
F03004 290.6 1821.2 6.267 177.9 0.612 - 8733 3.005 8956.6 30.821 834.7 2.872 8723 3.002 1707.0 5874 619.5 2132
F03005 2643 1848.4 6.994 91.0 0.344 9452 3.576 8379.0 31.703 890.9 3371 889.1 3.364 1780.0 6.735 638.1 2.414
F03006 305.8 1839.4 6.015 188.2 0.615 900.4 2.944 9705.1 31737 958.9 3.136 9188 3.005 18777 6.140 581.9 1.903
F03007 2575 1926.3 7.481 517 0.201 7933 3.081 8414.8 32679 911.1 3.538 890.7 3.459 1801.8 6.997 414.0 1.608
F03008 293.2 1938.1 6.610 108.1 0.369 858.9 2.929 10300.3 35.131 959.2 3.271 935.0 3.189 1894.2 6.460 615.5 2.099
F03009 3236 17483 5.403 171.4 0.530 1087.7 3.361 12030.4 37177 1022.7 3.160 1046.6 3.234 2069.3 6.395 816.6 2.523
Fo03010 3103 1845.9 5.949 129.3 0.417 9119 2.939 10506.1 33.858 1009.5 3.253 992.7 3.199 2002.2 6.452 7673 2473

F03011 Died on the gestation day 23.
F03012 3327 1832.6 5.508 256.2 0.770 1054.9 317 9974.8 29.981 1222.6 3.675 1217.7 3.660 24403 7335 671.7 2.019
‘F03013 3155 1852.0 5.870 203.4 0.645 1009.0 3.198 10251.6 32.493 898.4 2.848 863.3 2.736 1761.7 5.584 748.3 2372
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 297.9 1858.6 6.281 143.4 0472 923.0 3.100 9511.0 31.895 9343 3.139 926.4 3112 1860.7 6.252 640.5 2.144
S.D. 224 62.3 0.634 57.0 0.162 89.3 0.218 1172.6 2.653 1204 0.339 121.1 0.336 2404 0.670 107.3 0.281
Significance * NS NS b b NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method DT AN AN DU DU AN AN DU DU AN DU AN DU AN DU KwW Kw

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.
DT: Analysis by Dunnett type mean rank test.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).

270



SABERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 30-1-3(continued). Organ weights of female rats at the end of the dosing period

DMIP 250 mg/kg_
Female No. Ovary (R) Ovary (L) Ovary Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) _ (mg) (mg/g)

F03001 64.0 0.216 49.8 0.168 1138 0.384 658.4 2221 11.0 0.037 39.8 0.134 40.0 0.135 79.8 0.269
F03002 54.1 0.178 454 0.150 99.5 0.328 549.9 1.814 15.2 0.050 273 0.090 275 0.091 54.8 0.181
F03003 383 0.136 43.7 0.155 82.0 0.291 519.3 1.843 18.4 0.065 29.9 0.106 28.8 0.102 587 0.208
F03004 53.5 0.184 47.1 0.162 100.6 0.346 658.7 2.267 13.9 0.048 33.7 0.116 373 0.128 71.0 0.244
F03005 51.1 0.193 41.7 0.158 92.8 0.351 5393 2.040 133 0.050 304 0.115 332 0.126 63.6 0.241
F03006 59.5 0.195 522 0.171 111.7 0.365 679.6 2222 16.2 0.053 34.8 0.114 37.1 0121 71.9 0.235
F03007 40.0 0.155 403 0.157 80.3 0312 590.7 2294 11.9 0.046 31.0 0.120 338 0.131 64.8 0.252
F03008 484 0.165 395 0.135 87.9 0.300 578.4 1.973 14.6 0.050 340 0.116 374 0.128 71.4 0.244
F03009 552 0.171 50.7 0.157 105.9 0.327 875.0 2,704 135 0,042 44.4 0.137 53.0 0.164 974 0.301
F03010 57.1 0.184 51.9 0.167 109.0 0.351 675.2 2,176 11.6 0.037 30.5 0.098 34.0 0.110 64.5 0.208

F03011 Died on the gestation day 23.

F03012 479 0.144 56.2 0.169 104.1 0313 816.6 2.454 127 0.038 37.3 0.112 36.2 0.109 735 0.221
F03013 62.0 0.197 60.8 0.193 122.8 0.389 599.4 1.900 22.8 0.072 41.1 0.130 41.5 0.132 82.6 0.262
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 526 0.177 483 0.162 100.9 0.338 645.0 2.159 14.6 0.049 345 0.116 36.7 0.123 71.2 0.239

S.D. 8.0 0.023 6.5 0.014 13.1 0.032 108.8 0.262 33 0.011 52 0.014 6.6 0.019 11.5 0.032
Significance NS NS NS NS NS NS NS NS NS NS§ NS NS NS NS NS NS
Statistical method KW Kw AN AN AN AN AN AN AN AN AN DU AN DU AN DU

Significantly different from the control group (*: P<0.05, **; P<0.01).
NS: Not significantly different from the control group.

DT: Analysis by Dunnett type mean rank test.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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HERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 30-1-4. Organ weights of female rats at the end of the dosing period

DMIP 1000 mp/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (1) Kidney Spleen
weight (g) (mg) (mg/g) (mg) (mg/g) {mp) (mg/g) (m m, m, mg/g) (mg) (mg/g) (mg) (my my m
F04001 292.6 1875.8 6.411 230.8 0.789 998.0 3.411 9392.1 32.099 961.8 3.287 898.6 3.071 1860.4 6358 599.4 2.049
F04002 304.8 1925.6 6.318 198.5 0.651 991.8 3.254 9205.6 30.202 1056.4 3.466 1028.3 3.374 2084.7 6.840 800.2 2.625
F04003 2818 1817.9 6.451 180.6 0.641 9343 3.315 9967.7 35372 1008.3 3578 9794 3476 1987.7 7.054 7307 2.593
F04004 303.9 1933.6 6.363 1539 0.506 996.0 3.277 9977.4 32.831 1107.2 3.643 1076.4 3.542 2183.6 7.185 789.1 2.597
F04005 302.9 19354 6.390 2413 0.797 1062.3 3.507 104773 34.590 9743 3.217 956.3 3.157 1930.6 6.374 703.3 2322
F04006 297.0 1900.0 6.397 146.7 0.494 1007.5 3.392 9511.6 32.026 1081.6 3.642 1076.3 3.624 21579 7.266 553.2 1.863
F04007 278.6 ¥ 1858.0 ® 6.669 © 560 ° 0201 ¥ 9222 ¥ 3310 ® 107019 ® 38413 ¥ 1081.7 ° 3.883 ¥ 10909 ° 3.916 ® 21726 ¥ 7.798 © 660.9 ¥ 2372 ¥

F04008 3156 1930.7 6.118 237.9 0.754 970.5 3.075 9773.9 30.969 11483 3.638 1043.8 3.307 2192.1 6.946 590.5 1.871
F04009 3042 2022.5 6.649 170.2 0.560 941.9 3.096 10120.8 33.270 1033.3 3.397 1010.2 3.321 2043.5 6.8 1020.4 3.354
Fo4010 305.0 17295 5.670 150.6 0.494 923.6 3,028 9743.4 31.946 996.3 3.267 1034.4 3.391 2030.7 6.658 613.4 2011
F04011 3079 1848.6 6.004 269.0 0.874 897.5 2915 94373 30.651 969.2 3.148 926.3 3.008 1895.5 6.156 689.0 2.238
F04012 298.2 1966.2 6.594 974 0.327 990.4 3.321 10357.6 34.734 955.6 3.205 923.9 3.098 1879.5 6.303 9329 3.128
F04013 309.5 1898.0 6.132 1315 0.425 1023.9 3.308 10834.8 35.007 1144.5 3.698 1155.1 3.732 2299.6 7.430 918.1 2.966
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 302.0 1898.7 6.291 184.0 0.609 978.1 3.242 9900.0 32.808 1036.4 3.432 1009.1 3.342 2045.5 6.774 745.0 2.468

SD. 8.7 753 0.271 519 0.169 46.6 0.176 488.2 1.789 70.4 0.203 75.4 0.228 141.5 0.416 150.9 0.496
Significance NS NS NS NS NS NS NS NS * N§ had NS > NS b NS NS
Statistical method DT AN AN DU DU AN AN DU DU AN DU AN DU AN DU KW KW

a) Excluded from data analysis (total litter loss).

