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E30)

A, 7-eRax-13-F 7L DRV RCBAVT LD O A TERE NI KT AR BB LW
FAEROREICRITTEELRFTIZLEANELT, BB EREBERERE OECD (LY ERABRIE
HARTAAHE>TERLUT, MEHED Crl:CD(SD) Ty MM E % 0 (AR 160NV REF L AF V&
Na—ZXF R AEERK) | 60, 250 Z26TNT 1000 mg/kg DAETRAZRE U, #1342 BREKRSLE

THEIRRL ., M AERG 2 R B X ORREHIM, HIREIMAEL CUHE 3 AECERARS L, 2B,
BEhE B RS HSE, BBBIOHARIIEE 4 BICHIRLZ,

1. BREVWFTR
MEHESIMELIETEMITB RSN T, R, FEHER . BEE REEE, FRTARBLY
TR BT R E R 5 LD BIIFED bgin o,

2. HAERRR
AR RIS, R ER S ICLDZBITROONRD o7z,

3. EFEFEAEBFRIFTA

PEIEIE, ZCRCRRAR, EEARIART, HEER, mAE, BREBIVFERBIL, RV ER 5L
BiIROLNgoT,

53 LU ERERICIOTH BRI E R SIC L DB bR T,

4, |MEME
DL EORRENS ARBEETICEBTS 7-tRaxi-1,3~F 77XV PR VFR RV LD REY
W A— RSO EEMEIT 1000 mg/kg/day T. EFERAESHFHRESHEELRO KT

izt ESEMEY 1000 mg/kg/day ThHHLHIEN B,



HHEEFTE

1. HBRME
WRMETHD T-vRaFxi -1 3-F 72 PRAFR BNV A (B4 - dipotassium  7-hydroxy—1,3-
naphthalenedisulfonate hydrate, CAS No.:842-18-2, 93 F3:C,;HsK,0,S,. 75 F8:380.48, #M 81  {#&
B, ¥R, MEE (EAMHRE) :99.9 area% (HPLC) . 100.0% (A 22#iik) | 7K 53 :13.3%,
Annex A, LAF, HNSP) i& {5 R HRE
FTHE-ER T GERIE 4~7C) ISTRE LT, HNSP DR AU TIIRT,

SOsK

HO OO
SO5K

TR BEOREMIZOWVWTIL, ARBROR 5BRLART(2009 4F 11 A 13 B) BIURSHMK T#
(2010 4% 2 A 22 B)ICRILAVU AeRl%E R, 7—) = HRH L EHE (FTIR-8300, B
RIVERT) & FAVyT 4000 cm™~400 cm™ OFFH THRABRUARIMVERIEL | AT L3200
ZEEFEFR L (Annex B), 728, BEHIMBRIDO AT b id, AW EE AW TEIL->TERLZH
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E# 5 EERR (EBRE S A-09-025) 0% 5BAERTORIE CHEONIZ AT M E2ER L,

2. B BIUEE L

AAF v— LR UN— BEREFTEZ—LY, 8 BEO Sprague-Dawley & (Crl:CD(SD), SPF) f#
Tob 62 L, MEF ok 73 IRERIEAL, b BEICIA L, ATALEY 14 B, BELFERE~DOH
L2 THEBEL. £OMER . BMO—RREZBIEL, AWHRIURER THICKERZRHEL
oo 1 -BI{b I FIIB O BT 2 VU THIEE B 2R, AT —VIcRBRE 5, Rk L
UHIbE 5 Z s ALTZBM 0 — R BNT TRAN LT, 7, MBI D Cid, AW B HMOEH
FIBEBR LIz, AR BRBLIORER T A@E DT HOBYOKREIL FLOBEY Thol,

¥ At B 12009 % 12 A 9 H

AT E HE251.4 ~ 287.3 g, M 181.3 ~ 215.7 ¢
TRERKT 120004 12 A 22 B

R TRHAE K 325.1 ~ 432.0 g, Hf 217.8 ~ 2758 ¢

B - BHE DR AW Lo 2 TOBMIZBWT, REHR T O—RER L OREH#BIC R E T

WHLARD 0T, MW CHAIE AR BORIESFED e 7 IR L, KERIB(LEES
MBI LS TR T ol BOTLEBYICE—BE0BMESEEI0 Y T, 7o/ U TRICH
WESFEZL BILCAEORRST-SM I —RICRBRE S, B3], BLUEBYWESLTEAL, #
B — BN o, BT IEAS IV HRE 10 UL, # 14 PLR XOMEREHIORERICIVBRAN L 7 [T
REEMELUTZ, TNHDG, HE b TNTT=2Y - JEm e TEMREERED R, # 5 Tk
OV 6 PTIERBROMBEHNC TR LTz, ZOOE 4 TURSEUME 11 PCiIsERE T 5ICRMER FIkY
BILL ., ZEFESET,

Bhigid, BFRIRE 21.0~25.0°C, 3FAIBE 40.0~75.0%, #KEIEK 15 [@/FFRE, B2 12
BFR(7 BE~19 BE)AAT. 12 FER(19 BE~7 BOHITICRESNFAEENT, B LK
(220, X 270, X190, mm) {2 1 PE§*-> (AZERMEIE 2 PT) N L . BRI (CE-2, B AL TR £
EAKEA (BET/KERRK) 2 B BICERSE TRE L, BT 2FIC OV TER 18 BbiF
F 4 BETTYMNATTAF v/ RVEFE 7 —7 (350, X 400, X180, mm) 2 1 [L¢DINEL, KEELT
B SNTEF T (A=) — BRTRAT VY —) Bl ARG LU, AEHEY, AERECER
IEERROLNT, B EDO EEOERIEL 21.5~24.0C, BEOEAEIL 49.0~71.0%Th o7, Fiz.
A U B K UBCEIK . IREBO SR Rix, DTN LIEEREFIEE CEHOFRHENTHS
&R,

