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#ABRE 5 R-08-009
E3

1,3-Benzenedicarboxylic acid, 5-sulfo—, monosodium salt (CLF SIPA £523) DHEMI~DEER L
VHERDORBRIETHELRIT 2701, SIPA % 0(FEHFAK) . 100, 300 LR 1000 mg/kg
O FAECHERED Sprague-Dawley HT v (MEHES 13 IT/FH) 12 10 B 5 1 B 1 [E, MEROBEL
7o 15 14 BHH 2 EMERELLUTRESE . BEld 42 BRABREL-RICHRL-, MEITRRE, B
SIESHETURF 4 BETHRELZEZI, BEMBIOHARIIEE 5 BICHRL-, 2ORRELTIC
EHLT,

1. HEVMIFR R

HERE LS I FE T FERRD DindensoTs, —IRIBOBE T, 300 mg/kg LA OB G- FEOMEMEIZER{E,
1000 mg/kg & 5BEDOMEREIZE 5% ORENFBDONT, MHEOKE, BERELSIVEERERIC
SIPA # 5 DEEIRD LIVedoTz, IR T, 1000 mg/kg &5 HEOMEREZ AT B RO AEERBE
., B R TRl B AIRICR T L BB DO U E A DB B bz,

2. £FERESIFTR ,

OB, HEORTERBIUSEIGER, [IREMI OB BE, BRE, BRE., RIS LU
FERRIZ SIPA B 5 DREBIIFRDLR ) o7z, Eir, BEMMOSHIREBIOHEREBICETEIFEDLN
2ol

3. HERFR
BTN, B IUEREIC SIPA RE5OEEIIFZOLN T, ROBEERICBOTHEAFITR
HHILRoT,

4. =M E (NOAEL)

ARBREMUT CIL. B8 s+ 2EEH 81T 300 mg/kg UL EOF S BEOHEREICEENRDON
7oZlMB 100 mg/kg/day, BEMHOAFEEN BIOHARICH THEFMHEITIVTHOEBA THE
@ﬁ%@b SNZehyoT-ZEh 1000 mg/kg/day SHIETL7,
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LZE S TP S

1. BBRME

FERM'E 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt (%14 : benzenesulfonic acid,
3,5-dicarboxy-, sodium salt, CAS No. 6362-79-4, 73 :CsH;0;-S,Na, 4375 :268.18, HiEE:99.7%,
B8NP 20 = MR, AR K5 0.1%B LT Fe 43 5 ppm A, #ESE A B 12008 £ 11 A
7H, LU SIPA &324) 1 RS, 2008412 A 26 A
[CEZHEL. 2009 42 4 A 22 B TR E S ERE EICEIR (RAIE 16.1~22.7C) THRE LI, Fit,
2009 4F 4 A 22 ADOERRETHRBRWERE E 2 [T TER (FHE 16.8~22.3C) THRE L,

RGO ERE L TITRT,

HO,C COH

SO5Na*



- RERE S R-08-009

PRI E DR EMICOVWTIL, GLP EHETORERITIN T2V, AERWE S V238 (R
BR&E 5 : A-08-046, R-08-008, R-08-009) iZfE A LI=b D LR —ay MO WBRME IOV, #BRME
AFHRONICEMERK TRIIAFRICBOTRERRNERE I, BIER RICE R 2nils
e L7~ (Appendix A-1, Appendix A-2),

2. EREMLEFRERE

A AF v— L A YN —EBEAREFEF 22 —LD 8 IBERD Sprague—Dawley & (Crl:CD(SD), SPF}1 b,
T 62 UL, 73 ILEZIEAL ., 6 BEIINAEL TRELETRRE~OBLZ TR, ATMHEZ ST 17 A
B L, ZOFER, —RRKEBEREL, AT A RIUOHRER TRICEELHIE L, ¥, HEW
ZOWTH, AR 5 B BMDER ., AMIEZERL, RE - BHEIR TE7 = b TRICBIEE
FEEBL, fAE—VICARE S, NI UBHLE S ZRRA LN — R 2T T, AREmD
AR B BLIRERT B OEEIITREOBY ThH o7,

AR A :20094E4 A 68
AT E : B 256.8~295.6 g, Mf 184.6~215.7 g
REMRTH ;200944 A 22 H
REKRTREE ‘i 307.3~454.9 g, Ifff 234.5~306.7 g

B BLDRE R, e CHREEMEN DR o0 1 TGN EES:55) &, HEY CREIN
BHOERNRRD LN 16 PL(BIHLE S 2, 4, 6, 13, 17, 19, 22, 23, 24, 25, 28, 40, 57, 59,
65 BLW 72) Ik, TENTREST O BB, B - DL TR OB EICE SR ERIBLE
EARHIRIC X OB T 21T otz BT LAESII—E0EMEFEHV LT, 7=V TR
WEME SEERL ., Bl LICARORRSTEBYI—NCRRE S, B LUEmESEZEAL,
B —VICET -, RBRICER L83, MUAEZETHEL, 2009455 A 19 A5 IL
 ERRFEMEMAEDRAEICHEL, ZROOHE 10 PRl 16 PLiX 2009 454 A 28 HA35 200946 A 25 H
O LB LU AL,

i, FFAIREE 21.0~25.0°C, BFAREE 40.0~75.0%, #REREMN 16 |78, FRET 12 Bl (7~
19 B AU KR ESN - RE R T, £B SRR — (220w X 270d X 190h mm) {2 1 PL§DULAEL .
ERERE (CE-2, BAZLT) &AEK (REFHAERHEK) & B BICBRSE THEE L, KRDOHER
Shi-tEEMIT, FEIR 18 B (eSS NI THER B =12k 0 B)»bME S A (DA ="HF 0 A)
FTHREBEL TR W TBF o7 (=2 — | BARTAT AL —) 2 ANINATIAF v 7 B
B4 —30 (350w X 400d X 180h mm) IZUXAEL ., B LT, 2B, HEHM P, AEEORIBEDOENE
ITENER 22.56~23.5C, 49.0~71.0% CTho7z, Fio, AU fEL, ABLURBICIIRABRIC TS
T REME DB DR AL O LILgh o7,
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3. RERE
1) ARk

BELU-HBRDEC, TOREED 5 {EORELRDEED B BEF A (BEE S ARAAL X
BIF) ZhN %, 20.0 w/vRRE TR I, 512, 20.0 w/VBIREEAIZ I > TRIEFRRL, 6.00 25NN
2.00 w/vRRZ BTz, FRLHR S REIGE (ERIE 1~8C)  EXEEFE T TREL., FAR%sH
PANICEER LT,