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DT: Analysis by Dunnett type mean rank test.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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HERE S :R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 30-1-4(continued). Organ weights of female rats at the end of the dosing period

DMIP 1000 mg/kg
Female No. Ovary (R) Ovary (L) Ovary Uterus Thyroid gland Adrenal gland (R) Adrenal gland (1) Adrenal gland
(mg) __(mg/g) (mg) (mg/g) (mg) (my mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) __(mg) (mg/g)
F04001 376 0.129 55.3 0.189 929 0317 4459 1.524 132 0.045 326 011 33.7 0.115 66.3 0.227
F04002 50.4 0.165 503 0.165 100.7 0.330 759.6 2492 17.8 0.058 40.5 0.133 46.1 0.151 86.6 0284
F04003 43.0 0.153 389 0.138 81.9 0.291 602.9 2.139 131 0.046 35.0 0.124 402 0.143 75.2 0.267
F04004 46.2 0.152 49.6 0.163 95.8 0315 575.0 1.892 10.0 0.033 419 0.138 44.0 0.145 85.9 0.283
F04005 49.8 0.164 51.5 0.170 101.3 0334 790.5 2.610 224 0.074 41.0 0.135 40.2 0.133 81.2 0.268
F04006 59.7 0.201 43.0 0.145 102.7 0.346 647.3 2.179 17.2 0.058 380 0.128 41.1 0.138 79.1 0266
F04007 511 ® 0.183 ® 700 ¥ 0251 ® 1211 ® 0435 ¥ 1697.1 ® 6.092 ® 150 © 0.054 403 ° 0.145 ® 473 ° 0.170 © 876 ¥ 0314 »
F04008 49.7 0.157 320 0.101 81.7 0.259 589.3 1.867 12.4 0.039 304 0.096 333 0.106 63.7 0.202
F04009 46.9 0.154 50.6 0.166 97.5 0.321 672.7 2211 109 0.036 41.2 0.135 434 0.143 84.6 0.278
F04010 59.0 0.193 415 0.136 100.5 0330 6443 2.112 11.7 0.038 322 0.106 334 0.110 65.6 0215
F04011 52.8 0.171 35.4 0.115 88.2 0.286 755.6 2.454 159 0.052 302 0.098 30.5 0.099 60.7 0.197
F04012 41.6 0.140 488 0.164 90.4 0.303 800.2 2.683 131 0.044 41.4 0.139 414 0.139 828 0278
F04013 71.2 0.230 54.5 0.176 125.7 0.406 632.8 ) 2.045 16.4 0.053 41.6 0.134 40.1 0.130 81.7 0.264
Number of females 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Mean 50.7 0.167 46.0 0.152 96.6 0.320 659.7 2,184 14.5 0.048 372 0.123 39.0 0.129 76.1 0252
S.D. 9.2 0.028 76 0.026 11.7 0.036 103.7 0.337 3.5 0.012 4.7 0.016 5.0 0.017 9.5 0.033
Significance NS NS NS NS NS NS NS NS NS NS NS bl NS * NS **
Statistical method KW Kw AN AN AN AN AN AN AN AN AN DU AN DU AN DU

a) Excluded from data analysis (total litter loss).

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

DT: Analysis by Dunnett type mean rank test.

AN: Analysis by variance (one-way layout).

DU: Analysis by Dunnett's test.

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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AEBEE . R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 30-2-1. Organ weights of female rats at the end of the dosing period, satellite group

Com oil (control)

Female No. Body Brain Thymus Heart Liver Kidney (R} Kidney (L) Kidney Spleen

weight (g) (mg) {mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F05001 281.7 1930.8 6.854 291.3 1.034 800.2 2.841 6540.8 23.219 825.7 2.931 7845 2.785 1610.2 5.716 547.9 1.945
F05002 268.4 1797.7 6.698 262.5 0.978 799.5 2979 7215.7 26.884 935.1 3.434 8743 3.257 1809.4 6.741 5393 2.009
F05003 303.7 20153 6.636 238.7 0.786 819.1 2.697 7015.9 23.101 769.4 2.533 802.7 2.643 1572.1 5176 492.0 1.620
F05004 283.9 1946.5 6.856 258.7 0911 829.2 2921 6842.1 24.100 914.4 3.221 919.3 3.238 1833.7 6.459 476.1 1.677
F05005 274.8 1788.1 6.507 3237 1.178 794.8 2.892 6923.5 25.195 886.6 3.226 898.0 3.268 1784.6 6.494 558.8 2.033
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 B
Mean 282.5 1895.7 6.710 275.0 0.977 808.6 2.866 6907.6 24.500 866.2 3.079 855.8 3.038 1722.0 6.117 522.8 1.857

S.D. 13.3 99.1 0.149 33.1 0.145 14.8 0.107 2479 1.575 68.0 0.363 593 0.300 121.5 0.651 36.5 0.194
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HEE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 30-2-1(continued). Organ weights of female rats at the end of the dosing period, satellite group

Corn oil (control)

Female No. Ovary (R) Ovary (L) Ovary Uterus Thyroid gland Adrenal gland (R) Adrenal gland (1) Adrenal gland
(mg) (mg/p) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) _(mp/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)
F05001 346 0.123 364 0.129 71.0 0.252 431.7 1.532 14.1 0.050 271 0.096 31.2 0.111 583 0.207
F05002 43.1 0.161 46.4 0.173 89.5 0.333 568.3 2117 16.6 0.062 302 0.113 314 0.117 61.6 0.230
F05003 45.1 0.149 472 0.155 92.3 0.304 423.5 1.394 14.1 0.046 309 0.102 313 0.103 622 0.205
F05004 44.4 0.156 39.8 0.140 842 0.297 4445 1.566 19.2 0.068 337 0.119 319 0.112 65.6 0.231
F05005 46.6 0.170 36.6 0.133 83.2 0.303 655.9 2.387 18.8 0.068 326 0.119 36.4 0.132 69.0 0.251
Number of females 5 5 5 5 5 5 5 S 5 5 5 5 5 5 5 5
Mean 42.8 0.152 413 0.146 84.0 0.298 504.8 1.799 16.6 0.059 309 0.110 324 0.115 63.3 0.225
S.D. 4.7 0.018 5.2 0.018 82 0.029 103.0 0.429 2.5 0.010 2.5 0.010 2.2 0.011 4.1 0.019
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats
Appendix 30-2-2. Organ weights of female rats at the end of the dosing period, satellite group

DMIP 1000 mg/kg
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidney Spleen

weight (g) (mg) (m mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mp/g) (mg) (mg/g) (mg) (mg/p)

F06001 268.2 1860.1 6.935 273.7 1.021 910.9 3.396 7826.7 29.182 9193 3.428 862.8 3.217 1782.1 6.645 508.7 1.897
F06002 2847 2073.5 7.283 307.5 1.080 897.4 3.152 7858.4 27.602 1002.0 3.519 980.2 3.443 1982.2 6.962 627.1 2.203
F06003 291.7 1851.4 6.347 290.1 0.995 1036.8 3.554 9185.8 31.491 1039.6 3.564 984.0 3373 2023.6 6.937 665.0 2,280
F06004 2950 1914.7 6.491 3415 1.158 914.3 3.099 8490.8 28.782 967.2 3.279 995.6 3.375 1962.8 6.654 5442 1.845
F06005 2715 1947.6 7.018 245.5 0.885 909.2 3.276 7804.0 28.123 975.9 3.517 967.6 3.487 1943.5 7.004 664.1 2.393
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 283.4 1929.5 6.815 291.7 1.028 933.7 3,295 8233.1 29.036 980.8 3.461 958.0 3.379 1938.8 6.840 601.8 2.124

S.D. 10.9 89.7 0.387 36.0 0.101 58.0 0.185 604.9 1.500 44.4 0.113 54.2 0.103 92.5 0.176 71.6 0.241
Significance NS NS NS NS NS ** ** b o * * * * * * NS NS
Statistical method IT T IT TT 1T AW T IT T IT AW IT IT IT AW T T

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

TT: Analysis by Student’s t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats
Appendix 30-2-2(continued). Organ weights of female rats at the end of the dosing period, satellite group

DMIP 1000 mg/kg

Female No. Ovary (R) Ovary (L) Qvary Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland
(mg) (mg/g) (mg) _ (mg/p) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) _(mg) (mg/g)
F06001 452 0.169 40.7 0.152 . 859 0.320 487.1 1.816 13.8 0.051 362 0.135 36.5 0.136 727 0.271
F06002 47.6 0.167 39.5 0.139 87.1 0.306 1276.6 4.484 13.8 0.048 278 0.098 29.8 0.105 57.6 0.202
F06003 45.3 0.155 433 0.148 88.6 0.304 511.4 1.753 14.1 0.048 36.8 0.126 39.6 0.136 76.4 0.262
F06004 376 0.127 50.0 0.169 87.6 0.297 1007.0 3414 12.0 0.041 330 0112 36.4 0.123 69.4 0.235
F06005 46.6 0.168 44.9 0.162 91.5 0.330 475.8 1.715 12.7 0.046 29.6 0.107 31.7 0.114 61.3 0.221
Number of females 5 5 5 5 B 5 5 5 5 5 5 5 5 5 5 5
Mean 445 0.157 437 0.154 88.1 0.311 751.6 2.636 133 0.047 32.7 0.116 34.8 0.123 67.5 0238
S.D. 4.0 0.018 4.1 0.012 2.1 0.013 369.0 1.257 0.9 0.004 4.0 0.015 4.0 0.014 7.8 0.029
Significance NS NS NS NS NS NS NS NS * * NS NS NS NS NS NS
Statistical method TT IT 1T 1T AW IT AW TT T IT TT TT T T T TT
Significantly different from the control group (*: P<0.05, **: P<0,01).