3. B ERIK
1) AR

HNSP 2 &L, A THD 194 RF 2 AF LA m—RF R AEEICMC Na, L AERZE (BB
ANA—AF MY A BOEE S 7213) S MK CeBEE, ShE& S ASJAAL) THEMIEZ M THE
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S, 20.0 w/VhikEFRLIC, EHIT, 20.0 w/vihiRZ AR TERERIRL T 5.00 B 1.20 w/vhik%
BT, FRUTREIIDE - EX T CREL (EAE 1~6°C) ., F881% 8 B UPICERALE,
2) RIEMERBR

FE3L o TEMUIAEBRYE O BER 5 F R (RBRE S A-09-025) 1238V T, 20.0 25N
0.0500 w/vDAHEERE DOFRBUR AT OV T, Wik, HEERMA T T 8 HHZEM THAZ LD FeERE
W TWB(Annex C),
) EEBIUE—tEORIE

AR OPIE AR GRRLH 12009 45 12 A 22 B)ICOUVT, 20.0, 5.00 BXTR 1.20 w/veieEE
DFMBREOEEBIUH—EZBELE, SEOHELED, LHEENTHERED 85.0~115%,
ZRIEMEDOIELDENFEEHED 90.0~110%ANELT, FOR R, THEEITFHIETEED 87.7%
~88.5% T, FREMDITLD>EIIFHED 96.2~104% CHEFFAPNIZH -7 (Annex D),

TR D HNSP IBEIZLL T OFETRIE Lz, FARBRAED 0.5 mL #EHHRL, K THRLU TR
BHARZRELIZG pg/mL (430), BIHEBRYE 10 mg 25810 &Y, KICEML CGEEARL., H 1.
5 BEUN10 pg/mL OEERIREZRE L, RBHARB L OEERRE , LT IR T EER A/ o<
277 (HPLC) IR IDEIEL | BUERIEHIER LR BERE AWV CHEEUR KT O HNSP BEAEH
L7,

HPLC et
ST L Inertsil ODS-3
(N 4.6 mm, £X 250 mm, BIFEE 5 um, P — TP AT R)
“Ehfa 0.1%0 A/ A2 ) — NARIR(T:3 v/v)
i 1.0 mL/min
AT LR ERE 30C
B EIRE =il
BIE & 236 nm
AEHEAR 10 pL.

F—Mr T EEER K

4. BEBORERBLIOEREHiE
ARBOFSEFEHOT-LFaxi-1,3-F T2V P2 R BV DTy e D 28 BIE
RER DR EEERR I VORREZLECHEL, 705, 100, 300 BLT 1000 mg/kg O 7-EFo
FL-1,3-T T EV A DANK BRI b SD R Ty MERES 7 ILH DV T 14 IE (0 FB8E T 1000 mg/kg
FEREIT 14 BEEOREREARITIONTND, )IC 28 Bl KEROKELEFER. HTIX
1000 mg/kg DFEAZLY, ~<w M VyMEBIOANE 0 BEOEBE. SRR OLEKEREOKMEIE
225, 300 mg/kg BLV 1000 mg/kg DEHIZLYD, BIAL AT r— L OEMEIFBOHHILTND, HET
iE. 1000 mg/kg DEREIZLY . BIBEEDREIRDOLN TS, &HiT, 14 HFDOEIEHFICLD,
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RN MR AL F R EE L2, BOBREBIEES RLE, UL, 28 BRIOKRE
BRECIVFECEMIIBEIN T, —RIKE KR, BHE REE, IRBIVHERESGFZIRE
WZRBWTHDHBRYER 5 LEELEEIERO LR TR, #E T 1000 mg/kg @ 28 A KEHREIC
LY. AR TS DA, KA MK I BT B R MERO EINCATHRE B E 2R E N 7228, fRERiE
FHEBRECHELROREEHIVEHFEELZ TR TR FILBLN TR, Fi2, OBIBREED
RME2 R T2 M iR FEIEEHHVIIR AR T ELED LN TREL T, BEEFITALICA
SV Y it 1= RO Y QG AYN

LAEDZEh D, ARFRBRITIVT 1000 mg/ke #HEMEN I KBRS L COEERBHITRHALZN
EHIERL ., ARBRICBIAEAEROBREES 1000 mg/kg IZREL. LT, A 4 THRLTPRE
% 250 mg/kg, KA &% 60 mg/kg &L7z,

MBI AR AT 2 BHE. REHM. MRHHEBLOSHREBOWE 3 B E T  RESEL 12~
54 [B]) | RRIIFERENIMB MUV MEITEIRETE (GHiR 25 BN B) £ T, #EIEREAT 2
fi, RECHAM (14 AR . SIRATB ETE-RESEE 426D, BORIC 1 B 1 E, 1 B 7 B, 4877
th (9 B~ 11 BF 45 ) IZRE L7, R EAREIX 5 mL/kg LU, HE, SEATR L OB h OMEIE 1 (|
RET2HELZEIC, RERBEIIRFOME A OBRELXEICEH L, 28, XBEAIL 1%CMC
Na A FRRICR 5 LT, & 5B BT OECD {LFHEARBET AR T A (42111280 Ty N B &I
QST NilENE, Sl By sl

ARBROBER B LU ES L L TIIRL,

- w5y REE BE BERE BmE s
g (mg/kg) [%w/v)] (mL/kg) # i3
1 L@f{; 0 0 5 MOI001~MO1013  F01001~F01013
2 HNSP 60 1.20 5 MO2001~M02013  F02001~F02013
3 HNSP 250 5.00 5 MO03001~M03013  F03001~F03013
4 HNSP 1000 20.0 5 MOA001~MO4013  F04001~F04013
5. &L
1) #HEw (F,)

O—REBOBLE

2O FHEHFTER | B, 58P Sag0E R 2 B FBREL,
QOHERIE

HEEWIT, 5 1,7, 14, 21, 28, 35, 42 HBLOERK AICAIEL-, MEMIiL, 85 1.7, 14,
21,28 B, #E4= 0.7, 14,21 A, "EF 0 BLUEIKR B (HE 4 B)IZ. SOITHRPHERSNR1 T
B CI3ER 26 RAE S BICHEIE LT,
CEHEEHE