BEREOZEMIZOWVTIL, BICEFH T CEBLI-AERYE L VS ER 5 HERR
(RBRE B : A-08-046) 123V T, 3.00 mg/mL (0.30 w/v%) #3521 200 mg/mL (20.0 w/v%) #Eid, ¥R,
BHFH T THREE 8 BRIRE CHIZLBEREINL TS,

2) & B

MEFRMNUEREOREIZOWT, HBRBWEDO S BREL ER LI, TORR. FREREPIC
BIIAHBMEOFHEEIL 99.5~104%THYD, FHEBDILLDEIL 97.4~104%Tdh o7
(Appendix B), ZhHDEI:, RBRHBEFICEBR LU HBEEOHAN (FHEEFPFRRED
90.0~110%, FREMHEDIXLOEREN TN EHMED 90.0~110%LAN) THEZ LEFER LT, TR
P OWBRYWEREIUTOFETHIELE,
OB EBIROTR

WERME 10.00 mg ZIEHITEY, HBA (HPLC A, FEMisE T3) /AL CEREIC 20 mL &L
Tro SOIZZOAEIR 2 mL 280, ZZBAKEMZ TEMIZ 20 mL LU, R (60.00 pg/mL) &Lz,
TOEHERR 1,2 BRU2 mL Y., e ENARBKEMA TERIZ 50, 20 BEW 10 mL &L,
TR HEYAHR (1.000, 5.000 BLTF 10.00 pg/mL) ZFAML 7, FEEREIT n=1 THREL,
ORBHARDTER

FARRAED 0.5 mL 2L, HEAKCTHRL, REHSREFBL72(5.00 72X 6.00 pg/mL), &
BHATRIIA TSR AKICHX n=3 THELE,
@7 R A T BE T RE

AEHAR & L OB S LA TIZR U HPLC & FCRIE L, BbiLiz SIPA DY —JHEFEN b,
EREREOY— 7 EREIVER LR ERE AV CHRERET O SIPA BREZEH L, £3BHERIX
n=1 THEIEL., BERKIZOWTIE n=3 THIELx,

HPLC 4t
HPLC A5 B LC-10ADvp (R>7), SLC-10Avp (T AT Lo ha—3F) |
SIL-10AD vyp(A—hA> P =2 &), CTO-10ACvp(I T LA —T ) |
SPD-10Avp (N2, C-RTA (7 —Z AL E)
SHTAT I CAPCELL PAK C18 UG120



HERE B R-08-009
(%R 4.6 mm, £ 150 mm, BIF4E 5 um, EAH)

®BEH U BRERIR (1-1000) %/ A% )— N (HPLC B, Fiobpist T2) IRk
(100:5 v/v)

iie=4 1.0 mL/min

BT DR ERE 40°C

REIRR EIREE iR

RERER 220 nm

AEHEAE 10 pL

A=A 7 B EHE TR REK
)V BR (RIS, Fnyedtisk T2) 1 mL 1B A% X T 1000 mL 235,

4. REBEDREBICRE Fik

B E5REITTOECD (LEHERBRIEHART AV JITHY, Ty VB F I L oMER 0 # 5L,

KEREIT, ARRICKITAR S EERETHERMTERLE SIPA 0Ty M AWAROREME4E
FERBR T im Bk (ABRE 5 :R-08-008, 3F GLP) DRERELLICRRE LT, FHARTIL, BHOR
Eoall 1 B0 E 4 BET 0, 100, 300, 1000 mg/kg MFAET SIPA 25U, ZOFEE, 1000
mg/kg ¥ 5 CEHESBRINLSMNI, BEHIC SIPA BEICLIZHEIRHOLN T, SFiRiE, 17
DEFHEICH BB L OB CEIRO LN o, TRbDZENE, ARBRIZBIT2RmAEROR S
BEEHARFAICEDONREREAETHS 1000 mg/kg IZBREL., LT, B 3 THRLUTHRAE
% 300 mg/kg. KA E% 100 mg/kg LL7=,

Fe 5 MR BT U CHRERAT 2 . ZTEHIME (B 2 B/ 28U THIRAT B T RE 56
£ 42 B | HESEL THEARERRT 2 BB L URREHIR (Bk 2 @R . EOICZ R HERINHETIX
YEAREII 2B THOMBROME 4 B £ T R 5EE 41~45 ) | ZZRIIFERINIAB 551 L R >7
HEVIESR 25 BARY B ETHERKR SR 40~41 |) . ZRPBERIN2A T METIIFIRATE ETHE
BEEES3EDEL, 1 B 1E, 98155 11 8 50 SO ELz, #E5R R 5 mL/kg LL.
HER L OZRELAT, ZZEEH OMETIZ, 8 1 ERET2RELEC, RBRSBME CII. BFORE B OF
BREICEN UL, 2B, R A RER AKERRICR S L,

EROREE, BREFE. ANBRERIUCSHHE SITROBYTHD,

BREE BE HK58& BES
BOBSUE ke W (ml/ke) E e
1 BEESAK 0 0 5 MX01001~MX01013 FB01001~FB01013
2 SIPA 100 2.00 5 MX02001~MX02013  FB02001~FB02013
3 SIPA 300 6.00 5 MX03001~MX03013  FB03001~FB03013
4 SIPA 1000 20.0 5 MX04001~MX04013 FB04001~FB04013
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5. ERBLIURE
1 Ea (F,)
O— R BOBEE

ENCOWTEREHIRPE R LEX L, BE5HR PR 5% OE R 2 B8R, ERSRBEBL
TR, T AP REEB ISRV ETREZERE EROFEBL TV, Bty ic B2 Ltk L
720
OERZE

HEBIORRIHERSN 2 o735 1R EREH) . 7, 14, 21, 28, 35, 42, 49 HIB I UHR
BICEERRIE L, KRSHERINME TR 0(ZRMER), 7, 14,21 A, HE 0(2¥%H).
4 B BLUEIRR RIZ, REPHERSNNSIRLRD - F- i CIIiER 26 BAEY BICEREEZRIE L,
QEEHENE

HBLORBARERIN 2T fiif 5 1~2, 7~8, 13~14, 29~30, 35~36, 41~42, 48~49
BIZBEHEZRIE L, ZZRPHERINME IR 0~1, 7~8, 14~15,20~21 B, L7 T
IIHE 3~4 BOBEEFHEILLL,
@M:EH