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.
AW: Analysis by Aspin-Welch t-test

277



HERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 30-3-1. Organ weights of female rats at the end of the recovery period

Com oil {control)
Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (L) Kidney Spleen
weight (p) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mefg)  (mg)  (mg/g)

F05006 3203 1882.6 5.878 337.0 1.052 9329 2913 7962.7 24.860 969.2 3.026 946.3 2.954 1915.5 5.980 485.6 1.516
F05007 302.0 1964.5 6.505 3288 1.089 935.9 3.099 7975.0 26.407 986.0 3.265 1025.9 3.397 20119 6.662 514.4 1.703
F05008 302.9 17410 5.748 261.2 0.862 9523 3.144 7473.4 24673 9323 3078 896.5 2.960 1828.8 6.038 8503 2.807
F05009 3054 1914.4 6.269 162.7 0.533 931.2 3.049 6673.7 21.852 896.2 2935 931.8 3.051 1828.0 5.986 626.9 2,053
F05010 2774 1700.0 6.128 260.9 0.941 874.0 3.151 6656.0 23.994 922.1 3.324 886.9 3.197 1809.0 6.521 5503 1.984
Number of females S 5 5 5 5 5 5 5 5 5 5 5 5 5 5 N 5
Mean 301.6 1840.5 6.106 270.1 0.895 925.3 3.071 7348.2 24357 941.2 3.126 937.5 3.112 1878.6 6.237 605.5 2.013

S.D. 154 114.3 0.303 70.0 0.222 29.9 0.097 655.8 1.655 36.3 0.164 55.1 0.187 85.2 0.328 146.7 0.494
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 30-3-1(continued). Organ weights of female rats at the end of the recovery period

Com oil (control}

Female No. Ovary (R) Ovary (L) Ovary Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

(mg) (mg/g) (mg) (mg/g) (mg) (m| m m mg) _(mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g)

F05006 74.1 0.231 56.1 0.175 130.2 0.406 2933 0916 12.7 0.040 373 0.116 39.8 0.124 77.1 0.241
F05007 59.0 0.195 485 0.161 107.5 0.356 395.4 1.309 14.0 0.046 342 0.113 375 0.124 7.7 0.237
F05008 59.1 0.195 49.4 0.163 108.5 0.358 524.9 1,733 13.9 0.046 32,9 0.109 39.0 0.129 719 0.237
F05009 52.8 0.173 44.0 0.144 96.8 0317 453.8 1.486 12.7 0.042 279 0.091 282 0.092 56.1 '0.184
F05010 50.7 0.183 48.1 0.173 98.8 0.356 5323 1919 12.1 0.044 31.6 0.114 34.2 0.123 65.8 0.237
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 S
Mean 59.1 0.195 49.2 0.163 108.4 0359 439.9 1.473 13.1 0.044 328 0.109 357 0.118 68.5 0.227

S.D. 9.2 0.022 44 0.012 133 0.032 99.3 0.389 0.8 0.003 3.5 0.010 4.7 0.015 8.0 0.024
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral
Appendix 30-3-2. Organ weights of female rats at the end of the recovery period

DMIP 1000 mg/kg

HERE S R-11-005

administration in rats

Female No. Body Brain Thymus Heart Liver Kidney (R) Kidney (I) Kidney Spleen
weight (2) __(mg) (mg/g) (mg) (mg/g) (mg)  (mp/p) (m m, m; ‘mp/g) (mg) _(mg/g) (mg) (mg/g) —(mg) (mg/e)
F06006 294.0 1868.5 6.355 2475 0.842 941.5 3.202 74483 25.334 900.4 3.063 885.4 3.012 1785.8 6.074 5042 1.715
F06007 3243 1982.5 6.113 249.6 0770 1030.9 3.179 8552.1 26.371 995.2 3.069 1019.1 3.142 20143 6.211 498.6 1.537
F06008 317.8 1859.9 5.852 3270 1,029 996.9 3.137 81575 25.669 913.5 2874 878.8 2.765 17923 5.640 576.0 1.812
F06009 278.0 1920.0 6.906 194.1 0.698 920.6 3.312 71747 25.808 951.6 3.423 894.0 3.216 1845.6 6.639 516.8 1.859
F06010 308.6 1978.9 6.413 3824 1.239 929.3 3.011 8024.5 26.003 945.0 3.062 903.5 2928 1848.5 5.990 476.5 1.544
Number of females 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
Mean 304.5 1922.0 6.328 280.1 0.916 963.8 3.168 7871.4 25.837 941.1 3.098 916.2 3.013 1857.3 6.111 514.4 1.693
$.D. 18.7 58.4 0.392 74.3 0.219 47.8 0.109 555.2 0.386 37.0 0.199 58.3 0.178 925 0.363 374 0.14%
Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS N§ NS NS
Statistical method T T TT IT T T 1T 1T AW IT TT T T IT T AW AW

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not signiftcantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 30-3-2(continued). Organ weights of female rats at the end of the recovery period

DMIP 1000 mg/kg

HERE 5 :R-11-005

Female No. Ovary (R) Ovary (L) Ovary Uterus Thyroid gland Adrenal gland (R) Adrenal gland (L) Adrenal gland

(mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) (mg/g) (mg) _(mg/g) (mg) (mg/g) (mg) (mg/g)

F06006 45.4 0.154 40.1 0.136 85.5 0.291 429.7 1.462 155 0.053 41.1 0.140 423 0.144 83.4 0.284
F06007 51.0 0.157 58.9 0.182 109.9 0.339 571.9 1.763 178 0.055 277 0.085 24.5 0.076 522 0.161
F06008 45.1 0.142 419 0.132 87.0 0.274 1068.3 3.362 153 0.048 304 0.096 324 0.102 62.8 0.198
F0600%9 66.9 0.241 53.6 0.193 120.5 0.433 451.9 1.626 16.2 0.058 39.1 0.141 36.8 0.132 75.9 0273
F06010 412 0.134 33.1 0.107 74.3 0.241 4333 1.404 23.1 0.075 328 0.106 31.8 0.103 64.6 0.209
Number of females 5 5 5 5 5 5 5 5 5 5 5 b 5 5 s 5
Mean 49.9 0.166 455 0.150 95.4 0.316 591.0 1.923 17.6 0.058 342 0.114 336 0.111 67.8 0.225

SD. 10.1 0.043 10.5 0.036 19.1 0.075 273.1 0.816 3.2 0.010 5.7 0.026 6.6 0.027 12.1 0.052
Significance NS NS NS NS NS NS NS NS * * NS NS NS NS NS NS
Statistical method IT T TT IT- TT IT IT T AW AW TT IT T IT IT TT

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

NS: Not significantly different from the control group.

TT: Analysis by Student's t-test.

AW: Analysis by Aspin-Welch t-test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mgkg
Mol1- Mo2- Mo03- Mo4-

Findings Animal No. 001 002 003 004 005 006 007 008 001 002 003 004 005 006 007 008 009 010 011 012 013 001 002 003 004 005 006 007 008 009 010 Ol11 012 013 001 002 003 004 005 006 007 008

Epididymis
Nodule, yellowish,
cauds, left/right side B T . - . . P P

Tleum
Diverticulum - - - - - P

Kidney
Discoloration, pale colored - L - P - - . - - e e . - - e - . .. PO - . - . . - - <« - P
Enlargement L T c e e e e e e e e e e e . -« <« - « .+« . P - P - - . - -« -+ - . P - .
Recessed area A S - < « - . P . - - - - - - - - e . s e e e e e . - - - - - . - - - P

Testis
Enlargement, left side -

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

282



RERE S R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 1000 mg/kg
MO1- MO04-
Findings Animal No. 009 010 011 012 013 009 010 011 012 013
All organs

Notes) -:No abnormal changes P : Non-graded change
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group

Animal No.
Findings Fate

Com oil (control)
FO01-

DMIP 62.5 mg/kg
FO2-

DMIP 250 mg/kg
FO3-

DMIP 1000 mghkg
FO4-

00

002 003 004 005 006 007 008 009 010 011 012 013

001

001 002 003 004 005 006 007 008 009 010 011 012 013

001 002 003 004 005 006 007 008 009 010 01l 012

0

002 003 004 005 006 007 008 009 010 011 012 013
TL

DD

L

Adrenal gland
Enlargement

Kidney
Dilatation, pelvis, right side
Discoloration, pale colored
Enlargement
Recessed area, scattered, left side