HEEIx, &S 1~2, 7~8, 13~14, 29~30, 35~36, 41~42 BIZHIEL:, HEWIT, &5
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1~2, 7~8, 13~14 B | g 0~1, 7~8, 14~15, 20~21 B, HFE 3~4 HIZAIFLT,
OB Bl

BRLLEB O SV T BPARERNLEASZERL. BT %R SHBUEL S| &5
SERAATEAR 2B BERL, EBHORER. REVPERSNIFTHASFBEL, $io, B
EDEHFERR B (EERZLORBERAPLREEHETORROFEE) ZEHLE, 7ok, HARY
(2 4 H~5 BORTEIFBL TV BEIIZIEH L7,

OLIH

5 15 RO FH (16 BF 7 3) IRBENOMESE | & | TRBIE, BHIVEY, Berik

AL, FE R OMOEIAEARZERL TR LU, BNIZERS DO IZEIEAR I T R
NEEERRBRIBMEL, TOREITR 0 ALEELCRBEMEL, EHNHEE L, ZhF
BEBIOMHROMEICLY . AEHBENOREHR B ETO BRBLOFOMIZEIRLI-EEH
DER, ZRFE(REEWME/ZEIZRWTEBIMED X 100, %), SRS (GHIREIWEL/ R LI B
Y80 X 100, B) E#HE KLz,

@R ik - EREOBIE

RWREL2H%E B RS GS T, SIRORERIL, ER 21 FAAY B O MAHERSNIETE
AATVN, A1 11 BETICOEAET LEFICOWTED BB 0 B (O A) L7z, SiIRED
EEZERZIISETEREYIZOWTITO, EERE CER B SOV TH S IREO— R
RIS L OERDREDOREE OF BAHIBTLI, BRI ERELHE 1~4 BOM, ERES
LTz, Skl 7= 2FOLTIRM R 0 A0S A ETOBE) &R | KHOHER (4 IRHE
MRS /AR ER) X 100, %) ZEHL, HE 4 B B ORIRBICBELU - EREB I OIRE RS
OAERE(GERE/EIRBEEE) X100, 9) #HH L,
@R BLOREAR TR E

BT, B’E 42 BOBRIC, UM ILEF— S MO LRREE T TR BEESE THRBL, M
g, HEBIURR LEOEEXHEL, BRBIUHR LEIIT T URICEE (REEFIX
0.1 M U BEAETE 10%R V<Y 88HR) L, B, RTSZMR. R/ BRERB I UIIRIX 0.1 M V- miE
B 0%/~ U AARIRICEE LT, B, B LUWEE BT, STRREER LU 1000 mg/keg H55¢
WOV THERRFREL ERELT,

HEBHOIE, S L HEIIHE 4 B, REIILIESOHELD T IR 26 RABX A,
FNEI, RUISVEF— N D SRRER T TR BIESE TR L, IR L O E B
ELT, SRBRIZ DWW T EMEBEME T TR EEE, TEIC OV TEEREZE AT, X
(CERE/ITIRFEFED) X100, V2B B, F2, LR, TE. BRBLOYIEIT 0.1 M VU BREE
L0%ARN <) ARHIZIE E L | Mg JOWIEI I AR LU 1000 mg/kg & 5-BEIZ-DWT, fRERM
BERBLERL, o, JIRFICEEORDLNIZ 60 BLO 250 mg/kg BEFOHIRIZ
WTHRERRICEEL . EERFRELER L, 25, FRFICFEAO—HMAIERL, FENIC
FRBEDSERTFL TW e FBEAEIC DWW T, oA FERSERETE B DR RO HNSP 51 k5% b

10



HEBRE 5 :R-09-006
THAROEHIBTL  BERFIILINREAR ARSI ERITER L e o7 (i),
2) HAERFE)

OHAERDBIE

E 0 BIZAFERBES IO REEMAERN I H L T, M BLONRTFROFELBEL, &7
R [ (FE RS/ A REHO X 100, %], AR HEE] (HEARK/EFREH) X100, %], BLOHA
Fr[(HEARE/ERE) X100, $]2H ML, HE 1~4 RET, B0, —RCRELBIEL. &
FIREFECREE ML FERETER((HE 4 BOERE/HE 0 BOERH) X
100, %JZ2HE ML, £FRICOWTE, HE 0 BLW 4 BICHEBIOEKREEZRIEL., BT LM
OEHERBELZEHTHLELIC HE 0 ABIW 4 BICRBITAME (4 R/ 4R H) X
100, %1% HEHLZ,
@F

FEIREIARGFEOEELBELTHRL, 0.1 M VBERE 10%R/L <Y NRICEEL TRTE
Uiz, £FERITHE 4 BIARFHORELBEL TERTA TV RARE TICE Bl BFES,
FIRL, NESBEOREORBELBIEL:,

6. 7 — X DRENTIE

YERBOEL LB DMEE . 2ZRR, ZHRRIZOVTIE Fisher DEEMRBELRT oI (BEK
HE:5%)

HRMERSEBHORBEAMERERTRODL, FL—RS L2 mE AT A3, Mann-Whitney
D U BEIZLY, S 7 L —ROAFHEIL Fisher DOEREHEED FAIKREIZELY, 1000 mg/kg 5
BLK BB LOBOFBERELRIT o7 (FEBAKAE5%), 72770, MEICBW T, ME 4 BISERLE
B ORFEICBEL TOARBREEFERELT,

FOMDT —21%, BEZLICBONESH DT litter ZEDOEHIEE 1 BALLT, 47, Bartlett
DFEICLDEFHEOSTHO—FEI OV TRE (B BAKKE:5%) 2175, DBA— KR THHIHEITIL, —
TCERER D4 (B BAAYE 5% 217V, BRI EENROLNDHE 1L, Dunnett BIZIVEE
LB BT o7 (ABAKYE: %), — 5, WThPOEETHEN 0 LRZHEERLIVDEB—FTRNG
A 1iX ., Kruskal-Wallis DB E (B EKE:5%) 2TV, HEEICE BEUNROLNDIEAITIT.
Dunnett BIOR EEICLD S B ET o7 (FEAKE:5%),