B EFIOHEIZOWT, BT B ETORRAYBIERICE&FE, REFBRLEAATELRLE
BYERIL, FE%. RRAHERSNIETHERAMLBE L, HAMIIREY, RIGHHIBIUREK
IEENCAEEL BT L OFEHREERR A (BEZEORBEWHSRBFELETO B EOFEY) 2RI,
®zchd

&Eﬂii\ B5 14 B> 15 K5 25 43k 2 EIH, RSN QMRS 1:1 TE R FESE, ZROM
L. ﬂ%x;_l? ROFEFOEESHDIOITBREZRER THILIIINITH, WIS fERS- B iR
0 HEBELCRIBLZMMEL. EICAT L, REDORKERBIOIHIROKGIZLY ., HREIHTEBITS,
MBS B LR BHER B ETO B EBICFOMICER LR E ORI, ZRE(REHER
g/ B RV 2B B0 X 100, %), IEIRE LIRS/ 2T RRER B ER) X 100, R H LT,
@m - THERBOBILE

B RELL R RSB ENT I 2F1% A RS TRS T, D HORERIL, fEIR 21 BAEY B AL HD
HRSNAETERITV, 4487 11 RFETICABMNRRE T LZFlicoWT, Z0OHEZME 0 B (SikH) &
Uzo SHiREEO B ST, BB TREREMIC OV TIREF 0OF E2 Ik IcBIEL ., HERERT
R OTBIIC DWW TH, RATHRO— BRI OERORENORFE OFEL B LI, 2%k
BIIWE 1~5 BOR., &AM EREBEBEL, oL £FI0/—IRHM 0HR 0 BO0HhEET
D B8 &R, &BEOHEER] (£ IR M /STIEEE) X 100, RZEHL, HE 5 B OFHREFIC
BRUEREBIOEHRHR G OERE [ GERE/STIREFRE) X 100, $]2HH L,
OHRB IOV ERMARFAIRE

B3RS 42 RORRIZ, VUM IVE Y — A N U AREF T TRILBFESE THHRL, BB
FUNER EROBRAZAIE L, BREBLURE LETT 7RI (RYIREFL 0.1M Y BRIEE 10%

10



A5 5 R-08-009
RV IR Eiz, IR, AR BI U EIL 0.M VU BRERE 10%R A <) IRIRICEEL . xR
BER LU 1000 mg/kg T 5-HORERBIORE LRI, FREARFORELERLE,

HEBMOSS, SiELHEIEE 5 BIC, RBIIHRINEBS S0 oM iER 26 B H
12, R RPHERE N2 oI 5 53 BOE B IZ, ZNE ., XU LEF— R AR
TTHRILEBFESERML, PPREEZRE L, IPRICOVWTIIEEBEME T CHRIREAEE, 75
WOWTIEERBER AT, £, LR, 75, BBIUUAEX 0.1M VU BEEE 10%F 0~V 3IRIC
BEEL., SIEII BRI LT 1000 mg/kg HEFIZOWT, FHEBBABSNRELFER LU, £z, Mk
Eh, HIREFICREORDLNIZHEIZOWVTH 0.1M VU BEEE 10%R <) ARIRICE EL ., HEM
BFREL IR,

2) AR (F)
OHERDEE

WE 0 RICAFEREBLOFE L IREE MR- 1 T, AR IUNRFROFELBIRL, Nk
[ (ERB/BHREF) X100, %1, AR HER(HEARK/EREL X100, %], BIOHAER
[(HEEAIRE/EIRED) X100, $1Z2H UL, WH 1~5 BX T, B0 — R RELBIEL ., £FRELE
T IREEMERCE X FTAERATRI(HE 4 BOERE/HE 0 BOAERE) X100, WI12HHLE,
AFRICOVTL, HE 0, 4 BRLTICHIR B ICEBIOEELRIEL ., FEZ LICHERER DFEHEE
EEEHTILLELIC, WE 0 BRLU4 BIZRITHMELL [ (A RE/HBARE) X100, 9] 2FHLL,
@F

RN FETROFELEELTHRL., 0.1M VU BRE 10hR <) BRICEE L TREFLI,
AFRITEE 5 RICERT AV BARE T CROEFESE THRL, ARBLUAHREORHED
FELBELL,

6. T —FDEHTIE

HRMOEC LB OB | RRERBIUSIFEIZ OV T Fisher DEEMRRELIT oI (F
BAKYE: 5%,

TR E R SHOREEKFRERRTROYL, /L —F445i Lz 7 —#i% Mann-Whitney @ U $R7E
(B BAHE: 5% LD, BBV —R DA EHEIL Fisher OEEMERED FAIRRE (BB AKYE: 5%) X 0%t
BELOM THEBEERERIT I,

FOMDT —ZiX, BEIZLIZEONEHA IR LOEHEE 1 BARLLT, %9, Bartlett D
FHEIZIVE RO ORI OV TRE (FEKYEE 5%) 1T o7, FEPE— R THHHEE I,
— TR DAY BT (BB A HE: 5%) 21T\, BERICE BMSR D ONA5 G 1, Dunnett {EIZEDZ
BHBETol (BEARE: %), —F. WTFhhOETHEN 0 LRDIBEBICGERE IR TRV
A121X. Kruskal-Wallis DNERLFRE (FE KL 5%) 21TV, HEICEBEESROONLBEITI,
Dunnett BADREEIC LV S BB AT 72 (FEKYE:5%) ,

11
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1. Eav
1) —f&%IRFE (Table 1. Table 2., Appendix 1-1~Appendix 1-4. Appendix 2-1~Appendix 2-4)

HERELHIE T BlIERRD D07z,

100 mg/kg B H-FETIL, LRREIEAITN-FID R E 15 B ~22 B IZHE 1 fI TBEINT, 300 mg/kg
BEH TR, BESIRS 6 ADLERE 14 BORICHEE 8 #l, &5 6 BICHE 1 fITHRERIN, 1000
mg/kg ¥ 5HE TIL, EMNBETIIR S 2 BA0, #TIERE 3 bW TFhb el TiAsh, ®5#&
DWW HETIIHRE 29 BHDHRE 356 H ORI 8 #l, METIISENR 11 ADHEE 4 HOMIC 3 FITHR
o,

2) &% (Table 3, Table 6, Appendix 3—1~Appendi_x 3-4. Appendix 6-1~Appendix 6-4)
HEREL S R E ERUEIZIX, SIPA B 5L RBEEOMICH BERETRO 22T,