Liver
Discoloration, pale colored

Lung
Dark colored area, scattered

Spleen
Discoloration, pale colored
Enlergement

Stomach
Dark colored spot/arca,
mucosa, glandular stomach

Thickening, mucosa, forestomach

Thymus
Dark reddish spot, scattered
Small

Uterus
Dilatation, lumen
Discoloration, dark reddish,
endometrium

e

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

Fate : blanks, Subjected to autopsy on day 5 lactation; TL, Total litter loss during lactation; DD, Died during delivery.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats
Appendix 32-2. Macroscopic findings of female rats at the end of the dosing period, satellite group

Group Corn oil (control) DMIP 1000 mg/kg
F03- F06-
Findings Animal No. 001 002 003 004 005 001 002 003 004 005
All organs -

Notes) -: No abnormal changes P : Non-graded change
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats
Appendix 32-3. Macroscopic findings of female rats at the end of the recovery period

Group Corn oil (control) DMIP 1000 mg/kg
FO5- F06-
Findings Animal No. 006 007 008 009 010 006 007 008 009 010
External appearance
Defect, in the end of the tail - . P - - .

Notes) -:No abnormal changes P : Non-graded change
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 33. Histopathological findings of male rats at the end of the dosing period

Group Comn oil (controf) DMIP 62.5mgkg  DMIP 250 mg/kg DMIP 1000 mg/kg
Moi- M02- MO03- M04-
Findings Animal No, 001 002 003 004 005 006 (07 008 009 010 01! 012 013 005 006 005008 010 001 002 003 004 005 006 007 008 009 010 011 0I2 013
Brain - - - - - - . . N .

Spinal cord - - - - - . . - - -
Pituitary gland - - - - - . - - . .
Submandibular gland - - - - - . - - - -
Sublingual gland - - - - - - - - . .
Lymph node, submandibular - - - - - . - . N .

Thyroid gland
Ectopic thymus - - - - - - . P - .

Parathyroid glan - - - - - . . - . -
Thymus - - - - - - . - . -

Heart
Degeneration/fibrosis, myocardial, focal - - + + - * - - * -

Trachea - - - - - - - - . .
Lung
Accumulation, foam cell, alveolus . - - + - . - - - .
Mineralization, focal, arterial wall . - - . - . + _ + R
Bronchus - - - - - - - . - -
Liver

Fatty change, hepatocyte, periportal o+ o+ &
Microgranuloma - - EY +

B
v W
-+
W
W
W H

Pancreas - - - - - - - . - -
Stomach - - - - - - - - - -
Duodenum - - - - - - - - . -
Jejunum - - - - - - . . - -
Teum
Defect, muscular layer, focal, in diverticul - - - - - + - - - - .
Mincralization, with foreign body giant cell,
serosa, , in diverticulum - - - - - + - . . - -
Cecum - - - . - - . .

Notcs) - : No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 33(continued). Histopathological findings of male rats at the end of the dosing period

Study No. : R1100¢
Group Corn oil (control) DMIP 62.5mg/kg  DMIP 250 mg/kg DMIP 1000 mg/kg
Mo1- M02- MO03- Mo4-

Findings Animal No. 001 002 003 004 005 006 007 008 009 010 011 012 013 005 006 005 008 010 001 002 003 004 005 006 007 008 009 010 0lf 012 013
Colon - - - - - N - N N N
Rectum - - - - - - - - - -
Lymph node, mesenteric - - - - - . . - - .
Spleen

Deposit, pigment, brown + o % oz % £ & o  x

Hematopoiesis, extramedullary + + + + + + + + + +
Kidney

Basophilic tubule, cortex & % - - * - . + % = % - = -

Cyst, cortex, subserosa - - - - - P - - - - . - . .
Urinary bladder - - - - - . . - - -
Adrenal gland - - - - - - . - . .
Testis

Atrophy, seminiferous tubule, focal - - . - ES - . . . - -

Decrease, germ cell layer,

seminiferous tubule, unilateral - - - - . + - - - . -
Dilatation, lumen,
seminiferous tubule, unilateral - - - - - 24 - - - - .

Edema, interstitial, unilateral - - - - - + - - - - -
Epididymis

Cellular infiltration, lymphocyte, interstitial - - - - - - - - + - - .

Granuloma, spermatic - - - - . oY - - - - -
Prostate

Cellular infiltration, lymphocyte, interstitial - - + - - . . - - -
Seminal vesicle - - - - . - - - - -
Coagulating gland - - - - - . . - - -
Eyeball - - - - - - - - - .
Harderian gland

Celiular infiltration, lymphocyte, interstitial - * - - - - . - - -
Sciatic nerve - - - - - - - . . .

Skeletal muscle - - - - - - - - . .
Femur - - - - - - - - - -

Marrow, femur - - -

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

288



HERE B R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn il (control) DMIP 62.5 mg/kg DMIP 250 mg/kg DMIP 1000 mg/kg
FOl- F02- FO03- F04-
Animal No. 001 002 003 004 005 006 007 008 009 010 011 012 013 006 011 009 o1l 001 002 003 004 005 006 007 008 009 010 011 012 013
Findings Fate TL DD TL
Brain - - - . . - N . B - -

Spinal cord - - - - - - - - - - .
Pituitary gland - . - - - - - . . - .
Submandibular gland . - - - - - . - - - .
Sublingual gland - - - - - - - - . - .

Lymph node, submandibular
Atrophy, follicle - - - - - + . . . . .

Thyroid gland
Ectopic thymus P - - - - . - . . . -

Parathyroid glan . - - - M . - - - M -

Thymus
Atrophy - - - - - 2+ 2+ - - P -

Heart
Degeneration/fibrosis, myocardial, focal - - - = - - - . . - -

Trachea - - - B - - . - . - -

Lung
Accumulation, foam cell, alveolus - - - - - - - - - - +
Mineralization, focal, arterial wall - - - - - + - - . - -

Bronchus - . - - - - - - - - -

Liver
Fatty change, hepatocyte, periportal - - - + - - - - - - - E
Microgranuloma ES . + - E - - - - - EY -
Vacuolation, hepatocyte, midzonal - . - - - - - . - + - -

Pancreas
Cellular infiltration, cosinophil, around artery . - - - - - . - - - +

Stomach
Hyperplasia, sq cell, mucosa, fc - - - - - - - - . - - - + -
Ulcer, mucosa, forestomach - - - - - - + - - - - - - -

Duodenum - - - - - - - - - - -
Jejunum - - - - - - - - - -

Tleum - - - - - - . - - - -
Notes) - : No abnormal changes %: Very slight + : Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
Fate : blanks, Subjected 1o autopsy on day 5 lactation;, TL, Total kitter loss during lactation; DD, Died during delivery.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Com il (control) DMIP 62.5mg/kg  DMIP 250 mg/kg DMIP 1000 mg/kg
FO1- F02- FO3- FO4-
Animal No. 001 002 003 004 005 006 007 008 (009 010 011 012 013 006 011 009 011 001 002 003 004 005 006 007 008 009 010 OIi 012 013
Findings Fate TL DD L
Cecum . - N - - - - . - - -

Colon - - - - - - . . . . .
Rectum - - - - - - - - - - -

Lymph node, mesenteric
Atrophy, follicle - - - - - 2+ - - - - N

Spleen
Decrease, red pulp - - - - - - + . . . . .
Decrease, white pulp - - - . - - 2+ . . . - .
Deposit, pigment, brown + o+ + & + & - + + + + +
Hematopoiesis, extramedullary + 2+ + + 3+ o+ - + + 2+ + 24

Kidney
Basophilic tubule, cortex - - = -
Cyst, cortex, subserosa - - P - - - - - . - - - . .
Degeneration/necrosis,
proximal tubular epithelium, cortex - - - - - -2+ - - - + . - -
Dilatation, pelvis, unilateral - - - - - - . - - - - + . .
Mineralization, medulla - - - - - - . + - - - £ . .
Urinary bladder - - - - . - - - - - -

Adrenal gland
Hypertrophy, zona fasciculata, cortex - - - - - - - . . + - -

Ovary - - - - - - . - - . .

