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30 mg/kge L7z,
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1.

LR

2,6-F 7L YCHANRUVBUAFNIRAFINDOS Yy PEAVWBOKRSICLDRER
B B EBMEHERRETY, MHEUBIINTIRERSIZIL D —HBEFENLR
ﬂ&mﬁ?%ttbt,ﬁm%%,i%ﬁ%,&%ﬁ&vﬁ%&xw%%ﬁ%u&&?

REIIDOVWTHRE L. &5 8IE, 1000 ng/kgzmEAEE L, LT 300, 100 BL U

B E LTHERO0.5 RANVEFSAF VLD —RF b D LKEBEIK)
ERERITE. '

REHZKEGHK

BRI RIFTEHY

—RRE: WThoBELIBEEEIALN B> .

RE  ERSHLOINBEREOBIZEZASN RS,

BEE : FES5HELL, RSICLIZBEEIASNRDP o=,

MEFEORE  ERESHLY, RS LIEEEAONRDP S .

MmEEFEMRE  FRESHLITBELYOMICEZAON R .
BIATR 818 5HLy, RELCLZ2EEIAOA 2.

HEER  BRSHLOMBHLIOMICEIASN RS,

IR ENRE - 1000 ng/keBHE T, REICBRTIEEDN2E LA ShLEZDL

7.

2.

HE(PIC RIETRE

—HRRE : WThOBFLORFEIAON BRI OE.

HRE  FB/SHLINBREOBMICEEIASN k2o,

RUEE  EREFLLMBHRIOBICERA W RDP 0.

Bl R - 85 BLY, BECLZ2EGIAONRP 2.

HREEE  BERSHLONBHRIOMIIERASN AP o,

FIBM MR MRE : 1000 ng/kelf Tk, RENEBERTZLEDN2ELiEALNRL >

=.

IT.

1.

Hé

ERERESMN

By (P)OERERECRIFTRY

ElEEE, RER, RERHH : SRS HLOMBHEOMIIEZXASNGELP o 2.
ZIGHER, MEIRAE - HREVBLOABHLOMICEIAON RIS, £, 8K
WKW REEAON L.



ThaH  FRGHEE ABEEOmIZERASR R 2.
UTRE, HIRINE, BRE  BRFBLOIMNBIELOMIIHEASNG S 5/,
R BREGFLONRIFLOMICETALhRDP > .

2HERFOKC RIET W

BERE, 24E, WiE 0 HOFERK, ROk, it : RSB L L SR
OEicERASNRP .

FEERH, HEX  EREHLOMNBHRLEOBMIEZAON R,

—HERE : BEBLUERSHLLBEEEREIASARL .

WE 4 HOEFERE, £HEE, ML SREBLOINBHREOMICZZAO N RIS/~

HEBRE: WThOBILBLWTOLERIALL D o=,

HRE SBREHLL, HE 0 HBLUMWE 4 B ICABRLEOMIZEZEEAS LR D
> 7=,

HRFFR : WTFhOBIIBLWTOEREIASWEI .

MLED LD, 2,6-F 7LV SHANKRUVBUAFNIATFNO-BEEENEZYR
F, WThoIEBEBIZOEEFEDeokbozl eroltifld 1000 ng/kgtEZ 63,
T, FEREBHEENREEZEER, WThOEBIILEESED NI E
SO LB I UTREBMOREE LS 1000 mg/kgt BN 5.
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2,6-F 75 LV hANKUEY X F VT 7 IV (CAS No.840-65-3) DX I8 MEHE LT A
CERIWEBEORME~DREEHAET 572812, 0ECD GUIDELINE FOR TESTING OF
CHEMICALS, Combined Repeat Dose and Reproductive/Developmental Toxicity
Screening TestV IZf>T 2,6-F 29 LV CANKRUVBBOAFINZRFNVEMES v MIC
18 1@, 41~53 BM@EORESELERERSEY - EHBEBUHSHREZT W, Mt
m%uﬁTé&ﬁ&%tx%-%%ﬁ?%ﬁ%ﬂ%&%T%ttbt,@ﬁ%%,ﬁ%ﬁ
o, ZHRBLUABRREDERTHICRIETEZEI DV THRE L.

75 ¥

1. HBEMEB L THRE

WERWED 2,6-F 75 LUV HNKRLBEIS AF T X7 )(CAS No.840-65-3)iF, 2+ F
B 0 244.25, @S0 19001 °C, #0370 C(HEE)OBBIL—U T, KIFATHS.
WEABRICIL, K 7 £ 8 A 30 HIC b
SRR hELOEFAVWE(RExT Lot No. MEE . 99.9
%). AFRELDLET OB, KRBBOERRYEREZOER - BEXZHTORERET
RELE. 28, R5HHARTRIISHRERTORESERVWERRBERY BT REE
WWRAIL, ZO—H2a R LEBER, MEX 99.9 % Thh, #HMEBPEIERETCH - -
ZEDEHLT NI

WERE LT, 0.5 YANVEFIAFLELNVO—XF b YT AKBHELIT. 0.5 %CMC-
NaJKBm ey )EAWE. 0.5 %BCMC-NakBEB#mIE, ANVEFIAF L ELO—XF I YD
L(AEHEKLRK 4, Lot No.2407, AFH ¥k 4 £ 7 H 16 B, {HALAR : FR 9
F£7H 158, REZFH  ER)ZEFAKBKAUERERNETS, REEHHK, Lot
No.5I73, AFH : ¥R 7T 11 B 17T 8B, #HHAR: TKX 12 £ 8 A, REZH =
BICHEBLULTHARUE. 28, 0.5 %CMC-Nak@dwmiE, »EKEL, #EE 10 AUALL

EALE.



2. G IRRE K UT U

BERMEIE, BWEHICAKEMAVT 0.5 %CMC-NaAkBHICHBR LTI LE. HRY
HEhgaRLhane, S5 REFREKERTERLE. 2B, 2, 20 BL T 200 ng/mld
AN, TR - MYERMHTT T B, oI EE - MNERHTT 4 FRMREL
TOHOREMEICHED R N L MBER I T W= (Attached table 1), & WK O 35
FENE, | BEICSH L THR - BEXRHETCHREL, FNG 7 BLUAIKERLE. 8
EBROBRIBEMKRIZEREL 2.

BREMEHBLIVRORSHMBETHCHERA LASREOREREFORRYEME &
HMEEANTEERE IO PSS 72AVWTHMELE. Z0R, BRYDEBREIRR
RED 98.4~105.0 T, REL-HMEREEAN(RTEEOL 10 BLIR)ETRL, i
BIZRIREIX & » o 7= (Attached table 2 B X UF 3).

S.ERBYMB XTHET RN

1) BMEL L URK

ABRICKE, " BRBUEARBICERE - ZESHRRICHAZ L, BRRBEFTHSORE
BT 2MAEMNE ES5NT W % Sprague-DawleyZ IS » b [(SPF), Crj : CD(SD)] %
A/, 8imiE, ¥ 8 £ 3 A 19 BHICHAF v— VR - UN—#ASH(BHHAE &
=5 8 BEMTREMS T3 EEZBALE. AFHR | BOKEGREHBE L, HH 244~306
g, MEH 196~227 gTH - /=

2) MEB LU, BT &R S NS B A& HR &

AFLESYE, 5 HHOREHBBLI T Z0#E 8 HEOIEHBERIT~. ZoMiz,
4 HOFREMELIVBH-BRRKEOBREE, ToCHIEINLBHERI 7T HE QKA R
BEToR. " BRREBLUVRKREHMBCEENAONT, $EUHEAHBRETCEENEDS
Waro#BWEHIIT L THRICAVWE.

BaldE, 3 82— 9 2AVWTHRERZBNIIATREIC, BEAREEICLVEHD
FHHREBIUSTHMPMITIEE LI RBZLDIICRSHABRICT 2. BoUdBORRBWE,
BREBBHICZ-FNVTHEBRFEIEERICEZELS L.

Bmid, RE - BIEHBPEIAFHECHES VIR LPRBAEBLIUBRICL AL EE
LD, BRUTREBRILLIREEBLUENVFEEHBLTHMALE., 2512, &
B OMEAREF & - EABRES, AFEER, MBIV HWESELAL
o2 N, BATROE T —VICEARES, RE5E, HABLUHWESTEZLAL,
HBIEIZBESTLESVERD T E.




3) BRBEG MR & O A A A
Wi, %R 20~24 °C, WIE 40~70 %, DINEE 12 WFECMENT 40T 6 IE~4 % 6
B), MRER 12 B/ (7 405 —Ic K DIRE L I R)IC8RE L FEEC
5 B%)THE LE.