3) A E /M E (Table 4, Table 7, Appendix 4-1~Appendix 4-4. Appendix 7-1~Appendix 7-4)
1000 mg/kg - EBEIZIVVT, MEDIEIRE 14~21 B OEERNES —BIICE R E&EER U, #
BLOMED 300 mg/kg AT D SIPA # 58 Tid, sHBEELOBICH BERZIRD LN 5T,

4) (R ERFEMINE (Table 5. Table 8. Appendix 5-1~Appendix 5-4. Appendix 8-1~Appendix 8-4)
MERELY A E BN EIZIL, SIPA FR R L BREEOMICHEELRZITFRD ONRD T,

5) #%EE & (Table 9. Table 10, Appendix 9-1~Appendix 9-4, Appendix 10-1~Appendix 10-4)
1000 mg/kg B 5BHZIVNT, BEOHE 5 35~36 H LMD G 20~21 A DEEFEDS, TH TR

12



RERZE 5 R-08-009
BB THERREEERL, 300 mg/kg AT O SIPA B 5T, SRELOMICEEREILR
b ol5Y A WAGIEEoY el

6) 23 B E & (Table 11, Table 12, Appendix 11-1~Appendix 11-4. Appendix 12-1~Appendix 12-4)
BE., BER LA RO EERSLUEGERICI, SIPA SR SRS BRLOMICAEREDT
OB TE,

7) 477 R. (Table 13, Table 14, Appendix 13, Appendix 14)

HETIE, RTEREE, 100 3BXT* 1000 mg/kg HEFNE 1 FIOMRIOREEIT/NEELIBREIN, 20D
Bt BREED 1 BliIoKIEIRE 2L Q0 e, 7, et BBRED 1 F1383 K08 1000 mg/kg #EHED 2 FlDFHRID
R B RI/NUERDDNTZIEA, 100 mg/kg HF5-HED 1 HITIEFERANIC, 1000 mg/kg T ERED 1 T
AEACERAOREIBEREINE,

HETIR, RS BTSN 100 mg/kg HEFHD 1 HIT, FENICERELZ 1 flORBLEESN
7

F77. 1000 mg/kg P 5REOHE 11 Bl LU 2 Flo> B iZiX. Al BREOIEEN BRI, €O,
HED 1000 mg/kg 5D 1 HIT, EMBBORBRICERIBEOBEXRSRBOLNT .,

8) IR IR AR EE (Table 15, Table 16, Appendix 15, Appendix 16)

BT, BB IUN1000 mg/kg HTEHDE 2 fl, 100 mg/kg T5HO 1 FIOFRN, <R
D 2 FlF3 LT 1000 mg/kg F5-EED 1 Bl FAIZ, FBHE OZEREIBR RSN, REFTRPRODON
Blodh, SREERB IO 1000 mg/ke I E5HEOE 1 FIOHMIZIL, T4 T ALHROEAMEDBFRA,
1000 mg/kg #5800 1 FlIZiIZZZEMBEbEEIN,

FEH FCIL, eHBREEIS TR 1000 mg/kg F-5-BEDF 2 i, 100 mg/keg B EEED 1 HIOTROEHE
ICHIREEBNEERESN, OB RBERBI 1000 mg/keg B S5O 1 Hliit, BB T ORI,
100 mg/kg F S-BEDOFIIL, MANTRETFRFEAFRD LN, FFRIZ, XHREIB L1000 mg/kg %5
BOF 250 F 0 EEICHRARSBESN, 2055 1000 mg/kg REFHOHITIL, FIIZHE TR
FIENFED LN,

SRELTI, MEBEER XU 1000 mg/kg e 5-FHOE 1 Hlo RN IRRMEREIBESN,

BIRREE, BREFTRAROLIZE T, 1000 mg/kg & 5FEOHE 11 il JOME 2 FlOFTEHEICR
3 _E RO EAAEDE RO NI,

HREE, ERISKBLTWEEE 1| SlOARIEE T, REOTALRME LRI BRI RS
nicigh, RIFEE I EEEREELBEIN,

13
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2. AFERES
1) HEREI R L OBEEERAR (Table 17, Table 18, Appendix 17-1~Appendix 17-4, Appendix 18—-1~
Appendix 18-4)

B 5RnHROEHRFEIF H R, BIUOR SHBRICERHORMSE LB OEE L, Xt
FREEL SIPA B R G LOMICE BAREIIRBDOIR-T,

100 mg/keg I 5-HETIX, BAAT R RER A A0 2 BREEL TRFRIERZTRL, ZESHER
NRDST-BIA 1 FIRD LD RERBIUZIRRIC SIPA REOFEIIFEDOLN T RRET
O BEBIOCORORBEIFICH, RREEL SIPA £ 5HEOBICH BEREILFE DL T,

2) BB B L O K (Table 19, Appendix 19-1~Appendix 19-4)
B BRBISIUWEREICIT., SREL SIPA R B S B LOBICEBREIRD LN 2T,

3) 5533 L OMEE JRFT R (Table 19, Appendix 19-1~Appendix 19-4)
100 mg/kg B5HD 1 il (FECERL 1| BIOI RS H LIV OIEYREM H I EEL 25>
7o i3, XPEBEE, 300 mg/kg BLTN 1000 mg/kg W E-# TIXEFIDTIREMD A AL R EZ HEL | iEIRIAR)
BIXOHERIIIH RS SIPA £ EHEOBICEBERZIFRD oot -, HEUZEW
DEFTHBIREBRB LU EREBOREIIFROLN N7,

3. HAER
1) Z£7F4% (Table 19, Appendix 19-1~Appendix 19-4)

AR ERE, ok, HEERE. £RHER WE 4 BOAREK, SrERAEFRBIOEL
Wik, XHBEEL SIPA B SHLOMICE B EIIFRD bR oT,

2) fKE (Table 20, Appendix 20-1~Appendix 20-4)
WE 0 BL U4 BIZBIHIHARDKEICIL, RBEL SIPA F R ERELOM WA ERZIRDLN
2otz

3) A B E 22 (Table 21)
HE 0 AOAFEROFESLZE RTURBIUWE 5 A OFRFOTEBHREIZBWVT, Wiho
ML EFIBEIR o7,

BH

SIPA @ 100, 300 33X 0" 1000 mg/kg % Sprague-Dawley #Tv M 42 AR, #EiCiTZE AT 2 B
RS 38 LUSECHAR . AR 4@ L OFE 4 BETROF 5L, SIPA OAFEFEMEIZ DWW TIRETL,
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AR E S R-08-009