11
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SERRIR

1. HE
1) —#%IRAE (Table 1 ~Table 4, Appendix 1 ~ Appendix 4)

MERELH IR BB ESH T 2RBREMEEL T—RREBICERF XA N o7,
2) {KHE (Table 5~Table 8, Appendix 5 ~ Appendix 8)

MRS | SRR @ CHREICIIR BRESE HNSP SR 5B EOMICAE BB LIV
7
3) FEEEE (Table 9~Table 12, Appendix 9 ~ Appendix 12)

MR R A E U TR BT REEE HNSP SR 5B LOMICHEEEIIFED LN
o,

4) EEEE (Table 13, Table 14, Appendix 13, Appendix 14)

HETIL, 60 mg/kg B H-REIZRBUNTIRAROFA R H A % REEL LR L TH E (<0.05) IZ{RfEZE L
Tro HEBIUWHE FAEE|IZITBEL HNSP S B EHLORICE BE2ILRDLIRA T,

MEOMIER L OIREEICIT, SREEL HNSP £ 5 HLOMICE BEEITRD LN -1,

5) HIMRFTR.(Table 15, Table 16, Appendix 15, Appendix 16)

HETIE, SEREEO 2 Fl (& 5 M01008, MO1013) DR {AIDFER A KIER B I OVNHETHY, ¥
B EES @A/ N THhoT,

HETIE, 60 mg/kg HEBED 1 Fl(EHES F02007) OBl R EAETZL TV, E77. 250 mg/kg
B 1 6l (EHEE FO3011) T, AFEAN—EHILBRL T EAPNIZIZBEN 2 >BHEL QW
HERICTERNICEENBELZLICLY, FEADO—ENILRLIZEZE X DN, L, 208
EED, ETOEBPOSRE, MERBICEFENROIEMNE, HNSP B 5ICLBEE Tl L4
WL, FEOREERZOREIIER L 2h T, 28, ZO8OEEI RE L2 2L TV,

6) FERMERLFT R (Table 17, Table 18, Appendix 17, Appendix 18)

R TR, MERER ST, STRREER LT 1000 mg/kg S HEO2F I E MR L OB A BIEDOILE
DEEINN, MEEICHEE BLUREIZEIT o7, FIRFIZEIRT RMOBE AR DN
60 mg/kg BEEEOME | FICrL, BRBMEOHIE T DML D LN, R CIIfist &L U8
BAEROLEPBRESNIM, MBRELE U CREICEII 2D o, T, SRR KB L2

12
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OB 250 mg/ke WEREOHE 1 HITIX, PEEOHAELBLI VI <BERENBBABIEDILEN
BgEIn,

FEETIE, HRREED 5 HlILTN 1000 mg/kg & H5HD 3 HUTREMEERPIBEEINI, Z05bH]
BREFOFEN KR C/NE AR ON X REE 2 1T, FEEHLVITEE ORMEERENE
23, MROBERLRD LN,

FEE BRI, T RBER LT 1000 me/kg BEHOE 3 FIIERENIOEOMIMERNMEESH
oo Fo, BRI 1000 me/keg HEHHDOK 1 B FRFESBEIN. FEICIEREDY
BB RS TV, T, FIRBICEEFTRARODONZMBED 2 Tk, PEEHBTE
EOEEAOE OB PBRESN:,

IREETrL, TEREE B LT 1000 mg/kg # SEEDOLHIC, HREMABFN L BT RITBEShR2) -
7=

2. ATERES)
D HREABBIORELNAKE (Table 19, Table 20, Appendix 19, Appendix 20)

RN, HNSP 8 5- DR 8% 77 3 5B IE B b2 n o1,

REDFE R, 2 TOBMIIREHME P RBESHERIN, ZRIIERIN-BRE TH -8
23, SHREEC 2 BIRRO L (B & 5 FO1008, FO1013), LAL, ZHAR, ZARFTICEL- AL
U2 DM OBFEEEICIT, et FREEE HNSP £ B 5 RELDOMICE BE2IERD Nk ol
2) HEFERBIUEIRHARM (Table 21, Appendix 21)

SHRREED 2 BIBNHEEL Dol (1 ), hOBITIEIR 22~23 BICHIEL, HERB I UMERS
M BREEL HNSP & 5L ORICA BEITRRO bRl
3) DHRBIUOWHEINE

HEL- 2 TOEMO /i B LU EREBICRF ITBEINRD o7,

4) FRAE, BRI I OERE (Table 21, Appendix 21)

*TRRRED 2 61 (Eh4E S F01008, FO1013) 1, #E8k 25 HARY H ETIZ o id fERshizn o7, i
iR 26 BAEY BICHIRUIZRER, BRSHBEINRDO oIS RIETHH LRI, IEIREI LI D AL
2 TR bR LTz, 204, HAE, FRBBIOEREIL, MBEEL HNSP &85
HLOMICABEZIRD NN T,

3. HAR
1) A7F(Table 21, Appendix 21)
SR, ERMER, HAERBIUMELIZIX, dB#EE HNSP # 58 LOMICE R ZITRD LR
o7z, HNSP B 5 HEDOA% 4 B ETOMAERATFERN G REEL B L THEICHEMLT,
2) {KE (Table 22, Appendix 22)
HE 0 BXO 4 BICBITDHAERDKREICL, ABEEL HNSP 5 BEOMICAEZIIR DO

13
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IRy el
3) HAZ#EIE (Table 23, Table 24, Appendix 23)

HE 0~4 BILBITOHAERD—MREBICZEFTEROLN T £TFERIARTRICL R 13EE
SN M T, o HE 4 BICHBRURR, BEIIRD N h o7,

FLRIE, M2 SRR SEHICRO NN, FUBHBIUORT B EDEMITRDH
Nnigh ot

U IRICIIREMICLI IR B ICLVFENARBI oo L HERIND E CRIAIR) . 23 8 O EfE
WCEDAIBBREN TERD ST TIREZZ LM, FIRA W ThH T RIZIINRTFRITBEESh
T BB EN AR ThH o BT RSOV TO BB T ICREIIRD LA T,