Wosg - B iz 27 o L AWEERX S — 2 (W: 240 x D: 380 x H: 200 mm)Z AW T
| 7—UHED SEETOMABTEL, BATHEERAF L L RWAELr — 9 (W: 755 x D
(210 x H: 170 mm)Z A WTHEMBEE LR, XL, RREZAF VYV LVARBEENXT —-DR
o, £k, BB, ER 18 BItA— /L —TRBLERK(Y Y7L —%, B
KFvr—R - N—BREH)EANETIRF v /Wy —U(W: 310 x D: 360 x H:
175 mICENICH L, BRARBEVMEEIRE. F—UOS WM, BAEBLTTS
RF LW —VOERE | EEIC 2 BLE, AFVLABAEES U BLURERD
Zield 2 AR | B Lok, 2B, BNAEEOER(RORBERB)B LY 0.02
URBIEERF L U S AKBRTORDE Y 7THEICLZHBEEET > .
FROMBERESL CERMEOANERE, FELERCHEIEAIRARAIF £
Y —CEELEREEBRTF v —VR - U S—BREEDPOAFE LR, ZOKRE, DR
HEURBIERCED - EEEDOBEATS - 7= .

4) BB B L BB K
Pk, AF® 3 DAUANOEMAEM(CRF-1, Z VY VEESITERNS)EEMHE

BICAN, BHHICERZEE. FALAAMOMFERIE, WHEAHBARRERS T L~
F—BIUA VT VY VERBTEKRAZIED2SEAFLE.
BREIKIZ, KEKEZHBRKBMEHAOCTERICERSI . KHKOKEREZERIE, X1
SAAZLEHBEARRRARBEREL Y Y —TRELEREZAFLE.
ERBLURMAKDOBREZRIEZ, WTHhIAREBRTCEDLEEBORBEATH - /2

4. B E5EE, BE5A%, BRl, REEBLIURSHHE

1) 5B BLUKRS A&

2,6-F 7V UV ANRUBYAFNZRAFT IV, MELTEONICAICERINL ST
BEMEPEZL D2, REZRBELTEOKREZERL L.

BRELEBLTE, EREZEOBY VT EMVTTETIRFvIHMT A B -7V
HEEAVT, BEBEORSLE. BEMER, ETRESHHIVWERERICRLEL
MEBOEKELREEL L, 5 nl/keTEB LA, MTR, ZTRITBLCZTRBHTIIRSE
HDEZVEEBRESHIROEWNEHOREL, WIRAM AP EER 0, 7, 14 BLU 21 HD
FREZ, MABMAPEIME O HOKEZHEEL L, 5 nl/keTH B L. BEMHFLIZFH
9 B 10 sr~12 B 00 oM<, ®#S5EEHE | H 1 B&LE.

RSB HOBMIZMESD 10 BMTHD, KREGBMEITHEDS 349~387 g, ME» 230~



262 gTH o 12

2) BB LURS &
PERakiE, UTFoM<E L. $rbb, WRYERSHELE LT 4 BEZEEL, ZOH
KHEEZHRTE. | oML, Migtzhzh 12 L& Lk

B¥ AR B B %5 & (HE) B(HMES) M(HYWES)

EIFE 0B (0.5 %CMC-Naskid i) Omg/kg ( Omg/ml) 12(001~012) 12(051~062)
E2RE 2,6-F75V Y N VB YT ANIATY  30mg/kg ( 6mg/ml) 12(101~112) 12(151~162)
EILE 2,6-F79bUY NG VBEYT AFNIATE 100mg/kg ( 20mg/ml) 12(201~212) 12(251~262)
FARE 2,6-1750 YT VRS VBEY T A#NIATH 300mg/kg ( 60mg/ml) 12(301~312) 12(351~362)
ESBE 2,6-F79V0Y  IVET VERYTAFNIATINI000mE /kg (200mg/m]l) 12(401~412) 12(451~462)

"RE5&81F, v b EAVE 2 ARMBOKRSICL 2 FRARGREER 0, 30, 100,
300 B LT 1000 mg/kg, BB 5 FORRICIDHRELE. TRbdb, 1000 ng/kgB¥ T H
RCHRRE RS, REHBBLUHRTOEFTRIAoh PP . 22T, YHBRORK
L58&, OECDH A F5 4V TCRAAELIN TS 1000 mg/kexmamME L L, UTAL
# 3 T 300, 100 BLr 30 mg/kg L. 7=, B LTHRYWHELRA - HEDOKMAE
(0.5 %CMC-NakB# )=k 5T 2 HERITE.

3) 1’5 AR

5 HARTIL, OECD GUIDELINE FOR TESTING OF CHEMICALS, Combined Repeat Dose and
Reproductive/Developmental Toxicity Screening Test (> T, Tk s e 14 B
ez 35 ARIOAE 49 B L, MTid s 14 B, XEHEE+P(RE 14 B
M), BIRPEBBLVIHE 4 HOHRABBEBETOERE 41~53 HE& L=, &8, K5H

MEHZERS 1 HE L.

5. BEBLIURERE

1) H(P)

(1) —fRiREE

—BRREBLIURTOERE, REHBPICEREa -®D 1 B 2 BE(EL, 8K&H
i EIRE 1 EDERELE.

(2) hEMZE

HwEE, GAMIK 2 BWELEZ(NEH - &5 1, 4, 8, 11, 15, 18, 22, 25, 29, 32,
36, 39, 43, 46HBLUHERE). |



(3) SEOF 5

fEAE I, REPHMAN 4 OMBLURENMETELSIMMIC 2 BIYWELEZNED
%5 3, 6, 10, 13, 31, 34, 38, 41, 45 LU 48 H). &, RGP HOFE 4 I
FioiZitre L.

(4) MERE

549 AR TORBIC, RPNV EY—=IVF )T LOMIEAES (# 40
mg/kg)C L BB FCHM AP S DL —Ya L hMiEZERL, UTOMKE
BMBEZRELL. 2B, AROMEEELZ.

FROLER B (RBC), NEF DL E(HGB), ~~ M2 1) v ME(HCT), Mm/AREB(PLT)B &
B ERE(WBC) X, EDTA-2Ka —F « > &/ U 2 Sysmex¥ > 7 )b 71w THIHEER U 7= M #IC D W
T, %IEEE MG E (Sysmex E-2000 , REEABFHRASMIZAVWTHUMEL .
oI, FHURMDKREEMV), FHRMKODEREMCH) B LT EYHRORMODERRE
(MCHC)Z= & H L =

MR AR MIRB(RET )L, EDTA-2KALE U =Mk % Brecherd&IC X D BERLEE L TR Z 4 K
o RICEKE, Glemsat B L EAXEER L CIHMMEE T TROLIK 1000 (@ o #iK 7R EK
BEEHL-R.

HMERESEIZ, EDTA-2KMB L -MiEE2 X524 KI5 XIZ8&HK L, May-GiemsaRB L =

ERAEZEHLUCHEME T ALK 100 HzoEHHKL -
o boybBEB(PT), BHALE PO BT7SIFUOBBAPITBLTZ 7))

=0 REFIBE, 313 YV T VEEF MY D LATRBLEOEICIDODNWT, MELAEME
ARICLYMHEBRESWEB(a7 Vv Ry =11, ZHEHBARHL)EHOTHEL =.

(5) mimfbSEayiRE
MEENRERAOMK L ERBICERIRASERL-ODBE» SELIH (K 4 °C,
3000 rpm, 15 4L THAELBIIOVWT, UTFTOMBILENREEZERE L. B, #l
EFHMEBEETWERFETEEGHEE-80 CINICREL, REFANBIRMBRSEREFE T

HUWE(-80 COIMICHEE L=, .

GOTH &L ”'GPTidHenryZ% i, ALPIXp-NPPEE %, 7 -GTPIE v -G-P-NAEE %, REH(TP)
{ZBiuretis, B YN E L (T-BIL)iZAzobilirubingk, REZREE(BUN)IZUrease-GIDHE, &
L7 F = (CRE)iEJaffeis, 7 ko #E(GLU)IEGlucose dehydrogenaseit, 3L X 50—
JV(T-CHO)IXCOD-DAOSI., MY &) &S 4 K(TG)IELGPO-DAOSH:, Caldo-CPCiE, #EEEY
(IP)ixMolybdenum blueikiz & b, BEIAITEE (AU 500, AU o N 2AXELTEK(RASH)E
AOTHEL .

NaBLUKIZA 4 U BIREMKICLD, CLZEEFHTEILLD, WFhs2EHEREH
WaEE (EA04, X% AST)ZBMBVWTHELE.

BEAOE, EXIKIEICLD BEHERIKIIEE(AES 600, 4V o xk¥ETEHAE
HIEHOTHMEL E.

PVTIVEBEEIREARBLUEAALE» S, A/(FLTI2 /707 ) U)IEEH
SHELSEHELE.



(6) &

LD (4) BLE () THMLZWEXSICMMBIES ¥ EICSHE - MEoMR
WBEZT o . MR, AN, B, MRBLIURBE LRIBHBICTRE2MEL, 3T,
Wi, OB LM e L HIC 10 B EE R LY VICEEL, RELE. BEL,
MBBRIUCHELEERET 7 VWICH2AGEEER, 7V —IVICHREL=.

(7) WA B

MU LAERE  HEBCOWTHEIR ST 74 L EHNERRERLE.