ZDREFR, HERELHIZ 300 mg/kg LA LD ERHZBWTERESBO LI, ARRICBITERE5 &%
RETHEATEBLZTHRERO 1000 mg/ke F 5B CHEERBRINTHAIENE, 300 mg/kg
U EDOF S B CHESN-EREL, SIPA O EDEEBIZISLDEEZ NS,

1000 mg/kg #HSREDUERETIZ, B EHICHEE, HIRRRIZATE MIEOIEES R b, BB R
DEEIFREERERE TR E LEMROBR THHIZEBRRBIN/ZEND, ZTRODEMIE
SIPA DRIBIEICEE LIb D LB,

1000 mg/kg B ERETITEL, HEDOHR 5 35~36 A LHEDIR 5 20~21 B OBELESHIML, HEDITF
iz 14~21 B OFEHMEAREEZR LI, LHL, WTFNLORL —BETHY, FEOERAHEER
REMBICH BRE(EBBLN TVRNIEDD, SIPA OBRERIEHE~OREL R T IR
T2V pBT L,

1000 mg/kg ¥5-FETIT, FBHIE DOZEED 3 6, SRIERIES 1 fllBE ST, RO EX, 3
BEHIHED LN TEY, 1000 mg/kg & 5-EEOMITERBEIRUIZZ L, R, BE FEBLIUCIIED
BERICITH REEE SIPA B R S HOMICZER L LN TVRNWIED b, SIPA DTG~ DB He§
LR TIIRWEE 2 b,

AFERE N RE T, RUBRBIA»ORIBRIEEDSE S L 72 100 mg/kg | 5-FED 1 FILISML, RRH T
T&h, ZHRBITH SIPA #E5DOREIIFRO O, MDA Y, RSO EEE, EXREK. &
R, IERGIEBL O ERIC SIPA R 5OFBIIROLNT, BEHO S HIKBRS LOWERIEIC
BEETROONRA 0T,

HARICEL T, HAEROATYE, FERLONICEREBBRIZIV T, SIPA REDOEELRET
AHEALITRBObIRD T2,

LLEDFERDG, ARBREMA T ik, S8k 2 &R R 300 mg/kg PL DI GHEDOMERE
ICEERRDONZZEND 100 mg/kg/day, REVADOEFERE B IO AERICH o EEE TN
THOHEB CHOEENRREDDIRMo7-Z M6 1000 mg/kg/day L¥H|ETL7=,
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HExZE 5 R-08-009
Table 1

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Clinical signs of males

Dose (mg/kg) 0® 100 300 1000
Number of animals 13 13 13 13
Number of animals with abnormality 0 1 8 13

Category of abnormality

Loose stool 0 0 8 13
Salivation 0 0 0 8
Loss of teeth 0 1 0

a), vehicle control, water for injection (SmL/kg)
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REE 5 R-08-009
Table 2

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Clinical signs of females

Dose (mg/kg) 0 100 300 1000
Number of animals 13 13 ‘ 13 13
Number of animals with abnormality 0 0 1 13

Category of abnormality

Loose stool 0 0 . 1 13
Salivation 0 0 0 3
Loss of teeth 0 0 0

a), vehicle control, water for injection (SmL/kg)
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HERES R-08-009
Table 3

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-su1fd-, monosodium salt by oral administraition in rats
Body weight of males (g), Mean = S.D.(N)

Dose (mg/kg) 0 100 300 1000

Days of treatment
1 | 410.9 = 204 (13) 419.1 =+ 195 (13) 4164 + 16.2 (13) 4139 + 212 (13)
7 430.7 £ 234 (13) 443.0 £ 240 (13) 4374 £ 202 (13) 4353 £ 22.6 (13)
14 4558 £ 31.0 (13) 466.3 = 26.8 (13) 461.1 = 259 (13) 459.2 £ 30.1 (13)
21 4737 £ 33,5 (13) 483.0 = 264 (13) 4827 = 28.1 (13) 4785 £ 320 (13)
28 4944 + 374 (13) 5048 £ 28.8 (13) 504.7 £ 339 (13) 4983 + 358 (13)
35 514.1 =+ 422 (13) 5223 + 30.8 (13) 520.4 = 394 (13) 5174 + 41.6 (13)
42 5252 + 422 (13) 533.0 £ 314 (13) 525.6 £ 429 (13) 528.8 £+ 41.0 (13)

Significantly different from the control group (* p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)
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RBE 5 R-08-009
Table 4

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Body weight gain of males (g), Mean + S.D. (N)

Dose (mg/kg) : o? 100 300 1000

Days of treatment

1-7 19.7 £ 7.8 (13) 239 + 8.8 (13) 210 £ 7.6 (13) 214 £ 55 (13)
7-14 252 % 100 (13) 233 = 92 (13) 237 =+ 88 (13) 239 £ 97 (13)
14-21 17.8 + 69 (13) 168 = 62 (13) 216 + 62 (13) 194 £ 71 (13)
21-28 208 £ 52 (13) 218 = 65 (13) 20 £ 78 (13) 197 £ 64 (13)
28-35 197 £ 57 (13) 175 = 47 (13) 157 £ 66 (13) 192 £ 80 (13)
35-42 11.1 £ 86 (13) 107 + 63 (13) 52 = 105 (13) 114 £ 56 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)
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B %5 R-08-009
Table §

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, S-sulfo-, monosodium salt by oral administration in rats
Cumulative body weight gain of males (g), Mean = S.D.(N)

Dose (mg/kg) 0¥ 100 300 1000

Days of treatment

1-7 197 =+ 7.8 (13) 239 + 88 (13) 210 £ 7.6 (13) 214 £ 55 (13)
1-14 449 £ 157 (13) 472 + 156 (13) 447 = 148 (13) 453 + 118 (13)
1-21 627 = 168 (13) 639 + 149 (13) 663 + 185 (13) 64.7 £ 155 (13)
1-28 83.5 + 20.1 (I3) 857 = 167 (13) 883 = 242 (13) 844 + 208 (13)
1-35 1032 = 250 (13) 1032 + 184 (13) 1040 = 29.9 (13) 103.6 = 254 (13)
1-42 1142 + 257 (13) 1140 = 206 (13) 1092 £ 325 (13) 115.0 £ 262 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)
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Table 6

S ERE B R-08-009

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Body weight of females (g), Mean £ S.D. (N)