Uterus
Hemorrhage, endometrium - - - - - + + - - . - -

Vagina - - - - - . . - . .
Eyeball - - - - - - - . - - .
Harderian gland - - - - - - - . - - .
Sciatic nerve - - - - - - - - - . -
Skeletal muscle - - - - - - - - - - .
Femur - - - - - - - - - -

Marrow, femur - -
Notes) - : No abnormal changes +: Very slight +: Slight 2+ Moderate 3+ Marked
P : Non-graded change NE: Not cxamined M: Missing A: Autolysis

Fate : blanks, Subjccted to autopsy on day 5 factation; TL, Total litter loss during lactation; DD, Died during delivery.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn il (control) DMIP 1000 mg/kg
FO5- F06-
Findings Animal No. 001 002 003 004 005 001 002 003 004 005
Brain - - - - - - - - . -

Spinal cord - - - - - - - - - -
Pituitary gland - - - - - - - - - -
Submandibular gland - - - - - - - - - -
Sublingual gland - - - - - - - - - .
Lymph node, submandibular - - - - - - - - - -

Thyroid gland
Cellular infiltration, lymphocyte, interstitial - - - - - + - - - -

Parathyroid gland - - - - - - - . " R
Thymus - - - - - - - - . -
Heart - - - - - - - - - -
Trachea - - - - - - - - - -

Lung
Mineralization, focal, arterial wall - - - - + - - * - -

Bronchus - - - - - - - - - -
Liver
Fatty change, hepatocyte, periportal - - - + + S - . - -

Microgranuloma + EY - - + - + - - -

Pancreas
Atrophy, acinar cell, focal, with ductal proliferation - - - - + - - - - -

Stomach - - - - - - - - - -

Duodenum - - - - - - . - - -

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

291



SHERE 5 R-11-005

Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

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

Group Corn oil (control) DMIP 1000 mg/kg
FO3- F06-
Findings Animal No. 001 002 003 004 005 001 002 003 004 005
Tleum - - - - - - - - . .

Cecum - - - - - - - - - -
Colon - - - - . - - - - -
Rectum - - - - - - - - - -
Lymph node, mesenteric - - - - . - - - - -
Spleen

Deposit, pigment, brown 2+ + + 2+ + + + 2+ 2+ +

Hematopoiesis, extramedullary + + + + + + + + + +

Kidney
Basophilic tubule, cortex - - + + ® - - - . -

Urinary bladder - - - . - - - - - .
Adrenal gland - - - - - - - . - -
Ovary - - . - - - - . . -
Uterus - - - - - - - - . -
Vagina - - - - - - - - . -
Eyeball - - - - - - - - . -
Harderian gland - - - - - - - - . -
Sciatic nerve - - - - - - - - . -
Skeletal muscle - - - - - - - - - -
Femur - - - - - - - - - -
Marrow, femur - - - - - - - - - -

Notes) - : No abnormal changes *: Very slight +: Slight 2+: Moderate 3+: Marked
P : Non-graded change NE: Not examined M: Missing A: Autolysis
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats
Appendix 35-1. Results of observations about estrous cycle

Corn oil (control)

Pre-mating period Mating period
Animal Pre-treatment period Treatment period Times of vaginal
no. Stage Type Mean length Stage Type Mean length v Stage estrus observed
(days) __(days)

F01001 DPEDDPEDDPEDD 4-day 4.0 PEDDDEDDPEDDPED 4-day 4.0 D P PL 1
F01002 DDDEDDPEDDPED 4-day 4.0 DPEDDPEDDDEDDPE 4-day 4.0 DDDPL 1
F01003 EDDDEDDDEDDDE 4-day 4.0 DDDEDDDEDDDEDDP 4-day 4.0 PL 1
F01004 DEDDDEDDDEDDD 4-day 4.0 EDDDEDDDEDDPEDD 4-day 4.0 D PL 1
F01005 DDDEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDDE 4-day 4.0 DDDPL 1
F01006 DEEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPED 4-day 4.0 D P PL 1
F01007 DEDDPEDDPEDDP 4-day 4.0 EDDPEDDDEDDPEDD 4-day 4.0 P PL 1
F01008 DPEDDPEDDPEDD 4-day 4.0 PEDDDEDDPEDDDED 4-day 4.0 D P PL 1
F01009 DDPEDDPEDDPPE 4-5-day 45 DDDEDDDPEDDDEDD 4-5day 4.5 DP P PL 1
F01010 DDDPEDDPEEDDD S-day 5.0 PEDDDEEDDPEEDDD S-day 5.0 E PL 1
F01011 DEDDDPEDDPEED S-day 5.0 DPPEDDPEEDDDEED 5-day 5.0 DDPPL 1
F01012 DEDDDPEDDDEED S-day 5.0 DDPEDDPEEDDDPED 5-day 5.0 D P PL 1
F01013 EDDPEDDPEDDPE 4-day 4.0 DDDEDDPEDDPEDDP 4-day 4.0 PL 1
Mean 43 43 1.0

SD. 04 0.4 0.0
(N (13) (3) (13)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 35-2. Results of observations about estrous cycle

DMIP (62.5 mg/kg)
Pre-mating period _Mating period
Animal Pre-treatment period Treatment period Times of vaginal
no. Stage Type Mean length Stage Type Mean length Stage estrus observed
(days) ___(days)

F02001 EEDDPEDDPEDDD 4-day 4.0 EDDDEDDPEDDPEDD 4-day 4.0 P PL 1
F02002 PEDDDEEDDDEED 5-day 5.0 DDEEDDDEEDDPEED 5-day 5.0 D P PL 1
F02003 EDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDDP 4-day 4.0 PL 1
F02004 DDEEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDPE 4-day 4.0 DDDPL 1
F02005 DDDEDDPEDDPED 4-day 4.0 DPEDDDEDDP]éDDPE 4-day 4.0 DDDPL 1
F02006 EEDDDEDDPEDDP 4-day 4.0 EDDPEDDPEDDPEDD 4-day 4.0 P PL 1
F02007 DEEDDPEDDDEDD 4-day 4.0 PEDDPEDDDEDDDED 4-day 4.0 D P PL 1
F02008 EDDPEDDDEDDDE 4-day 4.0 DDPEDDDEDDDEDDP 4-day 4.0 PL 1
F02009 PEDDDEDDDEDDP 4-day 4.0 EDDPEDDPEDDDEDD 4-day 4.0 P PL 1
F02010 EDDPEDDDEDDPE 4-day 4.0 DDPEDDDEDDDEDDD 4-day 4.0 PL 1
F02011 EDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDDP 4-day 4.0 PL 1
F02012 PEDDDPEDDDEED 5-day 5.0 DDPEDDDEDDDDEDD 4-5-day 4.5 D PL 1
F02013 EEDDPEDDPEDDP 4-day 4.0 EDDPEDDPEDDPEDD 4-day 4.0 P PL 1
Mean 42 4.1 1.0
S.D. 0.4 0.3 0.0
) (13) a3) (13)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 35-3. Results of observations about estrous cycle

DMIP (250 mg/kg)
Pre-mating period Mating period
Animal Pre-treatment period Treatment period Times of vaginal
no. Stage Type Mean length Stage Type Mean length Stage estrus observed
{days) __(days)

F03001 PEDDPEDDPEDDD 4-day 4.0 EDDPEDDPEDDDEDD 4-day 4.0 P PL 1
F03002 DPEDDPEDDDEDD 4-day 4.0 DEDDPEDDDEDDDED 4-day 4.0 D P PL 1
F03003 DEDDDPEDDPEDD 4-5-day 4.5 PEDDPEDDPEDDDED 4-day 4.0 D P PL 1
F03004 EEDDDEDDPEDDP 4-day 4.0 EDDPEDDPEDDPEDD 4-day 4.0 P PL 1
F03005 EDDPEDDPEDDPE 4-day 4.0 DDPEDDDEDDPEDDP 4-day 4.0 PL 1
F03006 DEDDPEDDDEDDP 4-day 4.0 EDDPEDDDEDDPEDD 4-day 4.0 P PL 1
F03007 DPEDDDEDDPEDD 4-day 4.0 PEDDPEDDDEDDPED 4-day 4.0 D P PL 1
F03008 EDDDEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDDP 4-day 4.0 PL 1
F03009 DDPEDDDEDDPED 4-day 4.0 DPEDDDEDDPEDDPE 4-day 4.0 D DD PL 1
F03010 DDPEDDPEDDPED 4-day 4.0 DPEEDDDPEDDPEED 5-day 5.0 D P PL 1
F03011 DPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDDED 4-day 4.0 D P PL 1
F03012 DEDDPEDDPEDDD 4-day 4.0 EDDPEDDDEDDPEDD 4-day 4.0 P PL 1
F03013 DDDEEDDDPEDDP S-day 5.0 PEDDDDEDDDPEDDD 5-day 5.0 PL 1
Mean 4.1 42 1.0
S.D. 0.3 0.4 0.0
N (13) a3 (13)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 35-4. Results of observations about estrous cycle

DMIP (1000 mg/kg)
Pre-mating period Mating period
Animal Pre-treatment period Treatment period Times of vaginal
no. Stage Type Mean length Stage Type Mean length Stage estrus observed
(days) (days)