HEEBLUCREMAE(1000 ng/kg) B G, FFR, MK, MWIE, T, 8%, BEL
K, BIBEBRCMICOVWTH-EREHEMEAREERL, FRAMENICKRE L.

2) WE(P)

(1) —#%ik%E

—RREBLCLRCOERR, REPRHPICERERF -%0 1| B 2 BI(=ZL, &5#8H
&A1 BDHBRELE.

(2) R

ARG, REFAEE»OREMABETEE | BHRELE. B, BIEWIESE 2
HEWDE>THEINZHEEIX | BEEFHLE.

(3) REWE

FEE, XERMGEH 14 HBEB LU REHEMPICELERKE 2 B(MEH &5 1, 4,
8, 11, 15, 18, 22, 25 BLU 29 H), HRABPICEER 0, 7, 14 BLT 21 HIZ,
MEMHBICEWE 0 BLUT 4 HICZhZhUEL L.

(4) BEHEENE

BRI, MG 14 HEE AR 2 @AELEAZ(BER &5 3, 6, 10 B
™13 H). £, FIRAMDPEIMEE 2, 9, 16 BLY 21 HiC, WEHBPTEWHE 4
HIZMEL &=

(5) %R AR D S

REFAHIME, TEPEBRKTECI—FUMBTCHEXSBRD &5 ROBEE -8B
L, BROFEICIIVEIROBFELZMERE U, THEMIE, AFRE, B, MRS L U5
BEIBLEBICESEZAEL, BT, MW, VEBLUERE & IC 10 XHEEEGEILY
VBICEZEL, RELE.

(6) 2EIREEDBIE

XRMIERSBIY, THRRBOBRFORR, PHERTOMEZREZHER 21 B> S4ER
25 BOHA] 10 B CHEET-7~. Fa7 10 BIZABIPETLTCWEFER, TOEEBE
0 BH& L.

(7) HMBREOBES L UEHIR

o, WERKEZME 4 HETHHBEERL, WE 4 B —F VKRBT THIRXD)
RS MBS TLBICEARL, ERREBBLCEGRERZ =, TR, Bk, MIRSE
JUMAETHERICEEZWMEL, BB, B, VEBLUEBE & &I 10 %PHEEER



W) I EE L, kRiELE.

(8) &M RAIE L U B D H

LSHERDPEC LM, BREBEPHIZT —F )V T THEXIHIR D S BRI
EELBISHRL, FRTBE & MK EBA L. 0, B, FIRE & 090 RS 4E
BICERZMEL, BB, M, DEBLCMEE &I 10 BiEEERL <) L HICEH
EL, RELE.

(9) fRHAMMFERE

WHUERE - SO W TERICH TN 74 VEEEAZE-L .
HBEBLUCREARE000 ng/ke)BE D 0, AR, MR, MonR, B, SRR, BES
LU DWTH-EREMMEAZER L, HEEMFEOCREL .

3) RM(P)OEBAEEIIRIEFETHE
14 HEMiChE-oTRESThAMEZ, A—HAT I X | KHEsEGDETRABEREL L.
ZEMHMIE 4 HEREE LT, XEZzHAT2ETCOoOERBERE E L.
REMBIZEWIEE-ERZITY, BEANIETFELREERZER L M2 KEMRI
BmEeLT, TOHZER 0 BELTERELE.

4) FER(F))
(1) HEROBRE
HERICREERREE, LERE, FERBBLIUVAREFOEREZBRE L. JEE
Rix, 10 %HEEE IV ) URICEEL, RELZ.

(2) FERDOBE

FERZ, " RBRREBLIUECOFEL2EFHMPEE | EHELE. ECRIEE, SR
% 10 B EEFE RV ) VIRICBEEL, RELE.

(3) thE

REG, WE 0 H(HEBE)BLW® 4 BICWEL =,

(4) H#

EHFEREZ, BE 4 HOBEBR TR I —FNVEBRTTEXBRI»SMABFEI BRI
Bl L.

6.4 EFB T &

MEMOHAENAEITEORTEEEZR L, AEEREIHNMBRL 2,6-775 L 0P
ANWR VB AFNZATVOEZEERGHLOMTToE. WTRhOREIIBWTY, BR
S BRMEAEEL, 5 %KM (p<0.05) L 1 %R (p<0. 0D & ICAIF TR L. #
FEREI-BOREHBELIEEEE2MEL .



1) %L b aE

Bartletti ZIC K 2E A HMORERZT Y, T HMRSE—THBRICLXIZ M 2T
W, BRERSIENBHEONEMEEIE unnetti ZEEAWTIToR=. — A, SaMEEDLN
R oRGER, WAEZRMALE -l EEIC K 2248 (Kruskal-WallisD iE) 270,
FRERS TR QMM LEBIEMEG 2R H L ZDunnett M DOMREEREH W TITo 2.
RE(HRDY, WER), HUE, BEER, REBR, SREE= (4% E0fE 0H)
- XRMEZEBE] , BREN, BREERK=(FERK+XERS), HERK, TERH,
AE= [((BREERB/EREH)x 100] , RoEd®= (WM& 0 BOoFERK/ &
PRIRE) x 100] , #afk#, FRE= [CGERRE/HEL)x 100] , HEE= [(HF 0
HOo#HERB/FBEERK)X 100] , WE 4 BOEERK, WE 4 BoEER= [(i§
B 4 HOEERK,/WE 0 HOFERK)X 100] , AXBEHHERE= [((AXEEEK

SHERBOX 100] , Mit=(f/1t), SEEBHENEEZET), MBEFORERE,
m#{bERERE.

2) x‘*HRE

ZRF¥E= [((ZRRIHMB/FAEHWMBOx 100] , ZieR= (M ZEMILY
W) x 1001 , HEE= [( 57t R M EE A 2 BAHE B X 100] .

R

I. REREHMN
LEPICRIZTES

1) —ARiREE(Table {-1~1-2, Appendix 1-1~1-5)
Wrid, SNBEE, S5 DGk,
—IRREAZIC BT, MEBRE, 30, 100, 300 B LU 1000 ng/kelt & BB £ @

LTWThoHWICHLEERZABN B>,
2) {A&E(Table 2, Fig.l, Appendix 2-1~2-5)

EREHOHER, MEHCEFERKOHEETHY, WINLOUTHILOAERELHS

nizoiz.
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3) JEflgi(Table 3, Fig.2, Appendix 3-1~3-5)
30, 100 BLor 1000 mg/kgltp Bl fld, BPFLIFZEIRABZETHL, WIhoNMEH

KeBFEEEASN R o . 300 ng/kglE T, MIEMFELILXTIRES 41 HIZHEMEOF
MREE AL, RERBIKELLLOTERP D,

4) MKW g (Table 4, Appendix 4-1~4-5)
30, 100 BL o 300 mg/kglFETix, MBRLERTOWTAONEEBICOEEZITIASL

Nz o/, 1000 ng/kgBETIEX, HBHELLENXTAT I Uy MEOEFEREKEIEA LN

7=

5) Mk {5692 (Table 5, Appendix 5-1~5-5)
ZRESEHEY, HERLIERTOWTIFNOREEDICEEFEEEZIHA NI o,

6) i PAT B (Table 6, Appendix 6-1~6-5)
FMESR FRORBSKICENGBEHMPNEET 1 #, 100 ng/kglfT 2 #Hl& 1000 mg/
kgt T 1 Flica e, 30 BLY 300 mg/kglE T, WTFhIZOBEFEEASNR D> o /-

7) BEEE(Table 7, Appendix 7-1~T7-5)
BREHEY, NERIIMERXRTHWINOBEEREICOEEZETA AP,

8) MEEMMAMRE (Table 8, Appendix §-1~8-2)
B AURABEAOHFBMENEADSMNBET 2 HlE& 1000 mg/kgBET 1 HlIcAH SR =D,

ENSORERIKEE~EETH o 2.
BREEK ESOBFAFEFEEBET | flE 1000 ng/kgB#4T 1 HliCALN=D. F
DOEREZVWThOEETH 2. 2B, WThHRIIBLWT, BELEKORBICHEDE

BEHNBRBEINEBWTH 1. |
ZOMICE, D, B, DR, BIR, B, BB L UHETIRSBES LT 1000 g

/keBEL L BEFRE AR 2.

2.HEPHIRITTRHE

1) —m%iR%&(Table 9-1, 9-2, 10, 11, Appendix 9-1~9-5, 10-1~10-5, 11-1~11-5)

Uik, W, SFsHLoRoohndrok.
—BAREBE IS BT, MR, 30, 100, 300 B LT 1000 mg/keht & & BLE MK % @

LThwdFhomicytBEETALShLE Lo /-.