B

MERES > FOZELET (2 B BLORELHE P20, HETIIREHMKE T, 51 42 AF. HT
ISR 2@ L CREER (HE 4 HET)IC HNSP 2@ A5 L, MifTy MO A mEMEIC
VWWTHRRETLZ,

RERHIR P, ML LI R, RE, BRI, HNSP B5 1 XA BB bivianolz,

FIREEFIZ, HED 60 me/kg &5-EED I CRBOM X B EA T REEL LERL TR BRIEME A RL,
FUCEEEZRVWEI b AND 28 BRIRER DR GFHEFRERY Tid, 1000 mg/kg ® HNSP #&5
D, BIBREEOE THABREIN TS, LbL, FRBROBIBEEOE{LITH BREMNREL T
72, HEDNENEE BT BITFED O TR, Fo HED 60 mg/kg I EFHED 1 HlDJElgD H 553
ERL., REARFORE CIIREEOHEIET ORMELLBHON, LML, LOEWIIZFFED
ZALITRO DAL TR L, JBIEICIE HNSP BB LD eE 2 SN AR EBMEEFNELITBEIN T
WRNZEDD, INOD RO (LI BRI ELEE L BN,

> 250 mg/kg WHHD 1 FIOLFEAD—EHILEL, FEAENICITREDR 2 SBEL TV,
Ll REEOHMOEHISEI T 1000 meg/ke | G5 HITITIFROEITFEDO LN TEL T, HNSP & 5.8
DWTNOEDICL R ER LT REBICER T IIFEDLN TORNIENS | BFIRET R THY,
HNSP #5805 i EEEHDVII D IRBLE LV o Te SEEN BB LD Tiden E L7z,
HNSP & #EHOBE, R LR IUINROFIMRAT R B IOV EARFRIFT RIZIE HNSP #51C
SBEAIT 20T,

RRE, ZHRE, BRI ERBEBIOEREIZIT HNSP & EIC LB BIIRD NN T, iz,
SHEBLOMEEICH HNSP & 5o XA B I3 e odz, A% 4 BETCOFARATERD HNSP £ 5
BB TR BB L TEBEARLICD, AREEZ RV T 2 fIRES W LR R L - FEE Y

BROBRWELTHY, ROLFEE, (REICH HNSP B 5ICLDE BTN EE I BN,

U EDFERNS, KRBREGETIZBITS HNSP OBEBMICH TH S EHNEEEIT

1000 mg/kg/day, HEHEEMIZ ST AR A BHNRBE S ELONCRHRICHT2EEHE

14
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¥, 1000 mg/ke/day THHEHEES N,

SEXH

1) 7T—eRFaXi-13-FT7FL U DRNVRCBAIY LDTy M AVS 28 HERER O HBEERAR

(http://dra4.nihs.go.jp/mhlw_data/home/paper/paper842-18—2b.htm})

15



Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 1. General conditions of male rats

RERE 5 :R-09-006

Group Number of males Days of administration
and general conditions 3 4 5 7 8 9 10 1} 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
1% CMC Na Number of males 13 013 13 13 13 13 43 13 13 13 13 13 13 13 13 13 13 13 3 13 13 13 33 13 13 13 13 13 13 13 13 13 93 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 {3 13 13 13 13 13 13 13 13 13 13 3 13 13 #3 13 13 13 13 13 13 13 13 13 13 3 13 13 13 13 13 i3 I3 13 13 (3 13 13 13 13 13 13 13 13 13
HNSP 60 mg/kg  Number of males 13013 13 13 13 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 (3 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 93 13 13 43 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 I3 I3 3 I3 13 i3 13 13 (3 43 13 43 13 13 13 13 13 13 13
HNSP 250 mg/kg  Number of males 313 13 13 13 (3 13 §3 43 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 {3 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 3 #3 13 13 13 13 13 13 13 I3 13 13 13 43 13 13 13 13 13 13 13 13 13 13 13 13 13 (3 13 13 13 13 (3 (3 13 13 13 13 13 13 13 13 13
HNSP 1000 mg/kg  Number of males 1343 13 13 93 13 13 13 13 43 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 43 13 13 13 {3 13 13 (3 13 43 13 13 13 13 13 13 13 13 13 13 13 13 13 13
General appearance, No abnormality (3 13 13 13 13 (3 13 (3 13 {3 13 13 13 13 13 13 13 13 13 13 13 13 13 43 13 13 {3 (3 13 13 43 13 13 I3 13 13 13 13 13 13 13 43 13 13 13 13 13 13 13 13
Pre: Before administration, Post: after administration.
Table 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 4] 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 Post
1% CMC Na 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 {3 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
HNSP 60 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 (3 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 13 13 {3 13 (3 13 13 13 13 13 13 13 13
HNSP 250 mg/kg  Number of males 13 013 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
General appearance, No abnormality 13 13 13 13 i3 13 13 (3 13 13 13 13 13 13 13 {3 13 13 13 13 13 13 13 13 13 13 13 i3 13 13 13 13 13 13 13
HNSP 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
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

Pre: Before administration, Post: after administration.
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HERE 5 :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1 ,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 2. 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
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

1% CMC Na Number of females 1313 13 13 13 13 13 13 13 183 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 I3 13 13 13 13 13 i3 13 13 13 13 13
HNSP 60 mgkg  Number of females 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
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
HNSP 250 mg/kg  Number of females 1313 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
General appearance, No abnormality 1313 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 43 13 13 13 13 13 13 13 13 13
HNSP 1000 mg/kg Number of females 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
General appearance, No abnormality 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
Pre: Before administration, Post: after administration.
Table 2 (continued). General conditions of female rats
Group Number of females Days of administration
and general conditions 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29
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
1% CMC Na Number of females 313 13111 8 8 4 4 0 1t U1t vttt otrororor1rorro
General appearance, No abnoymality 13 13 13 11 11 8 8§ 4 4 1 1 ( 1 [ [ + {t L o ¢ ¢t L 1 1 1 1 1 1
HNSP 60 mg/kg ~ Number of females 313139 9 8 8 2 2 0 0 0 ¢ ¢ 0 0 0 ¢ 0 0 ¢ 0 0 0 0 0 0 0 0
General appearance, Noabnormality 13 13 13 9 9 8§ & 2 2 0 ¢ 0 0 0 0 0 0 0 0 O 0 0 0 O O 0 0 0 0
HNSP 250 mg/kg  Number of females 313 38 8 3 3 1 1 0 0 O 0 0 0 0 0 0 0 0 0 0 0 ¢ 0 0 0 ¢ O
General appearance, Noabnormality 13 13 13 8 8 3 3 1 1 0 ¢ 0 0 O 06 0 O O 0 O 0 0 O ¢ 6 0 0 0 0
HNSP 1000 mgfkg Number of females B33 133116 6 4 4 00 0 0 0 ¢ 0 0 0 0 0 0 0 0 0 ¢ 06 0 0 0
General appearance, Noabnormality 13 13 13 Il (I 6 6 4 4 0 0 0 0 O ¢ 0 6 0 0 0 0 0 0 0 0 0 0 0 0