F04001 EDDDPEDDDPEDD 5-day 5.0 DPEDDDEEDDDPEDD 5-day 5.0 D E PL 1
F04002 DDPEDDPEDDPED 4-day 4.0 DPEDDDEDDPEDDPE 4-day 4.0 DDDPL 1
F04003 EDDPEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDDP 4-day 4.0 PL 1
F04004 DDPEDDDEDDDED 4-day 4.0 DPEDDDEDDDEDDDE 4-day 4.0 DDDPL 1
F04005 DPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDDED 4-day 4.0 D P PL 1
F04006 PEDDDEEDDDEED 5-day 5.0 DPEEDDDEDDDEDDD 4-day 4.0 PL 1
F04007 EDDDEDDPEDDPE 4-day 4.0 DDPEDDPEDDPEDDP 4-day 4.0 PL 1
F04008 DDEDDDEDDPEDD 4-day 4.0 DEDDPEDDDEDDPED 4-day 4.0 D P PL 1
F04009 DDPEDDPEDDPED 4-day 4.0 DPEDDDEDDPEDDPE 4-day 4.0 DDDPL 1
F04010 DPEDDPEDDPEDD 4-day 4.0 PEDDPEDDPEDDPED 4-day 4.0 D P PL 1
F04011 DDPEDDPEDDPED 4-day 4.0 DPEDDPEDDPEDDPE 4-day 4.0 DDDPL 1
F04012 DPEDDPEDDDEDD 4-day 4.0 PEDDPEDDDEDDDED 4-day 4.0 DDPL 1
F04013 EEDDPEDDDEDDD 4-day 4.0 EDDPEDDPEDDDEDD 4-day 4.0 P PL 1
Mean 4.2 4.1 1.0
S.D. 0.4 03 0.0

(N)

(13)

(13)

(13)

D, diestrus; P, proestrus; E, estrus; PL, vaginal plug
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy] ester by oral administration in rats

Appendix 36-1. Results of observations about reproductive performance

Corn oil (control)

Male Female Pairing days
no. no. Copulation Conception until copulation
M01001 F01001 + + 3
M01002 F01002 + + 4
M01003 F01003 + + 1
M01004 F01004 + + 2
M01005 F01005 + + 4
M01006 F01006 + + 3
M01007 F01007 + + 2
M01008 F01008 + + 3
M01009 F01009 + + 4
M01010 F01010 + + 2
M01011 F01011 + + 4
M01012 F01012 + + 3
M01013 F01013 + + 1

Total +:13,-:0 +:13,-:0

Mean 2.8

S.D. 1.1

™) (13)

+, confirmed

-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 36-2. Results of observations about reproductive performance

DMIP (62.5 mg/kg)
Male Female Pairing days
no. no. Copulation Conception until copulation
M02001 F02001 + + 2
M02002 F02002 + + 3
M02003 F02003 + + 1
MO02004 F02004 + + 4
M02005 F02005 + + 4
M02006 F02006 + + 2
M02007 F02007 + + 3
M02008 F02008 + + 1
M02009 F02009 + + 2
M02010 F02010 + + 1
M02011 F02011 + + 1
M02012 F02012 + + 2
M02013 F02013 + + 2

Total +:13, <0 +:13,-:0

Mean 2.2

S.D. 1.1

(N) (13)

+, confirmed

-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 36-3. Results of observations about reproductive performance

DMIP (250 mg/kg)
Male Female Pairing days
no. no. Copulation Conception until copulation
M03001 F03001 + + 2
M03002 F03002 + + 3
M03003 F03003 + + 3
M03004 F03004 + + 2
M03005 F03005 + + 1
M03006 F03006 + + 2
M03007 F03007 + + 3
M03008 F03008 + + 1
M03009 F03009 + + 4
MO03010 F03010 + + 3
M03011 F03011 + + 3
M03012 F03012 + + 2
M03013 F03013 + + 1

Total +:13,-:0 +:13,-:0

Mean 23

S.D. 0.9

N) (13)

+, confirmed

-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 36-4. Results of observations about reproductive performance

DMIP (1000 mg/kg)
Male Female Pairing days
no. no. Copulation Conception until copulation
M04001 F04001 + + 3
M04002 F04002 + + 4
M04003 F04003 + + 1
M04004 F04004 + + 4
M04005 F04005 + + 3
M04006 F04006 + + 1
M04007 F04007 + + 1
M04008 F04008 + + 3
M04009 F04009 + + 4
M04010 F04010 + + 3
M04011 F04011 + + 4
M04012 F04012 + + 3
M04013 F04013 + + 2

Total +:13,-:0 +:13,-:0

Mean 2.8

S.D. 12

(N) (13)

+, confirmed

-, not confirmed
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 37-1. Observation of offspring (F;)

Corn oil (control)

HKERE S :R-11-005

Birth

Dam No. Gestation Number of Numberof Implan- Delivery Number of offspring at birth Delivery Live birth Number of live offspring External
Iength corpora implan- tation index Number of Sex Dead index index  index 4 days Sex Viability abnormalities ®
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index
(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) {(Number) (%)

FO1001 23 18 16 88.9 + 15 10 5 15 0.67 0 93.8 93.8  100.0 10 5 0.67 100.0 0 0.0
F01002 22 11 10 90.9 + 9 1 7 8 0.13 1 90.0 80.0 88.9 1 7 0.13 100.0 0 0.0
F01003 22 18 18 100.0 + 15 7 8 15 0.47 0 83.3 83.3 100.0 7 8 047 100.0 0 0.0
F01004 22 15 15 100.0 + 14 7 7 14 0.50 0 93.3 933  100.0 7 7 0.50 100.0 0 0.0
F01005 22 15 15 100.0 + 13 9 3 12 0.75 1 86.7 80.0 92.3 9 3 075 100.0 0 0.0
F01006 22 15 15 100.0 + 15 4 11 15 0.27 0 100.0 100.0  100.0 4 11 0.27 100.0 0 0.0
F01007 22 14 14 100.0 + 14 6 8 14 0.43 0 100.0 1000 1000 6 8 0.43 100.0 0 0.0
F01008 23 15 19 100.0 + 17 10 6 16 0.63 1 89.5 842 94.1 10 6 0.63 100.0 0 0.0
F01009 22 17 14 824 + 11 2 1 3 0.67 8 78.6 21.4 27.3 2 0 1.00 66.7 0 0.0
F01010 22 17 16 94.1 + 15 8 7 15 0.53 0 93.8 93.8 100.0 8 7 0.53 100.0 0 0.0
F01011 22 15 15 100.0 + 13 6 7 13 0.46 0 86.7 86.7 100.0 6 7 0.46 100.0 0 0.0
F01012 22 15 15 100.0 + 15 6 9 15 0.40 0 100.0 100.0  100.0 6 9 040 100.0 0 0.0
F01013 22 19 19 100.0 + 18 7 10 17 0.41 1 94.7 89.5 94.4 7 10 0.41 100.0 0 0.0
Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13

Total 208 201 184 83 89 172 12 83 88 0
Mean 22.2 16.0 15.5 96.6 142 6.4 6.8 132 0.49 0.9 91.6 85.1 92.1 6.4 6.8 0.51 97.4 0.0
S.D. 0.4 2.3 2.4 58 2.3 2.8 27 38 0.17 22 6.6 205 19.8 2.8 2.9 0.22 9.2 0.0

% 100.0

+: Dams with live offspring, -: dams without live offspring,

a): Number of dams with live offspring,

b): Number of external abnormalities in live offspring at birth.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 37-2. Observation of offspring (F;)

DMIP 62.5 mg/kg
Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery  Birth  Live birth Number of live offspring External
length corpora implan- tation index Number of Sex Dead  index index  index 4 days Sex Viability abnormalities
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index
(days) scars (%) (%) Male  Female Total (%) (%) (%) Male Female (%) (Number) (%)
F02001 22 15 15 100.0 + 15 10 5 15 067 0 100.0 100.0  100.0 10 5 067 100.0 0 0.0
F02002 23 17 17 100.0 + 15 7 8 15 047 0 882 88.2 100.0 7 8 047 100.0 0 0.0
F02003 23 15 15 100.0 + 15 8 7 15 053 0 100.0 100.0  100.0 8 7 053 100.0 0 0.0
F02004 22 17 17 100.0 + 16 10 6 16  0.63 0 94.1 94.1  100.0 10 6 063 100.0 0 0.0
F02005 22 17 16 94.1 + 15 5 10 15 033 0 93.8 93.8 100.0 5 10 033 100.0 0 0.0
F02006 23 18 18 100.0 + 14 0 0 0 c) 14 778 0.0 0.0 c)