_11-



2) {KiE(Table 12~14 Fig.3~4, Appendix 12-1~12-5, 13-1~13-5, l4-1~14-5)
BERGIHEOKRER, EELEERKEOHEETHD, WTFhDWERICLEEAETIHS
high o,

3) {E @& (Table 16~17, Fig.5~6, Appendix 15-1~15-5, 16-1~16-5, 17-1~17-5)
BREFOEMEG, JMELIZIFERETCHD, WTFhOoNEHIL O EEEZIALN
B o=,

4) #IFRFF R (Table 18, Appendix 18-1~18-5)
i, 30, 100 BXU 300 mg/kglE T B E XA SN, o=, 1000 ng/kelETit,
el & IEEE e KfLOMEDN | HICALNEOATH - /-,

5) 22& & 8 (Table 19, Appensix 19-1~19-5)
BIREHELD, UBHELHUEANTOThHOREEEICLEEEIALOSM Lo,

6) FRIBMH MR E (Table 20, Appendix 20-1~20-2)
BB FAME ORI RIREMEHD 1000 mg/kgBET 1 BicHALNED, ZOBEIZZL

BETHo .

fel : MAEEDRMED 1000 ng/kgT 1| FI(BIRTHRIR L BEZLABLOHEEINBEI N
@I HELNED, TORBEIIKEETH > ~=.

Z oML, Ok, BFIE, MR, P8, BEMBIUKTEMBES LU 1000 ng/kght &
HEFBEIAoNRI .

II. £EELHN
LBEGMPIOEEREIIREITRE

1) 315 E #(Table 21, Appendix 21-1~21-5)
REAOKREHE(14 BR)DOHKIERKIE, BIFSHELEINBHEOBICEREZIASN
o,

2) XEBH, XREX, ZBMHBE B LR E(Table 21, Appendix 21-1~21-5)

1000 mg/kgi¥ S HD | MERVWELHITREMSMERINE. TEBHIZ, S/EHL Y
MBELOMICAEBREZAONRP L. F/2, RERILY, BREBENBH L OMIC
BEXEREASNRP O,

FRBIEE, WIFhoBFECEAaohRPok. LEM-ST, SHEEFWVWINOEELD
100 % ThHho7=. B, ZHEMOLEVFEREZHKL I~

- 12 -




3) WFIRIIM B K TR Mgk e (Table 22, Appendix 22-1~22-5)
JEURIBRIE, SRS O MBRELrOMICHFEEIAL NP R, £, WThOH

MEHRPRBICRFEZIAON L 212,

4) WERB, BHREMB LUEKE(Table 22, Appendix 22-1~22-5)
PEORE, HRBHEB L UERERE, SRS NBHRLIOMICEFEELASA RS

7=.

5) 4pE#E(Table 22, Appendix 22-1~22-5)
BN, S/SHELHERIE 100 % TH-oT-.

LHERFHCRIZTESE

1) MBHEREE LS %= (Table 22, Appendix 22-1~22-5)
BHERBRBIUSHBERIT, SKS5HLLSBHREOMIIEBEZIAON P22,

2) BEE, RoOoEHEB X UM (Table 22, Appendix 22-1~22-5)
WE 0 HOHMERK, SEERS, £4A4EE, ROEHEB IO, S5 LS TE

HloBICEBEZEEZAONRP D2,

3) MERD—RIRE, WE 4 HOEFERHE, WE 4 HOEGEEBLUAREEDOBRE
(Table 22, Appendix 22-1~22-5)

HERDOD—MBRETE, WIhOBLLEBEREIBEREI L kL2,

HE 4 HOXEFERE, HE 4 HOAFEBLIUWE 4 Hottbid, FREH L LB
HLOoMICAEBRZEEALhRd o=,

FERDODARBEOBETHE, WThoBLIEFTIAOARP .

4) HrERDIKE (Table 23, Fig.7, Appendix 23-1~23-5)
WHE 0 HBXUY 4 HOMEN Y, BEEHNBLUVERHDKREIX, BIRSH L LB

BHEOMICERERZARONEI o).
5) £ ERDBIKFr R (Table 24, Appendix 24-1~24-5)

R, 300 BLT 1000 mg/kgBE Tk, WThICEEFASN 22>/, 30 ng/kelt
THMMEAREEL 1 Hl, 100 ng/kgBt THIBO B BN | FliCHASNEDHATH 2.

_13_



2, 6-FT7 I VAN RUBESAFNIRATNDT vy EHAVWIROKREICL D RIEE

gt - EMBEHEFSRREERLE. K5, 1000 mg/kg&f’ri;‘-éimﬁit L, UTF
300, 100 BT 30 mg/kg L. 2B, FBELLTHEMKO0.5 BANVKEFS AF VLN
O—2F b U D LKBRIESEEZRITE.

M (P)ICBE L Tid, 1000 mg/kg ¥ AT M2V w MMEDOBRERRBEISAL NI, X4
FRDNw o725 0 FF—SDOWBBATHZI eH»s, FHNBEARAOEHEEI SN S,
—HRIRTE, REH, BMHEE, MWLFOREER, BEEBIIIRSCERTZ2ELED
nNaEizashhboz. B, BRICBVWTHAMEBERE LAKOEBICE T EEEH,
ﬁﬂﬁ%i%&ﬁtﬁmf%%@ﬁmm,gW@H&%¢%,%%L%@%%@%%W%
EREAOENEZD, WThDLBBITHD, NBETLRABECALATWR IS, B
gMELEEZIOND.

HEE P (PYICBI L Ti&, 1000 mg/kglf T —MRIKME, REME, BHE, BEEEICIZIE
HiiRET2EEBEbh2ZbtEaohikro. B, SIBICBLVWTHIBEERE - XEE
DOFEM 1000 mg/kelEcHohzd, | FIOATHDH, RELLZLOTREVEE XS
nNad. 72, REMHEBENIRECHADON-EBORAMEOERTERESDSL | lOAKT
HB2IELDL, BROELLEZIOND.

LED>T, SREREGETICBIFE 2,6-7 79 L2 hHNVARVBYAFLIIIFILD—
REMFOREYEE, ML D 1000 ng/kebEZX 5N 3.

REM(P)OEBREIIHLTIE, BREJFLIEERY, XBX, XEHH, THESB
LUEZhRMBEIIEEIF»N Rk, £, BRSHELOEREB, S%KE, BFHK,
ERER, EREBLUVHERIIOEEEIASN ok,

FERFHNIRNLTE, ERESHEOBEERK, 48%%, TERK, HE 0 HOHE
BE, HAER, ROEHE, HIticgBiddaohigbrok. EBLETCE, WTFhOBE
YEBFEEIALGN Rk, £, —RKE, HE 4 HOEEFER, £5F, 4, &KE,
Zgicv EBRALN RIS,

LidoT, BHAREHFTICBITE 2,6-7 79 L0 CANTEVBYVAFNVNZIATLDOE
MAEBHENLREXYERE, BMECEBBLURIPOEEICEHLTLTRY 1000 ng
kg tEBEEND.

LEDKDIC, 2,)6-F7F LV VANKRUBYAFNVNIRATIVO—REUFNRLESR

i, WTFhDIEBIKEE RO SRzl e oL d 1000 ng/kgeEX 5N 3.

Fh, FEELEBUHFOLEZEREE, WIThOEEHILOREIEDSN R D
SHMOEMBLURBWOEEL S 1000 ng/kgL RSN B.

_14_
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1) OECD GUIDELINE FOR TESTING OF CHEMICALS,Combined Repeat Dose and Reproductive
/Developmental Toxicity Screening Test(JE&4#& EHifiWERLWN SELFERS

MEE DS RGBT N HH)
2) 2,6-F 7LV ANKRUVBYAFNZIFANDOS vy b EBVBEOR

HIRLBRERSHNE - LEWALEBUEHERXROFMAR HASHLBRNSAFT U P —
Ferbd— PBIFE (RRES : 092015P) REWES

_15_
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Table 1-1

by oral administration

General sign of male rats (P) in combined repeat dose and

reproductive/developmental toxicity screening test of dimethyl 2,6-naphthalenedicarboxylate

Group Number of males Days of adminisiration
(mg/kg) and general sign | 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
Control O |Number of males | 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 INumber of males | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 [Number of males [ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12
dimethyl 2,6-naphthalenedicarboxylate Normal 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 g2
300 |Number of males | 12 12 12 12 12 12 12 12 {2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000{Number of males | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

*: Commencement of pairing.
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Table 1-2

by oral administration

General sign of male rats (P) in combined repeat

dose and

reproductive/developmental loxicity screening test of dimethyl 2,6-naphthalenedicarboxylate

Group Number of males Days of administration
(mg/kg) and general sign |26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47 48 49 30
Control 0 [Number of males | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 [Number of males | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 {Number of males | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
dimethy! 2,6-naphthalenedicarboxylate Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 {Number of males | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 - 12 12
1000|Number of males | 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 §2 12 12 12 12 12 12
Normal 12012 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
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Table 2