Dose (mg/kg) 0¥ 100 300 1000
Days of treatment
1 259.6 = 13.1 (13) 259.7 £ 11.8 (13) 254.7 £ 133 (13) 262.1 £ 134 (13)
7 2662 + 12.1 (13) 266.3 £ 16.2 (13) 263.7 £ 139 (13) 271.5 £ 135 (13)
14 2787 £ 147 (13) 276.8 = 19.1 (13) 2729 = 16.1 (13) 2816 = 182 (13)
Days of pregnancy
0 2832 £ 122 (11) 279.5 £ 13.8 (11) 280.5 = 16.7 (12) 288.7 £ 16.7 (13)
7 3175 £ 160 (11) 3140 £ 16.6 (11) 3194 = 168 (12) 3221 £ 19.6 (13)
14 353.7 £ 189 (11) 3493 £ 19.8 (11) 357.1 = 20.0 (12) 357.0 £ 20.6 (13)
21 4341 £ 227 (11) 4239 = 319 (1) 4445 = 364 (12) 449.7 £ 234 (13)
Days of lactation
0 311, £ 33.6 (11) 311.8 £ 34.8 (10) 315.1 £ 350 (12) 3275 £ 249 (13)
4 3449 = 240 (11) 3302 £ 26.1 (10) 342.8 £ 26.1 (12) 350.5 £ 17.3 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)
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ABRES R-08-009
Table 7

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Body weight gain of females (g), Mean + S.D. (N)

Dose (mg/kg) 0¥ 100 300 1000

Days of treatment

1-7 65 = 55 (13) 66 £ 66 (13) 90 + 84 (13) 94 £ 42 (13)

7-14 125 £ 43 (13) 106 = 7.6 (13) 92 + 46 (13) 102 = 72 (13)

Days of pregnancy

0-7 344 = 67 (11) 346 £ 108 (1) 390 £ 44 (12) 334 = 9.6 (13)
7-14 361 £+ 56 (11) 353 £+ 57 (1D 37.7 £ 5.0 (12) 349 £ 74 (13)
14-21 804 £ 8.6 (11 746 + 212 (11) 874 £ 184 (12) 927 + 23.6 (13)*
Days of lactation |
0-4 334 £ 23.0 (11) 184 = 303 (10) 276 = 13.0 (12) 229 £ 154 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)

22



HERE S R-08-009
Table 8

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Cumulative body weight gain of females (g), Mean = S.D. (N)

Dose (mg/kg) 0 100 300 1000

Days of treatment

1-7 : 65 + 5.5 (13) 66 =+ 66 (13) 90 = 84 (13) 94 + 42 (13)
1-14 191 = 77 (13) 172 + 111 (13) 18.1 = 105 (13) 195 + 62 (13)

Days of pregnancy

0-7 344 £ 6.7 (11) 346 £ 108 (11) 390 = 44 (12) 334 £ 9.6 (13)

0-14 705 £ 104 (11) 699 £ 128 (11) 766 £ 7.4 (12) 683 £ 92 (13)

0-21 150.9 + 155 (11) 1445 £ 251 (11) 164.0 = 234 (12) 161.0 = 244 (13)
Days of lactation

0-4 334 £ 230 (11) 184 = 303 (10) 27.6 £ 13.0 (12) 229 £ 154 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)
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HERZE 5 R-08-009
Table 9

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats

Food consumption of males (g), Mean + S.D.(N)

Dose (mg/kg) 0¥ | 100 300 1000

Days of treatment

12 309 + 34 (13) 329 = 14 (13) 314 + 3.0 (13) 309 + 3.1 (13)
7-8 300 £ 3.1 (13) 309 + 3.1 (13) 306 + 2.1 (13) 31,7 £ 3.0 (13)
13-14 | 291 + 37 (13) 292 £ 34 (13) 290 + 32 (13) 303 + 43 (13)
29-30 305 £+ 2.8 (13) 306 + 2.7 (13) 300 = 2.7 (13) 328 £ 3.5 (13)
35-36 303 + 2.6 (13) 316 + 23 (13) 295 £ 34 (13) 333 £ 33 (13)*
41-42 310 + 28 (13) 296 = 22 (13) 298 + 4.1 (13) 334 £ 2.5 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)
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HERE B R-08-009
Table 10

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Food consumption of females (g), Mean + S.D. (N)

Dose (mg/kg) 0¥ 100 300 1000

Days of treatment

1-2 213 = 3.8 (13) 219 =+ 3.8 (13) 204 = 29 (13) 212 = 24 (13)
7-8 219 £ 24 (13) 201 £ 23 (13) 207 £ 22 (13) 206 £ 22 (13)
13-14 211 + 28 (13) 214 = 3.0 (13) 213 £ 33 (13) 223 £ 3.0 (13)
Days Of pregnancy
0-1 211 £ 28 (1) 20 £ 34 (1) 235 £ 47 (12) 214 £ 2.7 (13)
7-8 284 + 28 (11) 289 £ 48 (1) 295 = 4.1 (12) 295 + 26 (13)
14-15 272 £ 32 (11) 280 = 33 (1) 293 = 33 (12) 281 = 238 (13)
20-21 202 + 52 (1) 212 = 5.6 (1) 203 = 82 (12) 271 = 74 (13)*

Days of lactation

3-4 425 + 48 (11) 40.8 + 10.1 (10) 467 £ 65 (12) 479 £ 55 (13)

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)
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Table 11

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats

Organ weight of males, Mean + S.D.

Dose (mg/kg) 0% 100 300 1000
Number of males examined 13 13 13 13 '
Terminal body weight (g) 525.8 + 41.9 536.3 + 32.5 528.8 + 44.6 532.8 + 41.2
Testes (g) 3.17 = 0.60 ¥ 342 + 022 329 + 0.26 3.19 + 0.58
061 + 0.12 @ 0.64 + 0.05 0.62 £ 0.05 0.60 + 0.12
Epididymides (g) 1.19 + 0.17 1.33 + 0.14 127 + 0.09 125 + 0.18
023 + 0.04 0.25 + 0.03. 024 + 0.02 0.24 £ 0.04

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)

b) absolute weight

c) relative weight (g or mg per 100g body weight)
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HERE 5 R-08-009
Table 12

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Organ weight of females, Mean + S.D.