F02007 23 17 16 94.1 + 16 5 11 16 031 0 100.0 100.0  100.0 5 11 031 100.0 1 6.3
F02008 22 16 16 100.0 + 16 8 8 16 050 0 100.0 100.0  100.0 8 8 050 100.0 0 0.0
F02009 22 16 16 100.0 + 16 8 8 16  0.50 0 100.0 100.0  100.0 8 8 0.50 100.0 0 0.0
F02010 22 15 15 100.0 + 14 7 7 14 050 0 93.3 933 1000 7 7 050 100.0 0 0.0
F02011 22 17 17 100.0 + 17 8 9 17 047 0 100.0 100.0  100.0 8 9 047 100.0 0 0.0
F02012 23 18 16 88.9 + 16 9 7 16  0.56 0 100.0 1000  100.0 9 7 056 100.0 0 0.0
F02013 22 16 16 100.0 + 16 8 7 15 053 1 100.0 93.8 93.8 7 6 054 86.7 0 0.0
Number of dams 13 13 13 13 13° 13 13 12 13 13 13 13 12 12 12 12

Total 214 210 201 93 93 186 15 92 92 1
Mean 224 16.5 16.2 98.2 155 7.2 72 143 050 1.2 95.9 89.5 91.8 7.7 7.7 050 98.9 0.5
S.D. 0.5 1.1 0.9 3.6 0.9 2.6 2.7 44 010 3.9 6.7 272 276 1.6 1.7 010 38 1.8

% 100.0

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN KW Kw AN KW Kw AN AN KW AN KW AN DT KW AN AN KW KW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring.

b): Number of external abnormalities in live offspring at birth.

¢): Total litter loss on the lactation day 0.

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
DT: Analysis by Dunnett type mean rank test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 37-3. Observation of offspring (F;)

DMIP 250 mg/kg
Dam No. Gestation Number of Number of Implan- Delivery Number of offspring at birth Delivery  Birth  Live birth Number of live offspring External
length corpora implan- tation index Number of Sex Dead index index index 4 days Sex Viability abnormalities ¥
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index
(days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%) (Number) (%)
F03001 23 15 15 100.0 + 13 7 6 13 0.54 0 86.7 86.7 100.0 7 6 054 100.0 0 0.0
F03002 22 16 15 93.8 + 13 5 7 12 042 1 86.7 80.0 92.3 5 7 042 100.0 0 0.0
F03003 22 13 13 100.0 + 12 6 6 12 050 0 92.3 923  100.0 6 6 050 100.0 0 0.0
F03004 22 16 15 93.8 + 15 7 8 15 047 0 100.0 1000 1000 7 8 047 100.0 0 0.0
F03005 23 16 15 93.8 + 15 2 6 8 025 7 100.0 53.3 53.3 2 5 029 875 0 0.0
F03006 23 18 18 100.0 + 16 8 8 16  0.50 0 889 88.9  100.0 8 8 050 100.0 0 0.0
F03007 23 16 16 100.0 + 16 5 9 14 036 2 100.0 87.5 875 2 4 033 429 0 0.0
F03008 22 18 15 83.3 + 14 4 10 14 029 0 93.3 933  100.0 4 10 029 100.0 0 0.0
F03009 22 17 17 100.0 + 16 5 8 13 038 3 94.1 76.5 81.3 S 8 038 100.0 0 0.0
F03010 23 18 17 94.4 + 15 8 7 15 053 0 88.2 88.2 1000 8 7 053 100.0 0 0.0
F03011 17 16 94.1 - Dam died on the gestation day 23.

F03012 22 16 15 93.8 + 14 8 6 14 057 0 93.3 933  100.0 8 6 057 100.0 0 0.0
F03013 23 16 15 93.8 + 14 6 8 14 043 0 93.3 93.3  100.0 6 8 043 100.0 0 0.0
Number of dams 12 13 13 13 12° 12 12 12 12 12 12 12 12 12 12 12

Total 212 202 173 71 89 160 13 68 83 0
Mean 225 16.3 15.5 95.4 14.4 5.9 74 133 044 1.1 93.1 86.1 92.9 5.7 69 044 942 0.0
S.D. 0.5 14 13 4.7 13 1.8 1.3 21 o.10 2.1 49 121 13.9 2.1 16 010 16.6 0.0

% 92.3

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN KW Kw AN Kw KwW AN AN KW AN KW AN DT KW AN AN KW Kw AN

Significantly different from the control group (*: P<0.05, **; P<0.01).
+: Dams with live offspring, -: dams without live offspring.

a): Number of dams with live offspring,

b): Number of external abnormalities in live offspring at birth.

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
DT: Analysis by Dunnett type mean rank test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 37-4. Observation of offspring (F;)

DMIP 1000 mg/kg

Dam No. Gestation Number of Numberof  Implan- Delivery Number of offspring at birth Delivery  Birth  Live birth Number of live offspring External
length corpora implan- tation index Number of Sex Dead index index  index 4 days Sex Viability abnormalities ®
lutea tation index (dams) offspring Live ratio  offspring (offspring) ratio  index

{days) scars (%) (%) Male Female Total (%) (%) (%) Male Female (%)  (Number) (%)
F04001 23 13 13 100.0 + 11 7 4 11 064 0 84.6 846  100.0 7 4 064 100.0 0 0.0
F04002 22 17 17 100.0 + 16 10 6 16 063 0 94.1 94.1  100.0 10 6 063 100.0 0 0.0
F04003 22 16 16 100.0 + 15 5 10 15 033 0 93.8 93.8  100.0 5 10 033 100.0 0 0.0
F04004 23 16 16 100.0 + 16 9 7 16 056 0 100.0 100.0  100.0 9 6 0.60 93.8 0 0.0
F04005 22 15 14 933 + 13 9 4 13 0.69 0 92.9 929 100.0 9 4 069 100.0 0 0.0
F04006 23 17 16 94,1 + 15 8 7 15 053 0 93.8 93.8  100.0 8 7 053 100.0 0 0.0
F04007 23 17 15 882 + 14 5 7 12 042 2 933 80.0 85.7 0 0 c) 0.0 0 0.0
F04008 22 16 13 81.3 + 12 5 7 12 042 0 923 923 100.0 5 7 042 100.0 0 0.0
F04009 22 15 15 100.0 + 15 7 8 15 047 0 100.0 100.0  100.0 7 8 047 100.0 0 0.0
F04010 22 16 16 100.0 + 16 9 7 16  0.56 0 100.0 100.0  100.0 9 7 056 100.0 0 0.0
F04011 22 15 15 100.0 + 14 10 4 14 071 0 933 933  100.0 10 4 071 100.0 0 0.0
F04012 23 17 17 100.0 + 17 8 9 17 047 0 100.0 100.0 100.0 8 8 0.50 94.1 0 0.0
F04013 22 17 17 100.0 + 17 6 11 17 0.35 0 100.0 100.0  100.0 6 11 035 100.0 0 0.0
Number of dams 13 13 13 13 139 13 13 13 13 13 13 13 12 13 13 13

Total 207 200 191 98 91 189 2 93 82 0
Mean 224 15.9 154 96.7 14.7 7.5 70 145 052 0.2 952 942 98.9 7.2 63 054 914 0.0
S.D. 0.5 1.2 14 6.0 1.8 1.9 2.2 2.0 0.12 0.6 4.6 6.2 4.0 2.7 2.9 0.13 275 0.0

% 100.0

Significance NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS NS
Statistical method AN KW KW AN KW KW AN AN KW AN KW AN DT KW AN AN KW KW AN

Significantly different from the control group (*: P<0.05, **: P<0.01).
+: Dams with live offspring, -: dams without live offspring.
a): Number of dams with live offspring.
b): Number of external abnormalities in live offspring at birth,
¢): Total litter loss on the lactation day 1.

NS: Not significantly different from the control group.
AN: Analysis by variance (one-way layout).
KW: Analysis by Kruskal-Wallis' test (one-way layout).
DT: Analysis by Dunnett type mean rank test.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 38-1. Body weights of offspring (F;) before weaning

Corn oil (control)

Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F01001 7.7 (10) 125 (10) 66 (5 113 (5
F01002 65 (1) 127 () 64 (1) 121 (D)
F01003 63 (M) 103 (D) 5.8 (8 9.8 (8)
F01004 64 (1) 114 () 60 (1) 10,6 (7)
F01005 66 (9) 108 (9 63 () 105 (3)
F01006 68  (4) 102 (4) 6.6 (11) 99 (11)
F01007 6.6 (6) 1.3 (6) 61 (8) 11.1 (8)
F01008 6.7 (10) 120 (10) 65 (6) 10.7 (6)

F01009 6.7 (2) 10.8 (2) 5.7 (1) Female offspring deid.