Body weight of male rats (P) in combined

of dimethyl 2, 4-naphthalenedicarboxylate

repeat dose and reproductive/developmental toxicity
by oral administration

screening test

Group Control dimethyl 2,é-naphthatenedicarboxylate

(mg/kg) 0 30 100 300 1000

Number of males 12 12 12 12 12

fays of admin-

istration 1 345.2 £ 10.5 365.3 % 9.9 365.5 £ 10.0 365.8 =+ 10.7 385.2 £ 10,1
4 379.8 £ 13.1 381.2 = 13.3 382.4 = 8.6 383.6 = 11,9 387.5 £ 13.0
8 393.6 * 16.8 395.86 = 17.2 401,.9 £ 11.2 402.3 + 14.8 404.3 = 16.1
1 403.8 = 19.2 404,86 £ 17.4 413.t = 10.8 413.5 = 17,1 416.0 = 17.1
15 417.4 £ 21,2 417.3 £ 23.3 428.7 £ 12.4 430.3 £ 21.1 430.5 + 21.7
18 424.3 = 217 423.3 = 22.4 434.8 £ 13,4 438.0 = 20.1 441.3 = 21.7
22 443.2 = 24,4 442.3 = 23.0 455.3 £ 14.4 458.9 * 22.8 458.71 * 22.7
25 453.0 + 25.3 450.7 = 23,2 466,9 = 14,1 467.3 *  24.5 467.0 £ 23.0
29 469.3 £ 28.1 464.1 £ 25,3 487.3 = 16.3 488.9 * 26.5 485.6 £ 22.0
32 469.8 + 27.3 466.8 * 24,2 488.1 *x  16.1 489.1 £ 26.5 488.0 * 23.8
36 481.7 £ 27.3 479.3 £ 25.8 501.7 = 18,1 499.8 + 27.2 498.9 = 25.9
39 484.0 = 29.8 480.3 = 29.2 507.1 % 20.9 505.8 £ 27.2 503.8 + 27.3
43 492.8 £ 31.2 489.8 = 32.¢6 516,6 £ 20.9 514.3 = 27.7 513.2 * 21.5
46 490.5 * 32.3 491.0 = 32.2 519.5 = 21.3 S14.6 = 29.3 513.0 =+ 28,0
50 474.3 £ 31.¢4 473.0 +  34.2 501.3 *+ 19,4 500.3 = 28.9 496.8 + 29.0

Each vilue shouws mean (g) *S.0D.
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Table 3

Food consumption of male rats (P)

in combined repeat dose and reproductive/developmental toxicity screening test

of dimethyl 2,6-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2,6-naphthalenedicarboxylate

(mg/kaq) 0 30 100 300 1000

Number of males 12 12 12 12 i2

Days of admin-

istration 3 28.3 * 3.2 29.3 % 2.8 29.9 = 2.8 28.% * 2.1 29.8 % 2.2
6 30.8 = 1.7 29.9 % 3.2 30.7 * 1.7 29.8 * 2.2 31.6 = 2.2
10 29.2 %= 2.2 28.4 * 2.5 29.8 % 2.2 29.2 %= 2.1 29.46 * 2.6
13 29.3 * 2.1 29.0 % 2.5 29.7 %= 2.1 28,9 + 1.7 30.2 * 2.7
31 30.1 % 2.7 28.9 % 1.8 29.8 + 2.1 28.3 * 2.6 30.0 * 2.4
34 29.4 % 2.7 27.8 = 1.8 29.5 = 2.4 27.8 %= 1.8 28.4 * 3.0 .
38 29.6 % 3.0 29.0 * 2.4 30.4 % 1.7 28.5 % 1.9 30.4 % 2.8
41 271.6 * 3.0 25.8 * 3.4 28.0 % 2.3 25.4 % 0. 8x 25.9 * 2.2
45 28.3 %= 2.6 27.7 %= 2.9 28.8 * 2.8 26.9 % 1.9 27.6 * 2.8
48 27.8 & 2.4 27.5 % 2.5 28.5 & 2.5 26.9 * 1.6 26.4 * 2.7

Each value shous mean (g9/day) *S.0D.

Signiticantly different from control (x: P<0.05).
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Table 4

screening test of dimethyl 2,é~paphthalenedicarboxylate by oral administration

Hematological examination of male rats (P) in combined repeat dose and reproductive/developmental toxicity

Group Controt dimethyl 2,6-naphthalenedicarboxylate
(mg/kg) 0 30 100 300 ) 1000
Number of males 12 12 12 12 12
RBC (10* / mm2 ) .900.5 % 51.7 890.5 * 30,7 890.0 % 46,0 881.3 % 33.0 862.1 * 45.7
Hemoglobin (g/a1) 15,77 = 0.61 15.76 % 0.59 15.78 % 0.57 15.63 0.41 15.33 % 0.55
Hematocrit (%) 45.93 1.61 45.76 * 1.45 45.56 % 1.32 45.20 = 0.83 44.25 * 1.47x
MCY (um2 ) 51.08 % 1.45 51.40 * 1.02 51.28 * 2.19 51.33 %= 1. 44 51.40 % 1.84
MCH (rg) 17.54 =« 0.54 7.7 % 0. 45 17.76 = 0.87 17.74 = 0.460 17.81 = 0.67
MCHC (g /49 34.34 % 0,42 34.44 % 0.33 34,63 % 0.45 34.58 % 0.47 34.65 % 0.23
Platelet (1 / mma ) 103.66 £ 12.75 105.33 £ 6.18 109.18 = 10.05 103.86 = 1.00 105.66 = 7.25
RET (%) 22.5 * 5.3 22.3 x 3.7 20.9 % 3.3 22.6 £ 4.7 22.8 = 4.5
PT (sec.) 16.09 = 0.71% 16.69 * 1,42 15.54 = 0.64 15.62 % 0.49 15.72 % 1.
APTT (sec.) 31.74 % 1.29 31,467 = 3.06 30,89 % 2.26 29.82 % 2.26 31.00 = 2.51
Fibrinogen (mg ./ dl) 258.5 + 31.4 258.3 = 19.7 257.3 13.9 253.9 * 14.4 253.7 * 23.9
WBC (102 / mma ) 1.1 % 22.1 58,8 % 15,1 7.9 14.5 60.5 % 10.7 3.1 % V7.1
Differentialt leukocyte (%)
Lymphocyte 88.5 =« 300 88.2 = 4.3 88,2 * 5.9 88.0 * 4.0 86.5 6.4
Neutrophil 10.6 % 3.2 10,4 % 3.8 11.0 = 5.4 11.2 % 3.8 12.4 %= 5.1
Eosinophil 0.4 * 0.7 0.8 + 0.8 0.4 % 0.9 0.3 = 0.5 0.5 = 0.7
Basophil 0.0 * 0.0 0.0 x 0.0 0.0 = 0.0 0.0 * 0.0 0.0 * 0.0
Monocyte 0.5 + 0.7 0.6 + 0.8 0.4 * 0.5 0.6 * 0.5 0.4 * 0.7
Each value shows mean *S.D.

Significantly different from control (x: P<0,05).
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Table 5

Blood chemical examination of male rats (P) in combined repeat dose and reproductive/developmental toxicity
screening test of dimethyl 2,8-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2,8-naphthalenedicarboxylate
(mg/ka) 0 30 100 300 1000
Number of males 12 12 12 12 12
60T (/1) 75.48 = 18,55 69.05 = 9.01 67.69 = 6,34 67.64 % 8.48 65.62 % 8.39
GPT (/1) 21.33 3.77 22.61 % £.90 21.08 = 4,43 22.73 % 2.94 20.14 % 2.30
ALP (/1) 80.45 = 22,57 79.31 £ 13.18 75.08 = 16.02 83.75 = 11.63 69.90 = 15,75
Y -GTP (/1) 0.19 =  0.43 0.00 = 0,00 0.19 =  0.43 0.09 £ 0.32 0.00 * 0.00
TP (g/dl) 5.69 £ 0,24 5.65 = 0,28 5.73 = 0.26 5.75 = 0.22 5.65 0.20
Albumin (g /dl) 2.927 £ 0.144 2.954 % 0,202 2.943 = 0,132 3.017 = 0,111 2.968 = 0.12
Protein fraction (%)
Albumin 51,47 + 1.92 52.27 % 1. 40 51.44 * 1,64 52.50 % 1.75 52.53 * 1.66
ai-glo 23,46 % 1.90 22.91 £ 2,75 22.96 * 1. 40 22.53 % 1.81 22.78 = 1.67
ar-glo 4.50 *  0.80 4,54 % 1.09 5.00 £  0.61 4.82 = 0.47 4.53 = 0.84
ar-glo 5,74 £ 0.36 5.56 + 0,42 5.75 £ 0,25 5.74 = 0.28 5.53 £ 0.47
p-glo 11.43 £ 0.70 1M.13 £ 0,65 11.63 £ 0.80 11.27 £ 0.78 11.43 = 0.567
v -glo 3.40 £ 0.54 3.0 £ 0.65 3.23 + 0.78 3.14 = 0.59 3.22 £ 0.59
A/6 ratio 1.064 = 0,085 1.097 £ 0.061 1.063 = 0.070 1.108 = 0,075 1.108 +  0.077
T-BIL (mg / dl) 0.083 = 0,012 0.082 = 0,021 0.085 * 0.022 0.089 = 0.020 0.086 = 0.012
BUK (mg 7 dl) 20.48 = 1.95 20.28 = 3.40 20,63 = 2.34 19.98 =~ 2.58 19.34 % 2.07
Creatinine (wmg /dl) 0.517 % 0.143 0.491 = 0.095 0.498 = 0.048 0.469 = 0.089 0.508 = 0,045
Glucose (ng /dl) 127.80 £ 13.36 127.09 %= 11,64 121,61 £ 12,92 127.59¢ +  8.35 118.13 = 10,17
T-CHO (mg 7 dl) 65.93 £ 10.29 62.53 &£ 9.68 69.12 £ 10,3} 64.58 = 14,07 7112 2 15,94
16 (mg / dl) 71.60 £ 26.81 76.93 £ 29.53 97.97 % 49.69 71.73 £ 26.02 86.07 = 39.55
Na ( nEg/ 1) 146.36 £ 1.99 147.10 = 1.58 146.01 =+ 1.55 147.03 =% 1.34 145.88 =+ 1.84
K (nEq/ 1) 4,350 + 0.248 4.326 £ 0.209 4,413 = 0,217 4447 = 0,213 5.383 * 0,168
cl ( nEq/ 1) 105.23 % 1,34 105,43 = 1. 10 105.52 1.32 105.29 = 0.9 104,95 * 1.57
Ca (mg /dt) 10.02 £ 0.19 9.98 £ 0.40 10,15 = 0,27 10.06 = ~ 0.30 10.09 +  0.28
1P (mg /dl) 65.58 &+ 0.94 .65 = 0.81 5.64 *  0.64 .76 =  0.87 6.57 *  0.90