Pre: Before administration, Post: after administration,
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AR & 5 :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 3. General conditions in dams during pregnancy

Group Number of dams Days of pregnancy
and general conditions 0 I 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
1% CMC Na Number of dams 1M1 11 o1 o1orrotro1ro1ro1to1mo1oro1ro1too1r 111111 1roo1o1ro1ro1o11r 1t
General appearance, No abnormality 111111ttt 1 1 111 o1troo1ro1iro1to1moo1noo1eo 1111t 1111 1t
HNSP 60 mgkg 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
Generat 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
HNSP 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
HNSP 1000 mghkg  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

Pre: Before administration, Post: after administration.

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 24 25 26
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
1% CMC Na Number of dams m 1m 1 tr 1o 1 1 o1r o1 fro1ro1ro1o1mnm 3 3 6 0 0 0 0 o0 0
General appearance, No abnormality i1 111111111 111 11 113 3 0 0 0 0 0 0 0
HNSP 60 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 O O O O O O 0
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 0 0 0 0 0 0 0
HNSP 250 mg/kg Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 O O O O O O 0
General appearance, No abnormality 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 0O 0 O 0 o0 O 0
HNSP 1000 mglkg  Number of dams 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 13 6 6 O O O O O O 0
General appearance, No abnormality 13 13 13 13 13 13 13 13 3 13 13 13 13 13 13 13 6 6 O 0 O 0O 0 O 0

Pre: Before administration, Post: after administration.
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HERE 5 :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate 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
Pre Post Pre Post Pre Post Pre Post Pre Post
1% CMC Na Number of dams o1 11111111
General appearance, No abnormality 111 11 11 1t 1t 111 11
HNSP 60 mg/kg Number of dams 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13
HNSP 250 mgkg Number of dams 13 13 13 13 13 13 13 13 13
General appearance, No abnormality 13 13 13 13 13 13 13 13 13
HNSP 1000 mgrkg  Number of dams 13 13 13 13 13 13 13 13 13

General appearance, No abnormality 13 13 13 13 13 13 13 13 13
Pre: Before administration, Post: after administration.
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Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 5. Body weights of male rats

Group 1% CMC Na HNSP 60 mgke HNSP 250 mg/kg HNSP 1000 mg/kg
Number of males 13 13 13 13
Days of administration
3817 + 18.0 3776 £+ 160 3720 = 125 3825 + 144
7 409.7 £ 173 4070 £ 19.0 400.1 = 176 4114 + 148
14 439.0 + 21.8 4334 £ 229 4240 = 202 4398 + 159
21 4576 £+ 23.1 4529 + 259 4480 + 239 459.1 £ 183
28 4835 £ 254 4806 + 3038 4754 + 31.7 4833 = 227
35 5057 £+ 27.7 5028 + 342 498.1 £ 349 505.0 + 25.1
42 5164 = 321 5148 + 409 5085 + 37.0 517.1 £ 272

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

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 6. Body weights of female rats

Group 1% CMC Na HNSP 60 mgkg HNSP 250 mgkg HNSP 1000 mg/kg

Number of females 13 13 13 13

Days of administration ’
1 2455 = 9.0 2458 + 8.1 2435 £ 96 2449 = 73
7 2573 + 11.0 2589 + 124 2577 £ 99 256.0 = 13.1
14 269.5 £ 149 2703 + 129 2683 + 11.8 268.1 + 126

Each value shows mean (g) = S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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R 5 :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 7. Body weights in dams during pregnancy

Group 1% CMC Na HNSP 60 mgkg HNSP 250 mgkg HNSP 1000 mg/kg

Number of dams 11 13 13 13

Days of pregnancy
0 2842 £ 21.6 2794 + 114 2769 + 12.8 2786 = 13.1
7 3209 = 19.7 3121 + 11.0 310.0 = 14.4 309.7 + 15.8
14 354.1 £+ 179 3484 + 13.2 3429 £ 172 341.6 £ 19.3
21 444.0 + 242 441.8 + 18.0 4345 + 21.2 4378 + 23.1

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **. P<(.01).
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Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 8. Body weights in dams during lactation

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg
Number of dams 11 13 13 13
Days of lactation
0 318.1 + 20.3 3129 + 17.2 306.1 + 25.8 309.7 + 23.2
4 349.5 + 14.8 3470 + 14.4 333.4 £ 19.5 336.9 + 18.1

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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AERE 5 R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 9. Food consumption of male rats

Group 1% CMC Na HNSP 60 mgkg HNSP 250 mgkg HNSP 1000 mg/kg

Number of males 13 13 13 13

Days of administration

284 + 32 289 + 33 267 £ 24 285 £ 3.6

7 296 + 1.6 29.0 = 29 293 £ 23 309 £+ 20
13 297 £+ 26 295 =+ 26 293 £+ 36 305 + 14
29 29.7 + 23 289 £ 2.1 300 £+ 3.1 297 £+ 19
35 304 =+ 2.1 302 £ 3.0 309 £+ 40 318 £ 26
41 284 £ 33 279 £ 28 295 + 84 296 £ 3.1

Each value shows mean (g) + S.D.
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats

Table 10. Food consumption of female rats

Group 1% CMC Na HNSP 60 mgkg HNSP 250 mg/kg HNSP 1000 mgikg

Number of females 13 13 13 13

Days of administration
1 215 £ 3.7 21.1 % 2.7 217 2 27 203 £ 3.1
7 221 £+ 24 222 £+ 26 204 £ 3.8 21,1 £ 22
13 223 £ 39 213 £ 26 22,1 £+ 3.1 224 = 22

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

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 11. Food consumption in dams during pregnancy

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg
Number of dams 11 13 13 13
Days of pregnancy
0 21.1 £ 32 20.8 &£ 2.8 21.8 + 33 227+ 32
7 274 £ 25 265+ 23 263+ 3.0 262+ 29
14 269 £+ 43 266 £ 2.5 264 + 23 257+ 2.7
20 219 = 7.7 2.1+ 36 215+ 52 234+ 32

Each value shows mean + S.D. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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FABRE 5 :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 12. Food consumption in dams during lactation

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg
Number of dams 11 13 13 13

Days of lactation

3 46.0 + 5.2 476 £34 452 £ 7.6 473 £ 4.1
Each value shows mean + 8.D. (g).

Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 13. Organ weights of male rats

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg

Number of males 13 13 13 13

Body weight ® 516.1 =+ 324 5183 40.7 508.7 =+ 38.3 5155 + 27.1

Spleen (mg) 894.1 + 93.5 805.7 + 111.5 912.7 =+ 77.1 853.0 + 92.4
(mg/g) 1.734 + 0.167 1.555 « 0.173 1.800 = 0.157 1.655 = 0.160

Testes (mg) 29377 = 762.8 31503 + 1288 32868 + 3312 31440 + 2870
(mg/g) 5744 = 1.601 6.109 = 0.483 6.521 + 1.048 6.117 =  0.670

Epididymides (mg) 1103.7 £+ 2279 1157.3 % 53.7 11733 + 92.6 11999 + 90.5
(mg/g) 2153 £ 0.476 2245 +  0.193 2326 + 0314 2333 £ 0.209

Each value shows mean = S.D.

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

32

R E B R-09-006



Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 14. Organ weights of female rats

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg

Number of females 11 13 13 13

Body weight (2) 3495 14.8 347.0 = 14.4 3334 = 19.5 3369 =+ 18.1

Spleen (mg) 716.2 = 91.7 7386 + 112.0 7554 + 140.8 763.0 + 128.1
(mg/g) 2,052 = 0266 2.130 = 0319 2269 £ 0433 2260 + 0322

Ovaries (mg) 1126 = 9.2 104.1 =+ 11.7 101.4 = 12.7 1069 = 14.3
(mg/g) 0323 + 0.025 0300 * 0.031 0.304 = 0.030 0317 = 0.029

Each value shows mean + S.D.

Significantly different from the control group (*: P<0.05, **: P<0.01).
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#AERE 5 :R-09-006

Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 15. Macroscopic findings in males

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg
Findings Grade - P - P - P - P
Epididymis
Small, bilateral 11 2 13 0 13 0] 13 0
Testis
Edematous, bilateral 11 2 13 0 13 0 13 0
Small, bilateral i1 2 13 0 13 0 13 0

Notes) -:No abnormal changes P :Non-graded change
Numerals represent the number of animals.
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AR E 5 R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 16. Macroscopic findings in females

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg
Findings Grade - P - P - P - P
Spleen
Deformity 11 0 12 1 13 0 13 0
Enlargement 11 0 ‘ 13 0 12 1 13 0
Uterus
Placental remnant 11 0 13 0 12 1 13 0

Notes) -:No abnormal changes P:Non-graded change
Numerals represent the number of animals.
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Bk % 5 :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 17. Histopathological findings in males

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg

Findings Grade - + 4+ 2+ 3+ P NE - = + 2+ 3+ P NE - £ + 2+ 3+ P NE - £ + 2+ 3+ P NE
Spleen

Deposit, pigment, brown 0 13 6 0 0 0 13 0 0 O

Hematopoiesis, extramedullary 6 7 5 1 0 0O 8 5 0 0
Testis

Atrophy, seminiferous tubule, focal, unilateral/bilateral 8 3 0 1 1 10 3 0 0 0

Hyperplasia, Leydig cell, bilateral i r 1r o o _ 13 06 0 0 0
Epididy mis

Cell debris, lumen, unilateral/bilateral 10 1 2 0 0 10 3 0 06 0

Cellular infiltration, lymphocyte, interstitial, unilateral/bilateral 2 1t 0 0 0 12 1 0 0 O

Decrease, sperm, lumen, bilateral 1m0 o0 1 1 130 0 0 O

Granuloma, spermatic, unilateral/bilateral 12 6 t 0 0 12 1 0 0 0

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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Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 18. Histopathological findings in females

HErE 5 R-09-006

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg
Findings Grade -+ + 2+ 3+ P NE + + 2+ 3+ P NE + + 2+ 3+ P NE - = + 2+ 3+ P NE
Spleen
Deposit, pigment, brown 0 11 0 0 O 1 0 0 0 12 1 0 0 O 12 0 13 0 0 O
Fibrosis, focal, subcapsule 1 0 0 0 O I 0 0 0 12 0o 0 0 O 12 130 0 0 O
Hematopoiesis, extramedullary 0 3 4 4 0 1 0 0 0 12 0 0 1 0 12 0 3 7 3 0
Ovary 11 13

Notes) -:No abnormal changes +: Very slight +: Slight 2+: Moderate 3+: Marked

P : Non-graded change NE: Not examined
Numerals represent the number of animals.
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AERE = :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 19. Results of observations about estrous cycle

Group 1%CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg

Number of animals examined 13 13 13 13

Pre-treatment period

Number of animals showing the each type of regular estrous cycle

4-day cycle 9 10 10 10
4 and 5-day cycle 3 3 1 1
5-day cycle 1 0 2 2
Mean length of estrous cycle in days; Mean+S.D. 42 + 03 41 £ 02 42 + 04 42 = 04