F01010 63 (8 9.6 (8) 63 (7) 9.7 (M)
F01011 6.7 (6) 114 (6) 65 (1) 109 (7)
F01012 6.8 (6) 102 (6) 61 (9 10,0 (9)
F01013 66 (1) 105 (7) 62 (10) 9.9 (10)

Number of dams 13 13 13 12

Mean 6.7 11.1 6.2 10.5

S.D. 0.4 0.9 0.3 0.7

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring.
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethyl ester by oral administration in rats

Appendix 38-2. Body weights of offspring (F;) before weaning

DMIP 62.5 mg/kg
Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F02001 6.2 (10) 9.3 (10) 52 (5 81 (5
F02002 75 (D 11.8 () 7.1 (8) 114  (8)
F02003 73  (8) 114  (8) 67 () 10.5 (7)
F02004 6.1 (10) 103 (10) 58 (6) 10.1 (6)
F02005 66 (5 102 (5) 6.3 (10) 10.1 (10)

F02006 Total litter loss.

F02007 6.9 (5 104 (5) 7.2 (11) 11.0 (11)
F02008 65 (8) 102 (8) 63 (8 9.6 (8
F02009 6.9 (8) 114 (8 63 (8) 10.8 (8)
F02010 6.1 (7) 112 () 57 () 105 (7)
F02011 62 (8 95 (8) 57 9 84 (9
F02012 72 (9 109 (9) 63 (D 9.7 ()
F02013 63 (8 11,6 (7 58 (D 10.5 _ (6)

Number of dams 12 12 12 12

Mean 6.7 10.7 6.2 10.1

S.D. 0.5 0.8 0.6 1.0

Significance NS NS NS NS

Statistical method AN KW AN KW

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring.

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 38-3. Body weights of offspring (F,) before weaning

DMIP 250 mg/kg
Dam No. Days after birth
Male body weight Female body weight
0 4 0 4
F03001 74 (D 120 () 72 (6) 1.5 (6)
F03002 6.7 (5 10.7  (5) 63 (1) 99 ()
F03003 73 (6) 120 (6) 64 (6) 112 (6)
F03004 68 (0 102 () 64 (8) 9.8 (8)
F03005 56 (2) 112 (2) 52  (6) 10,0  (5)
F03006 7.1 (8) 108 (8) 67 (8 108 (8)
F03007 59 (%) 53 Q) 56 (9) 51 @)
F03008 65 (4) 9.3 @) 59 (10) 9.0 (10)
F03009 7.1 (5) 122 (%) 68 (8) 115 (8)
F03010 7.0  (8) 115 (8 69 (1) 11.0
F03011 Dam died on the gestation day 23.
F03012 69 (8 1.1 (8) 63 (6) 10.7  (6)
F03013 6.6  (6) 120 (6) 6.1 (8) 10.8 (8
Number of dams 12 12 12 12
Mean 6.7 10.7 6.3 10.1
S.D. 0.5 1.9 0.6 1.7
Significance NS NS NS NS
Statistical method AN KW AN KW

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring.

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic acid, dimethy! ester by oral administration in rats

Appendix 38-4. Body weights of offspring (F,) before weaning

DMIP 1000 mg/ke

Dam No. Days after birth
Male body weight Female body weight

0 4 0 4
F04001 72 (D 127 () 71 4 121 @4
F04002 6.6 (10) 9.1 (10) 6.1 (6) 84 (6)
F04003 62 (5 105 (5 59 (10) 9.7 (10)
F04004 65 (9) 10.5  (9) 62 (7) 10.1  (6)
F04005 6.6 (9) 10.6 (9) 63 @ 104 (4)
F04006 73 (8) 103 (8) 68 (D) 929 ()
F04007 5.9  (5) Total litter loss. 5.1  (7) Total litter loss.
F04008 65 (5 104 (5) 6.0 (7 104 (D)
F04009 63 (7) 10.7  (7) 59  (8) 102 (8)
F04010 65 (9) 9.7 (9 59 (D) 92 (1)
F04011 6.6 (10) 104 (10) 64 @ 9.6 4
F04012 58 (8) 9.1  (8) 55 (9 9.0 (8
F04013 6.7 (6) 9.9 (6 59 (11) 9.1 (11)

Number of dams 13 12 13 12

Mean 6.5 10.3 6.1 9.8

S.D. 0.4 0.9 0.5 0.9

Significance NS NS NS NS

Statistical method AN KW AN KW

Each value shows mean per dam (g).

Figures in parentheses indicate number of offspring.

Significantly different from the control group (*: P<0.05, **: P<0.01).
NS: Not significantly different from the control group.

AN: Analysis by variance (one-way layout).

KW: Analysis by Kruskal-Wallis' test (one-way layout).
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic

acid, dimethyl ester by oral administration in rats

Appendix 39-1. General conditions in offspring (F,) before weaning

Corn oil (control)

Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F01001 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F01002 Number of offspring 8 8 8 8
General appearance, No abnormality 8§ 8 8 8§ 8
F01003 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F01004 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F01005 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F01006 Number of offspring I5 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F01007 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F01008 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F01009 Number of offspring 3 3 2 2 2
General appearance, No abnormality 3 2 2 2 2
General appearance, Death 0 1 0 0 0
F01010 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
FO1011 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F01012 Number of offspring 15 15 15 15 15
General appearance, No abnormality I5 15 15 15 15
F01013 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
Number of offspring 172 172 171 171 171
General appearance, No abnormality 172 17t 171 171 171

General appearance, Death

Abnormal findings of offspring, Bent tail

1
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic

acid, dimethyl ester by oral administration in rats

Appendix 39-2. General conditions in offspring (F,) before weaning

DMIP 62.5 mg/kg
Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F02001 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02002 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02003 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02004 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02005 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F02006 Total litter loss on the lactation day 0.
F02007 Number of offspring 16 16 16 16 16
General appearance, No abnormality I5 15 15 15 15
Abnormal findings of offspring, Bent tail 1 1 1 1 1
F02008 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02009 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02010 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F02011 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17
F02012 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F02013 Number of offspring 15 15 14 13 13
General appearance, No abnormality 15 14 13 13 13
General appearance, Death 0 1 1 0 0

Number of offspring
General appearance, No abnormality
General appearance, Death

Abnormal findings of offspring, Bent tail

186 186 185 184 184
185 184 183 183 183

1
1

1
1
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic

acid, dimethyl ester by oral administration in rats

Appendix 39-3. General conditions in offspring (F;) before weaning

DMIP 250 mg/kg
Dam No. Number of offspring Days after birth
and general conditions 0 1 2 3 4
F03001 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F03002 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F03003 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12
F03004 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03005 Number of offspring 8 8 7 17 1
General appearance, No abnormality 8 7 7 7 7
General appearance, Death 0 1 0 0 0
F03006 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F03007 Number of offspring 14 14 10 10 7
General appearance, No abnormality 4 10 10 7 6
General appearance, Death 0 4 0 3 1
F03008 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
F03009 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13
F03010 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F03011 Dam died on the gestation day 23.
F03012 Number of offspring 14 14 14 14 14
General appearance, No abnormality 4 14 14 14 14
F03013 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14
Number of offspring 160 160 155 155 152
General appearance, No abnormality 160 155 155 152 151

General appearance, Death

Abnormal findings of offspring, Bent tail

5 3

1
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Combined repeat dose and reproductive/developmental toxicity screening test of 1,3-Benzenedicarboxylic

acid, dimethyl ester by oral administration in rats

Appendix 39-4. General conditions in offspring (F,) before weaning
DMIP 1000 mg/kg

Dam No. Number of offspring Days after birth

and general conditions 0 1 2 3 4

F04001 Number of offspring 11 11 11 11 11
General appearance, No abnormality 11 11 11 11 11
F04002 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16

F04003 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15

F04004 Number of offspring 16 16 16 15 15
General appearance, No abnormality 16 16 15 15 15

General appearance, Death 0 0 1 0 0

F04005 Number of offspring 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13

F04006 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15

F04007 Number of offspring 12 12 0 0 0
General appearance, No abnormality 12 0 0 0 0

General appearance, Death 0 12 0 0 0
F04008 Number of offspring 12 12 12 12 12
General appearance, No abnormality 12 12 12 12 12

F04009 Number of offspring 15 15 15 15 15
General appearance, No abnormality 15 15 15 15 15
F04010 Number of offspring 16 16 16 16 16
General appearance, No abnormality 16 16 16 16 16
F04011 Number of offspring 14 14 14 14 14
General appearance, No abnormality 14 14 14 14 14

F04012 Number of offspring 17 17 16 16 16
General appearance, No abnormality 17 16 16 16 16

General appearance, Death 0 1 o 0 0

F04013 Number of offspring 17 17 17 17 17
General appearance, No abnormality 17 17 17 17 17

Number of offspring
General appearance, No abnormality
General appearance, Death

Abnormal findings of offspring, Bent tail

189 189 176 175 175
189 176 175 175 175

13

1
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