Each value shous mean *S.D,
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Table 6

Necropsy finding of male rats (P) in combined repeat dose and reproductive/developmental

toxicity screening test of dimethyl 2, 6-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2, 6-naphthalenedicarboxylate
(mg/kg) 0 30 100 300 1000
Number of males 12 12 12 12 12
Normal 11 12 10 12 11
Epididymis(tail) ‘

Yellow—white nodule(left) 0 0 0 0 1

Yellow-white nodule(right) 1 0 2 0
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Table 7

of dimethyl 2,6-naphthalenedicarboxylate by oral administration

Organ weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

Group Control dimethyl 2,6-naphthalenedicarboxylate

(mg/k9) 0 30 100 300 1000

Number of males 12 12 12 12 12

Body weight (9) 474.3 % 31.6 473.0 * 34.2 501.3 =+ 19.4 500,3 = 28.9 496.8 x 29.0

Thymus (ma) 267.68 £ 44.86 282.50 + 89,79 294.58 = 57,81 266.88 + 50,29 310.02 = 80.08
(mg%) 56.63 = 10.0) 59.38 £ 15,48 58.78 * 11.34 53.52 = 10,59 62.38 * 15,23

Liver (9) 12,111 £ 1,057 11.889 £ 1.03¢0 13.008 £ 1.547 12,755 = 1.007 12.498 = 1,192
(g%) 2.552 £ 0.123 2.513 &+ 0.088 2.589 = 0.227 2.548 * 0,099 2.512 £ 0.137

Kidneys (9) 2.963 £ 0.2 2.993 £ 0.29% 2.973 £ 0.207 3.093 £ 0.297 2.990 * 0.268
(aZ%) 0.626 = 0.044 0,633 = 0,055 0.593 = 0.037 0.620 = 0.059 0.603 = 0,055

Testes (9) 3.396 £ 0,187 3.472 = 0.180 3.380 = 0.297 3.421 0.211 3.488 % 0.161
(a?) 0.718 = 0.053 0.738 = 0.070 0.676 = 0.068 0.684 = 0,044 0.701 £ 0.06¢

Epididymides (g) 1.310 * 0.081 1,290 = 0.079 1.306 = 0.082 1,324 £ 0,095 1.330 £ 0.052
(g%) 0,277 * 0.024 0.273 + 0.023 0.261 * 0,021 0.265 *  0.026 0.268 + 0.0146

Each value shouws

meant S.D.
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Table 8

Histopathological finding of male rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of dimethyl 2,6-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2, 6-naphthalenedicarboxylate
(mg/kg) 0 1000
Incidence & Grade N A} & 4 # i N AL £ 4+ # H
Kidney [12] [12]
Eosinophilic body, proximal tubule 10 2 1 1 0 0} 11 1 010 0
Epididymis [12] (12]
Spermatic granuloma 11 1 0 10 0 11 1 0 1°0 0

Grade of histopathological finding; +: Slight, -+: Mild, it: Moderate, 1: Marked.

N : No abnormality detected.
A : Abnormality detected.
[ ] : Number of males examined.

No remarkable changes were recognized in heart, liver, spleen, thymus, testis, adrenal and brain.

a: right tail.
b: left tail.




Table 9-1 General sign of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental toxicily screening test

of dimethy! 2,6-naphthalenedicarboxylate by oral administration

8¢

Group Number of females Days of administration
(mg/kg) and general sign 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15*
Control 0 |Number of females| 12 12 12 12 12 12 12 12 12 (2 12 2 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 |Number of females | 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 1‘2 12 12 12 12 12
100 [Number of females { 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
dimethy! 2,6-naphthalenedicarboxylate Normal 120 12 12 12 12 12 12 12 12 12 120 12 12 12 12
300 [Number of females|{ 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000{Number of females{ 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

*: Commencement of pairing.
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Table 9-2  General sign of female rats (P) during mating period in combined repeat dose and reproductive/developmental toxicity screening test

of dimethy! 2,6-naphthalenedicarboxylate by oral administration

Group Number of females Days of administration
(mg/kg) and general sign 16 17 18 19 20 21 22 23 24 25 26 27 28 29
Control 0 |Number of females| 9 5 3 1 1 1 1 1 1 1 1 1 0 0
Normal 9 5 3 1 1 1 1 1 1 1 1 1 - -
30 [Number of females | ¢ 5 5 0 0 0 0 0 0 0 0 0 0 ]
Normal 9 s 5 - - - - - - - - - - -
100 {Number of females{ 8 6 3 1 1 1 1 1 1 1 1 1 0 0
dimethyl 2,6-naphthalenedicarboxylate Normal 8 6 3 1 1 1 1 1 1 1 1 1 - -
300 |[Number of females | 10 9 8 0 0 0 0 0 0 0 0 0 0 0
Normal 10 9 8 - - - - - - - - - - -
1000|Number of females| 10 6 5 1 1 1 1 1 1 1 1 1 1 1
Normal 10 6 5 1 1 1 1 1 1 1 1 1 1 1
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Table 10  General sign of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental toxicity screening test
of dimethyl 2,6-naphthalenedicarboxylate by oral administration

Group Number of dams Days of pregnancy
(mg/kg) and general sign { 0 1 2 3 4 S5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21
Control 0 [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
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
30 |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
Normal 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 {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
dimethy!l 2,6-naphthalenedicarboxylate Normal 12 12 12 12 12 12 12 12 12 12 12 1212 12 12 12 12 12 12 12 12 12
300 [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
Normal 120 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000{Number of dams| 11 11 11 11 1t 11 11 11 11 1t 1t i1 11 11 11 i1t 1111 it 1ot
Normal 1t 11 111111111 11111 1r #1111 1t 11111t
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Table 11

screening test of dimethyl 2,6-naphthalenedicarboxylate by oral administration

General sign of dams (P) during lactation period in combined repeat dose and reproductive/developmental toxicity

Group Number of dams Days of lactation
(mg/kg) and general sign 0 1 2 3 4
Control 0 | Number of dams 12 12 12 12 12
Narmal 12 12 12 12 12
30 | Number of dams 12 12 12 12 12
Normal 12 12 12 12 12
100 { Number of dams 2 12 12 12 12
dimethyl 2,6-naphthalenedicarboxylate Normal 12 12 12 12 12
300 | Number of dams 12 12 11 11 11
Normal 12 12 1 11 11
1000( Number of dams 11 11 11 11 11
Normal 11 11 11 11 11
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Table 12

toxicity screening test of dimethyl 2,é-naphthalenedicarboxylate by oral administration

Body weight of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental

Group Control dimethyl 2,6-naphthalenedicarboxylate

(mg/kg) 0 100 300 1000

Number of females 12 12 12 12

Bays of admin-

istration 1 244.8 = 9.6 2644.2 * 245.3 9.1 244.4 * 8.4 244,8 * 8.3
4 251.5 % 8.2 249.0 x 246,11 % 8.6 245.3 % 9.2 248.4 = 6.9
8 256.9 = 9.1 253.2 % 249.3 = 10.2 252, = 10.8 254.3 % 9.5
1 258.0 * 9.1 257.1 % 252.9 = 11.0 254.8 = 13,1 260.9 = 10,0
15 263.5 + 9.4 263.0 * 259.0 £ 11.4 260.5 + 14.0 265.7 £ 11.9