Treatment period

Number of animals showing each type of cycle

4-day cycle 10 11 12 10
4 and 5-day cycle 2 2 1 1
S-day cycle i 0 0 2
Mean length of estrous cycle in days; MeantS.D. 41 = 0.3 41 £ 02 40 * 0.1 42 + 04

Frequency of animals of which type of estrus cycle

was changed after the treatment 1 / 13 3/ 13 3 / 13 2 /13

Mean times of vaginal estrus during mating period;, Mean=S.D. 1.0 = 00 1.0 = 0.0 1.0 £ 00 1.0 = 00

Significantly different from the control group (*: p<0.05, **: p<0.01)
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AERE 5 :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 20. Results of observations about reproductive performance

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 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)*x100,%] 100.0 100.0 100.0 100.0
Number of fertile males [C] 11 13 13 13
Fertility index [(C/B)x100,%] 84.6 100.0 100.0 100.0
Pairing days until copulation

; Mean+S.D. 35 + 3.0 25 + 1.1 ‘ 1.9 £ 1.0 26 =+ 1.1

Significantly different from the control group (*: p<0.05, **: p<0.01)
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B = :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by

oral administration in rats.

Table 21. Observation of offspring (F,)

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mgkg HNSP 1000 mgkg
Number of dams 1 13 13 13
Gestation length (days)

Mean £ S.D. per dam 223+ 05 225+ 05 225+ 05 25+ 05
Number of corpora lutea

Total 184 213 208 209

Mean = S.D. per dam 16.7 = 1.7 164 =+ 1.7 160+ 18 16.1 + 23
Number of implantation scars

Total 167 198 200 201

Mean = S.D. per dam 152 + 33 152+ 19 154 £ 20 155+ 22
Implantation index (%) a 914 = 195 932 + 103 96.1 + 74 964 + 5.1
Gestation index (%) ¥ 100.0 100.0 100.0 100.0

Number of offspring at birth

Total 156 191 185 186

Mean = S.D. per dam 142 + 35 147 = 1.7 142+ 19 143+ 23
Number of live offspring at birth

Male 81 85 89 86

Female 75 106 94 100

Total 156 191 183 186

Mean = S.D. per dam 142 + 35 147 £ 1.7 141 + 21 143 + 23
Sex ratio !

Mean = S.D. per dam 0.53 + 0.09 045 = 0.14 049 + 0.13 047 £ 0.12
Number of stillbirths

Total 0 0 2 0

Mean + S.D. per dam 00+ 00 00 = 0.0 02+ 06 00+ 00
Delivery index*

Mean% =+ S.D. per dam 928 + 84 9.7 = 4.1 928 + 72 925 % 6.4
Birth index )

Mean® + S.D. per dam 928 + 84 96.7 £ 4.1 91.8 £ 10.1 925+ 64
Live birth index"

Mean% * S.D. per dam 1000 £ 0.0 1000 £ 0.0 987 £+ 46 1000 £ 0.0

Number of offspringon day 4

Male 76 85 88 86

Female 74 105 94 99
Sexratio ©

Mean + S.D. per dam 0.51 £ 0.09 045 = 0.14 0.49 £ 0.13 047 £ 0.12
Viability index ®

Mean% + S.D. per dam : 96.1 = 56 995+ 16 * 995+ 19 * 995+ 20 *
Number of external abnormalities * 0 0 0 0

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

a); (Number of implantation scars/Number of corpora lutea)= 100.

b): (Number of dams with live offspring/number of pregnant dams)x100.

¢): Number of male offspring/(number of male offspring + number of female offspring).
d): (Number of offspring at birth/Number of imp lantation scars)=100.

e): (Number of live offspring at birth/number of implantation scars)=<100.

f): (Number of live offspringat birth/number of offspring at birth)x100.

g): (Number of live offspring 4 days after birth/number of live offspring at birth)x100.
i): Number of external abnormalities in live offspringat birth.
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R E 5 :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 22. Body weights of offspring (F)

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg
Number of dams 11 13 13 13
Male
Days afier birth

0 6.5 £ 1.0 68 * 0.5 66 £ 0.5 6.7 £ 0.5

4 11.1 + 24 11.0 £ 0.9 109 + 0.9 1.0 £ 1.2
Female
Days after birth

0 64 £ 1.0 6.4 = 0.5 62 + 04 6.4 £ 05

4 10.6 + 2.2 104 + 0.8 103 = 0.8 106 + 1.1

Each value shows mean + S.D. per dam. (g).
Significantly different from the control group (*: P<0.05, **: P<0.01).
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Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 23. General conditions in offspring (F)

Group Number of offspring Days after birth
and general conditions 0 1 2 3 4
1% CMCNa Number of offspring 156 156 151 151 150
General appearance, No abnormality 156 151 151 150 150
General appearance, Death 5 1
HNSP 60 mgkg Number of offspring 191 191 190 150 190
General appearance, No abnormality 191 190 190 190 190
General appearance, Death 1
HNSP 250 mg/kg Number of offspring 183 183 182 182 182
General appearance, No abnormality 183 182 182 182 182
General appearance, Death I
HNSP 1000 mg/kg Number of offspring 186 186 185 185 185
General appearance, No abnormality 186 185 185 185 185

General appearance, Death

42

RERE 5 :R-09-006



ABREF :R-09-006
Reproduction/developmental toxicity screening test of dipottassium 7-hydroxy-1,3-naphthalenedisulfonate hydrate by oral administration in rats.

Table 24. Morphlogical findings of offspring (F\)

Group 1% CMC Na HNSP 60 mg/kg HNSP 250 mg/kg HNSP 1000 mg/kg
Dead offspring
Number of dead offspring ” 6 I 3 1
Number of missing offspring 4 I 1 1
Number of dead offspring examined 2 0 2 0
Number of dead offspring with external changes 0 0 0 0
Number of dead offspring with visceral changes ¢ 0 0 0
Live offspring
Number of live offspring examined (postnatal day 0) 156 191 183 186
Number of live offspring with external changes 0 0 0 0
Number of live offspring examined (postnatal day 4) 150 190 182 185
Number of live offspring with external changes 0 0 0 0
Number of live offspring with visceral changes 0 0 0 0

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

4 including missing offspring
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