Dose (mg/kg) 0 100 300 1000
Number of dams examined 11 10 12 13
Terminal body weight (g) 345.1 + 209 3355 + 24.6 3487 + 26.7 3546 + 15.9
Ovaries (mg) 106.7 + 11.6 ® 102.1 + 14.6 105.5 + 10.0 110.5 = 14.3
309 + 2.8 9 306 + 4.7 304 + 3.4 312 + 3.7

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)

b) absolute weight

¢) relative weight (g or mg per 100g body weight)
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ABRE S R-08-009
Table 13

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats

Macroscopic findings in males

Dose (mg/kg) 0% 100 300 1000
Grade - + - + - + - +
(Testis) : [13] [13] [13] [13]
Small, bilateral 12 1 12 1 13 0 12 1
Edematous, bilateral 12 1 13 0 13 0 13 0
(Epididymis) [13] [13] [13] [13]
Small, bilateral 12 1 13 0 13 0 11 2
Nodule, yellowish white, bilateral 13 0 12 1 13 0 13 0
Nodule, yellowish white, right side 13 0 13 0 13 0 12 1
(Stomach) [13] [13] [13] [13]
Thickening, mucosa, forestomach 13 0 13 0 13 0 2 11
(Kidney) [13] [13] [13] [13]
Enlargement, right side 13 0 13 0 13 0 12 1
Absence, left side 13 0 ‘ 13 0 13 0 12 1

-, Negative; +, Positive
{ ], Number of animals examined
a) vehicle control, water for injection (5 mL/kg)
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Table 14

B ERZE 5 R-08-009

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats

Macroscopic findings in females (Subjected to autopsy on day 5 of lactation)

Dose (mg/kg) 0® 300 1000
Grade - + - - + . +
(Uterus) [13] [13] [13] [13]
Remnant of a fetus 13 0 12 13 0 13 0
(Stomach) [13] [13] [13] [13]
Thickening, mucosa, forestomach 13 0 13 13 0 I 2

-, Negative; +, Positive
[ ], Number of animals examined
a) vehicle control, water for injection (5 mL/kg)
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RERE 5 R-08-009
Table 15

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Histopathological findings in males

Dose (mg/kg) 0 100 300 1000
Grade - * + 2+ 3+  Pos. - £ + 2+ 3+  Pos. - * 4+ 24+ 3+  Pos. - £ + 24+ 3+  Pos.
(Testis) [13] {1] [0] [13]
Atrophy, seminiferous tubule, bilateral 11 1 0 1 0 2 01 0 00O 1 A 1M1 1 0 1 0
Atrophy, seminiferous tubule, unilateral 11 2 0 0 2 1 0 000 0 121 0 00 1
Multinucleated giant cell,
seminiferous tubule 130 0 0 0 0 1 0 0 00O 0 12 0 1 0 O 1

Hyperplasia, Leydig cell, diffuse, bilateral 12 0 1 0 0 1 1 00 00 0 12 01 0 O 1
(Epididymis) [13] [11] [0] [13]
Decrease, sperm, lumen, bilateral 12 0 01 0 1 1 0 0 0 O 0 12 0 01 0 1
Cell debris, lumen, bilateral It 1 01 0 2 01 0 00 1 11 1 01 0 2
Cell debris, lumen, unilateral 11 2 0 0 0 2 1 00 0O 0 i1 2 0 0 O 2
Spermatic granuloma, bilateral 1300 ¢ 0 0 0 01 00 1 130 0 00 0
Spermatic granuloma, unilateral 130 0 0 0 0 1 0 0 00 0 11 0 2 0 0 2
(Stomach) [0] [0] [0] [11]
Hyperplasia, diffuse,
squamous cell, mucosa, forestomach 011 0 0 O 11
(Kidney) (0] [0] [0] [11]
Eosinophilic body,
proximal tubular epithelium, cortex 0 01 0O 1
0 1 00 1

Basophilic tubule, cortex

-, Negative; %=, Very slight; +, Slight; 2+, Moderate; 3+, Marked; Pos., Total of positive grade
[ ], Number of animals examined
a) vehicle control, water for injection (5 mL/kg)
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Table 16

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Histopathological findings in females (Subjected to autopsy on day 5 of lactation)

Dose (mg/kg) o 100 300 1000

Grade - * + 2+ 3+  Pos. - = + 2+ 3+  Pos. - * + 2+ 3+  Pos. - = + 2+ 3+  Pos.
(Ovary) [13] [0] [o] [13]

Follicular cyst, unilateral 12 01 0 0 1 12 1 0 0 0 1
(Stomach) [0] [0] [0] [2]

Hyperplasia, diffuse,

squamous cell, mucosa, forestomach 00 2 00 2

-, Negative; =, Very slight; +, Slight; 2+, Moderate; 3+, Marked; Pos., Total of positive grade
[ ], Number of animals examined
a) vehicle control, water for injection (5 mL/kg)
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Table 17

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats

Results of observations about estrus cycle

AEBRE S R-08-009

Dose (mg/kg) 0¥ 100 300 1000
Number of animals examined 13 13 » 13 13
Pre-treatment period
Number of animals showing type of cycle
4-day cycle 11 7 12 10
4 and 5-day cycle 0 1
5-day cycle 5
Irregular 1
Mean length of estrous cycle in days; MeantS.D. (N) 41 £ 02 (13) 43 + 0.6 (13) 4.0 = 0.1 (13) 42 + 04 (13)
Treatment period
Number of animals showing each type of cycle
4-day cycle 9 7 12 11
4 and 5-day cycle 1 3
S-day cycle 0 2
Irregular 3 1
Mean length of estrous cycle in days; Mean+S.D. (N) 42 £ 04 (13) 44 £ 0.6 (13) 4.0 £ 0.0 (13) 42 £+ 0.4 (13)
Frequency of animals of which type of estrus cycle
was changed after the treatment 3713 6 /13 2 /13 1 /13
Mean times of vaginal estrus during mating period; MeantS.D.(N) 1.0 £ 0.0 (13) 1.0 £ 0.0 (12) 1.0 £ 0.0 (13) 1.0 £ 0.0 (13)

Significantly different from the control group (*: p<0.05, *¥*: p<0.01)

a) vehicle control, water for injection (5 mL/kg)
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Table 18

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats

Results of observations about reproductive performance

Dose (mg/kg) 0? 100 300 1000
Number of mated pairs [A] | 13 13 13 13
Number of copulated pairs [B] 13 12 13 13
Copulation index [(B/A)x100,%] 100.0 92.3 100.0 100.0
Number of fertile males [C] 11 ' 11 12 13
Fertility index [(C/B)x100,%] 84.6 91.7 92.3 100.0

Pairing days until copulation
; Mean+S.D. 22 £ 12 23 = 1.1 24 + 1.1 21 £ 1.0

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (5 mL/kg)
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Table 19

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Development of pups up to day 4 of lactation, MeanS.D.