Each value shows mean (g) *S.D




£t

Table 13 Body weight of
screening test

dams (P) during pregnancy period in combined repeat dose and reproductive/developmental toxicity

of dimethyl 2,4-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2,6-naphthatenedicarboxylate
(mg/kg) 1] 30 : 100 300 1000
Number of dams 12 i2 12 12 11
Days of pregnancy ’
0 275.4 £ 12.2 275.8 * 8.5 271.0 =+ 16.1 281.0 %= 14.9 281.4 x 12,9
7 309.8 * 13.7 307.0 * 7.3 304.0 £ 12,7 308.4 = 14.7 310.9 = 10.9
14 343.9 * 16,1 34101 £ 11,5 336.4 14,2 342,10 £ 16.3 338.4 +  17.0
23 437.0 *+ 237 435.3 =  10.8 425.3 * 19,7 429.7 +  26.0 428.6 x* 22.5
Each value shows mean (g) *S.D.
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Tabte 14

Body weight of dams (P) during lactation

of dimethyl 2, 6-naphthalenedicarboxylate

period in combined repeat
by oral administration

dose and reproductive/developmental toxicity screening test

Group Control dimethyl 2,é6-naphthalenedicarboxylate

(mg/kg) 0 30 100 300 1000

Humber of dams 12 12 12 12 \A

Days of

lactation 0 313.8 + 25.5 302.0 = 18. 305.8 * 23, 310.8 +  21.5 303.5 = 16
4 335.8 + 19.2 314.4 + 20, 324.8 * 16, 317.8 + 29.8 1) 312.1 29,

Each value shous mean (g) *S.0.

Figures in parentheses indicate number of dams.



Table 15

Food consumption of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental
toxicity screening test of dimethyl 2,é-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2,6-naphthalenedicarboxylate

(mg/kg) 0 30 100 300 1000

Number of females 12 12 12 12 12

Days of admin-

istration 3 2.2 x 1.7 20.6 = 2.2 20.3 =* 2.6 19.3 = 2.6 20.6 * 2.6
[ 21.3 « 1.9 22.2 % 2.5 21,2 2.2 22.6 % 1.7 22.2 % 2.4
10 20.8 + 2.5 21.8 2.9 21.3 =+ 2.7 22.3 = 1.8 22.3 * 2.6
13 20.9 * 1.9 21,0 2.6 2).1 =+ 2.8 21.8 * 2.2 21.5 = 2.0

Each valtue shous mean (g/day) *S.0D.

4%
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Table 16

Food consumption of dams (P) during pregnancy period in combined repeat dose and reproductive/developmental toxicity
screening test of dimethyl 2,4-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2,6-naphthalenedicarboxylate
(mg/kg) 0 30 100 300 1000
Number of dams 12 12 12 12 11
Oays ot pregnancy
2 26.4 = 2.8 26.0 % 1.7 24.4 % 2.9 25.8 2.1 26.5 = 2.7
9 27.9 * 4.3 26.8 % 2. 26.6 % 3.8 27.2 % 2.3 27.0 % 1.5
16 27.9 %= 3.7 27.4 % 2.5 26.8 3.2 26.8 = 1.6 26,4 % 2.3
21 23.8 * 3.0 23.0 * 2.4 22.3 + 3.8 22.4 * 3.1 21.6 2.8
Each value shows mean (g/day) *S.0D.
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Table 17 Food consumption of dams (P) during lactation period in combined repeat dose and reproductive/developmental toxicity screening test
of dimethyl 2,6-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2,é~naphthalenedicarboxylate

(mg/kqg) 0 30 100 300 1000
Humber of dams 12 12 12 11 11
Days of

lactation 4 32.3 + 4.9 31.3 £ 10.9 31.7 4.0 35.8 % 7.3 35.2 % 8.8
fach value shows mean (g/day) *S.D.
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Table 18

Necropsy finding of female rats (P) in combined repeat dose and reproductive/developmental

toxicity screening test of dimethyl 2, 6-naphthalenedicarboxylate by oral administration

Group Control dimethy! 2, 6-naphthalenedicarboxylate
(mg/kg) 0 30 100 300 1000
Number of females 12 12 12 12 12
Normal 12 12 12 12 11
Spleen

Adhesion 0 0 0 0 1

(abdomen and greater omentum)
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Table 19

Organ weight of dams (P) on day 4 of lactation in combined repeat dose and reproductive/developmental toxicity
screening test of dimethyl 2,é-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2,6-naphthalenedicarboxytate

{(mg/kg) 0 30 100 300 1000

Number of dams 12 12 12 1 11

Body weight (9) 335.8 * 19.2 316.4 % 20,6 324.8 * 16.8 317.8 * 29.8 312.1 = 29.3

Thymus (mg) 221.08 * 61.39 166.57 £ 65.30 196.78 = 61,12 171.25 £ 34.72 173.00 x  66.47
(mg%) 65.60 £ 17,10 52.01 = 19,48 60.20 = 17.2¢4 54.30 = 13.05 55.47 *  19.77

Liver (g) 13.142 = 1.224 12.885 * 1,450 12,909 = 1,004 12.939 = 1.159 12.720 = 1,251
(g%) 3.915 = 0.275 4,066 * 0.310 3.978 = 0,268 4,085 = 0.332 4.097 *  0.437

Kidneys (9} 1.990 = 0.129 1.950 = 0.153 1.938 = 0.156 2.028 = 0.170 1.975 = 0.16¢%
(g%) 0.5%94 % 0,036 0.618 x™ 0,064 0.598 * 0.042 0.643 * 0.085 0.640 = 0,093

Ovaries (mg) 106.99 =+ 7.98 108.17 = 15.37 105.69 = 19.74 105.51 = 12,64 107.41 = 9.69

__(mgZ) 31.91 x 2.26 34.15 % .n 32.67 x 6.2 33.42 5.01 345.76 5.05
Each value shows meanx S.0.
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Table 20 Histopathological finding of female rats (P) in combined repeat dose and reproductive/developmental
toxicity screening test of dimethyl 2, 6—naphthalenedicarboxylate by oral administration

Group Control dimethyl 2, 6-naphthalenedicarboxylate
(mg/kg) 0 1000
Incidence & Grade N Al &£ + H #t N Al £+ # #
Adrenal (12] (12]

Degeneration, zona fasciculata, focal, 12 0 11 1 1 00 0

unilateral

Spleen f12] [12]

Adhesive inflammation 12 0 11 1 1 0 0 0

Grade of histopathological finding; =£: Slight, +: Mild, H: Moderate, it: Marked.

N : No abnormality detected.

A : Abnormality detected.

[ ] : Number of females examined.

No remarkable changes were recognized in heart, liver, thymus, ovary, kidney and brain
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Table 21

toxicity screening test of dimethyl 2,6-naphthalenedicarboxylate by oral administration

Number of estrous cases and reproductive performance of male and female rats (P) in combined repeat dose and reproductive/developmental

Group Control dimethy! 2,6-naphthalenedicarboxylate
(mg/kg) 0 30 100 300 1000
Number of females 12 12 12 12 12
Number of estrous cases before mating (14 days)
Mean*S.D. 3.4+ 0.5 3.3+ 0.5 3.3 0.5 3.1+ 0.3 3.3+ 0.5
Number of pairs 12 12 12 12 12
Number of pairs with successful copulation 12 12 12 12 11
Copulation index (%) ¥ ' 100.0 100.0 100.0 100.0 91.7
Number of conceiving days
Mean*S.D. 3.24 3.3 2.6+ 1.3 3.2% 3.3 3.3+ 1.2 2.6+ 1.2
Conceiving days 1-5 11 12 11 12 11
Conceiving days =6 1 0 1 0 0
Number of pregnant females 12 12 12 12 11
Fertility index (%) “ 100.0 100.0 100.0 100.0 100.0
Number of pregnant females with live pups 12 12 12 12 11

a): (Number of pairs with successful copulation / number of pairs)x100.

b): (Number of pregnant females / number of pairs with successful copulation)x100.
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Table 22 Observation of pups (F1) in combined repeat dose and reproductive/developmental toxicity screening test
of dimethyl 2,6-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2,6-naphthalenedicarhoxylate
(ng/kg) 0 30 100 1000
Number of dams 12 12 12 12 11
Length of gestation (days)

Mean*S.D. per dan 22.17 £ 0.39 22.50 + 0.52 22.33 £ 0.49 22.58 + 0.51 22.36 + 0.50

Pregnancy days < 21 0 0 0 0 0

Pregnancy days = 22 10 6 8 5 7

Pregnancy days = 23 2 6 4 7 4
Number of corpora lutea

Total 215 226 215 209 202

Mean%S.D. per dam 17.9 + 1.6 18.8 £ 1.6 17.9 £ 2.1 17.4 + 1.9 18.4 + 2.2
Number of implantation scars

Total 198 212 201 193 182

Mean+S§.D. per dam 16.5 £+ 2.4 17.7 £ 1.8 16.8 + 2.9 16.1 + 2.2 16.5 = 2.2
lmplantation index