Dose (mg/kg) 0¥ 100 300 1000
Number of pregnant females 11 11 12 13
Number of pregnant females
with live pups 11 10 12 13
Delivery index (dams, %) 100.0 90.9 100.0 100.0
Gestation length; days 225 £ 05 (1) 228 + 06 (10) 223 £ 05 (12) 222 + 04 (13)
Number of corpora lutea 159 £ 14 (11) 159 £ 28 (11) 178 = 28 (12) 177 = 1.8 (13)
Number of implantations 153 £ 16 (11) 132 £ 49 (1)) 160 = 3.0 (12) 165 £ 22 (13)
Implantations index 959 + 4.6 (11) 80.8 + 27.7 (11) 902 + 14.6 (12) 930 + 7.1 (13)
Day 0 of lactation
- Number of pups born 140 + 21 (11) 127 = 29 (10) 150 £ 3.1 (12) 152 + 20 (13)
Delivery index (pups) 914 = 80 (11) 89.1 =+ 132 (10) 939 = 7.9 (12) 929 + 85 (13)
Number of live pups
Males 64 + 23 (11) 71 £ 29 (10) 78 £ 24 (12) 85 + 34 (13)
Females 72 = 1.7 (11) 54 £ 23 (10) 64 = 28 (12) 63 * 24 (13)
Total 135 = 1.8 (1D 125 = 31 (10) 142 = 3.0 (12) 148 + 22 (13)
Sex ratio on day 0 46.0 + 15.8 (11) 56.1 £ 17.7 (10) 559 x 154 (12) 563 = 185 (13)
Birth index 887 + 85 (1) 872 £ 125 (10) 89.0 = 11.0 (12) 90.8 =+ 11.2 (13)
Live birth index 972 + 58 (11) 98.0 = 43 (10) 948 + 84 (12) 974 = 51 (13)
Day 4 of lactation
Number of live pups
Males 63 + 22 (1D 69 + 29 (10) 76 £ 25 (12) 85 + 34 (13)
Females 71 = 1.6 (11) 54 = 23 (10) 63 £ 29 (12) 6.1 £ 22 (13)
Total 134 = 1.7 (11 123 = 29 (10) 13.8 £ 32 (12) 145 = 24 (13)
Sex ratio on day 4 460 * 154 (11) 552 * 185 (10) 560 + 154 (12) 56.8 + 17.8 (13)
Viability index
Males 99.1 = 3.0 (i1) 96.6 + 8.1 (10) 976 + 5.6 (12) 99.0 + 35 (13)
Females 99.0 + 33 (11) 100.0 = 0.0 (10) 974 + 6.1 (12) 972 + 73 (13)
Total 988 + 2.7 (11) 98.5 = 32 (10) 975 = 5.8 (12) 97.7 = 5.0 (13)

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

Parenthesis indicates number of dams.

a) vehicle control, water for injection (5 mL/kg)

Delivery index (dams) = (number of pregnant females with live pups / number of pregnant females) x 100, %
Delivery index (pups) = (number of pups born / number of implantations) x 100, %

Birth index = (number of live pups on day 0 / number of implantations) x 100, %

Live birth index = (number of live pups on day 0 / number of pups born) x 100, %

Sex ratio = (number of male live pups / number of live pups) x 100, %

Viability index on day 4 of lactation = (number of live pups on day 4 / number of live pups on day 0) x 100, %
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Table 20

HEE B R-08-009

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats

Body weight of pups, Mean = S.D. (N)

Dose (mg/kg) 0¥ 100 300 1000
Day 0
No. of live pups (male/female) 70 / 79 71 / 54 93 /77 111 / 82
Male 6.4+ 23 (11) 7.1 £ 2.9 (10) 78 £ 24 (12) 85+ 34 (13)
Female 72+ 1.7 (11 54+ 23 (10) 6.4+ 2.8 (12) 63+ 24 (13)
Litter weight(g); Male 42.5 + 144 (11) 49.3 £ 18.9 (10) 514 £ 152 (12) 55.6 £20.2 (13)
Female 46.2 £ 12.1 (11) 354 £ 14.0 (10) 39.8 £ 17.2 (12) 39.7 £ 15,5 (13)
Body weight (g); Male 69 +£08 (11) 7.1 £0.6 (10) 6.7+£09 (12) 6.6 0.5 (13)
Female 64 06 (11) 6.6 £0.6 (10) 64 £09 (12) 63 0.5 (13)
Day 4
No. of live pups (male/female) 69 / 78 69 / 54 91 /75 110 / 79
Male 63 £ 22 (11 6.9 £ 2.9 (10) 7.6 £ 2.5 (12) 85+ 34 (13)
Female 7.1 £ 1.6 (11) 54+ 2.3 (10) 63+ 29 (12) 6.1 £ 22 (13)
Litter weight(g); Male 65.6 £20.8 (11) 76.5 £29.4 (10) 84.0 £239 (12) 86.3 £ 27.9 (13)
Female 73.6 £22.0 (11) 57.0 £21.9 (10) 64.3 272 (12) 62.6 =253 (13)
Body weight (g); Male 109 £ 1.7 (11) 114 £ 1.8 (10) 114 £2.1  (12) 106 £ 1.3 (13)
Female 103 £ 1.5 (11 108 £ 1.6 (10) 107 £22  (12) 102 £ 1.3 (13)

Significantly different from the control group (*: p<0.05,

a} vehicle control, water for injection (5 mL/kg)

**, 5<0.01)
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Table 21

Reproduction/developmental toxicity screening test of 1,3-benzenedicarboxylic acid, 5-sulfo-, monosodium salt by oral administration in rats
Morphological findings of pups

Dose (mg/kg) 0¥ 100 300 1000
Dead pups
Number of dead pups ® 7 4 14 9
Number of missing pups 2 3 2 4
Number of dead pups examined 5 (5) 9 1 (1) 12 (3) 5 2
Number of dead pups with external changes 0 0 0 0
Number of dead pups with visceral changes 0 0
Live pups
Number of live pups examined (postnatal day 0) 149 125 170 193
Number of live pups with external changes 0 0 0 0
Number of live pups examined (postnatal day 4) 147 123 166 189
Number of live pups with external changes 0 0 0 0
Number of live pups with visceral changes 0 0 0 0

Significantly different from the control group (*: p<0.05, **: p<0.01)
a) vehicle control, water for injection (S mL/kg)

b) including missing pups

c) parenthesis indicates number of dead pups with rotten internal organ
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