Mean%+S.D. per dam 92.0 + 10.4 93.8 + 5.7 93.3 + 10.3 92.3 + 6.5 90.2 £ 7.0
Gestation index (%) Y 100.0 100.0 100.0 100.0 100.0
Number of live pups born

Male 85 96 93 96 83

Female 92 89 87 71 82

Total 171 185 180 167 167

Mean=®S.D. per dam 14.8 + 2.2 15.4 £ 1.8 15.0 = 2.0 13.9 + 2.5 15.2 £ 1.8
Sex ratio at birth ¢

Mean*S.D. per dam 0.96 +0.28 1.34 £ 1.05 1.22 + 0.62 1.56 + 0.96 1.28 + 0.98
Sex ratio on day 4 of lactation

-Mean®S.D. per dam 1.00 = 0.35 1.33 £ 1.06 1.20 + 0.57 1.65 = 0.95 (11) 1.27 £ 0.90
Birth index ¥

Mean¥+S5.D. per dam 89.6 + 6.3 87.2 £ 6.8 90.3 + 8.3 87.6 + 14.9 92.1 £ 6.2
Number of dead pups on day 0 of lactation

Total 6 11 2 6 0

Mean+S.D. per dam 0.5 £ 0.9 0.9 +0.9 0.2 £ 0.4 0.5 +1.4 0.0 £0.0
Number of pups born

Total 183 196 182 173 167

Mean+S.D. per dam 15.3 £ 2.3 16.3 £ 1.6 15.2 £ 2.2 14.4 + 2.1 15.2 + 1.8
Delivery index *

Mean¥%+S.D. per dam 92.3 £5.2 92.5 £ 4.7 9.3 + 8.0 90,2 + 9.4 92.1 % 6.2
Live birth index !

Meau%+S.D. per dam 96.9 + 5.5 94,4 £ 5.6 93.0 + 2.3 96.5 + 10.4 100.0 =+ 0.0
Number of live pups on day 4 of lactation

Male 83 92 92 91 84

Female 88 84 87 64 80

Total 171 176 179 155 164

Mean*S.D. per dam 14.3 £ 2.1 14.7 + 2.6 14.9 + 2.1 12.9 + 4.5 14.9 £ 1.9
Viability index ©

Mean¥+3S.D. per dan 96.8 + 5.5 95.4 + 13.6 99.4 + 2.0 89.8 + 28.5 98.2 + 3.1
Number of external anomalies 0 0 0 0 0

Mean%+S.D. per dam 0.0 +0.0 0.0 £0.0 0.0 + 0.0 0.0 +0.0 0.0 +0.0
a): (Number of implantation scars / number of corpora lutea) X {00.

b): (Number of dams with live pups / number of pregnant dams) X100,
d): (Number of live pups born / number of implantation scars)x100.
£): (Nusber of live pups born / nwumber of pups born)x100.

Figures in parentheses indicate number of dams.

¢): Number of male pups / number of female pups.
e): (Number of pups born / number of implantation scars)x100.
g): (Nupber of live pups on day 4 / number of live pups born)x 100,
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Table 23

Body weight of pups (F1) on days 0 and 4 of lactation in combined repeat dose and reproductive/developmental toxicity
screening test of dimethyl 2, 6-naphthalenedicarboxylate by oral administration

Group Control dimethyl 2, 6-naphthalenedicarboxylate
(wg/kg) 0 30 100 300 1000
Number of dams 12 12 12 12 11
Male weight
Days of lactation
0 6.45 £ 0.36 6.36 & 0.41 6.356 = 0.58 6.70 £ 0.72 6.65 = 0.74
4 10.03 + 1.05 9.71 £ 1.83 10.06 = 1.31 11.14 = 1.18 (11) 10.51 *+ 1.37
Female weight
Days of lactation
0 6.05 = 0.41 5,93 £ 0.42 6.05 £ 0.59 6.33 & 0.74 6.15 £ 0.71
4 9.59 + 1.04 8.98 + 1.49 9.70 £ 1.41 10.60 = 1.30 (1) 9.86 * 1.44
Mean pups weight
Days of lactation .
0 6.26 £ 0.38 6.16 £ 0.43 6.23 =+ 0.60 6.56 =+ 0.72 6.40 £ 0.68
4 9.80 = 1.03 9.38 + 1.6l 9.90 + 1.36 10,94 = 1,19 (1D 10.20 £ 1.35
Litter weight
Days of lactation
91.84 * 12.65 95.02 * 12.67 92.26 = B.76 90.73 * 15.72 96.39 = 9.60
4 138.23 + 14.31 139.74 =+ 36.35 145,37 + 11.55 152. 18 + 13.43 (11) 150.28 =+ 12.41

Each value shows mean (g) *S.D. per dam.

Figures in parentheses indicate number of dams.



Table 24 Necropsy fiding of pups (FL) on day 4 of lactation in combined repeat dose and reproductive/
developmental toxicity screening test of dimethyl 2, 6-naphthalenedicarboxylate by oral administration

_1717_

Group Control dimethyl 2, 6-naphthalenedicarboxylate
(mg/kg) 0 30 100 300 1000
kNumber of males’ 83 92 92 91 84
Normal 83 91 91 91 84
Liver
¥hite 0 0 1 0 0
Kidney
Hydronephrosis(right) 0 1 0 0 0
Number of females 88 , 84 87 64 80
Normal 88 84 87 64 80
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S—————¢  CONTROL

B—————@ DIMETHYL 2,6-NAPHTHALENEDICARBOXYLATE 30 MG/KG

A—————=  [OIMETHYL 2,B6-NAPHTHARLENEDBICARBOXYLATE 100 MG/KG
F—————X [IMETHYL 2.6-NAPHTHALENEDICRRBOXYLATE 300 MG/KG
H————X DIMETHYL 2.B6-NAPHTHRLENEDICARBOXYLATE 1000 MG/KG
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Fig. 1 Body weight of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test

of dimethyl 2,6-naphthalenedicarboxylate by oral administration.
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¢——————& CONTROL

O———m@ DIMETHYL 2,6-NAPHTHALENEDICARBOXYLATE 30 MG/KG

A——————&  [IMETHYL 2.6-NAPHTHALENEDICARBOXYLATE 100 MG/KG
&———X [IMETHYL 2,.8-NAPHTHALENEDICARBOXYLATE 300 MG/KG
¥————xX DIMETHYL 2,6-NAPHTHARLENEDICARBAXYLATE 1000 MG/KG
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Fig. 2 Food consumption of male rats (P) in combined repeat dose and reproductive/developmental toxicity screening test
of dimethyl 2,6-naphthalenedicarboxylate by oral administration.
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&——————¢ CONTROL

B—————m DBIMETHYL 2,6-NAPHTHRLENEDICARBOXTYLATE 30 MG/KG
A————— DIMETHTL 2,6-NAPHTHRLENEDICARBOXYLRTE 100 MG/KG
F———% DIMETHYL 2,6-NAPHTHALENEDICRRBOXYLATE 300 MG/KG
¥————X DIMETHYL 2,6-NARPHTHRLENEDICRARBOXYLATE 1000 MG/KG
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Fig. 3 Body weight of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental toxicity
screening test of dimethyl 2,6-naphthalenedicarboxylate by oral administration.
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S————& [ONTROL

o—— & DIMETHYL 2,6-NAPHTHRLENEDICARBOGXYLARTE 30 MG/KG

4————4 [DIMETHYL 2,6-NRPHTHRALENEDICARBOGXYLATE 100 MG/KG
EF——X DIMETHYL 2,8-NRPHTHALENEDICARBOXYLATE 300 MG/KG
¥———x DIMETHYL 2,B-NAPHTHALENEDICRRBOXYLATE 1000 MG/KG
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Fig. 4 Body weight of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of dimethyl 2,6-naphthalenedicarboxylate by oral administration.
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S— ¢ CONTROL

B—~—————m DIMETHYL 2,6-NAPHTHALENEDICARBAXTYLATE 30 MG/KG
A——— 4 QNIMETHYL 2.B-NAPHTHALENEDICARBOXYLATE 100 MG/KG
=———X DIMETHYL 2.6-NAPHTHRLENEDICARBOXYLATE 300 MG/KG
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Fig. 5 Food consumption of female rats (P) during pre-mating period in combined repeat dose and reproductive/developmental
toxicity screening test of dimethyl 2,6-naphthalenedicarboxylate by oral administration.
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B—————&8 DIMETHYL 2,B8-NRPHTHALENEDICRRBOXYLRTE 30 MG/KG
&————4 [OIMETHYL 2,6-NRPHTHALENEDICRARBOXYLARTE 100 MG/KG
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Fig. 6 Food consumption of dams (P) during pregnancy and lactation periods in combined repeat dose and reproductive/developmental
toxicity screening test of dimethyl 2,6-naphthalenedicarboxylate by oral administration.
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Fig. 7 Body weight of pups (F1) on days O and 4 of lactation in combined repeat dose and reproductive/developmental toxicity
screening test of dimethyl 2,6-naphthalenedicarboxylate by oral administration.
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