R-1131

R OR W &HF

ROBUVANKRUTI ROy PRV
BOREBICLSMBEREAEEFEAR

HEBRES : R-1131

RERWIM - 2013410 H 9 H-20144E3 A 28 H

A B 52 e i 3%
MAESHER YV —F o ¥ — HESWFRRT
T412-0039 F[ REBRIE T E £ 1284

REBREFEHE
BEEFSMEEERSAEEEHR LD EL LN RE
T100-8916 HAEEH THAHXENME 1-2-2

KR dR SV p—F 2 —
T151-0065 HEHMEEAXKLHET 36-7



2.1
2.2
2.3
2.4
2.5
2.6
2.7
2.8
2.9
2.10
2.11

3.2
4. FES
4.1
4.2
4.3

B R ) B 5
B 6
B BT T oo 6
R T T 6
HBREEDOFEMEICEEBERIF L EONA2RETERS 50T

FH LR ERIECICERBEEECEDR» o728 6

TR BT ODFCA 78 D e 7
............................................................................................................. 8
B T B 0 L T 0 D B B e 8
A T T A T D B B e, 8
............................................................................................................. 9
G e, 9

5. BRI M O T 5 e 10

5.1

BRI B O BB (R e 10

5.1.1 B e 10
5.1.2 KL (D) 1 e 11
5.1.3 TR () 2 oo 11

5.2 BRI oo, 11
5.2.1 BER D TR 11
5.2.2 B 11
523 BB T 11
5.2.4 B TR R T M e 12
5.2.5 BER O —IEORETR 12

5.3 BB TE R O R DB IR IR 13

5.4

FRBREIMD ..o, 13



R-1131

5.5 B T e e 13
5.6 B B Rl e 14
5.7 fAll, BRI AR K R R OIRAMYIE 14
5.8 B TEDI oo 14
5.9 Pe GRepE, B HE R OGRS ZI0 OBIRBE ... 14
500 R G TTE 15
ST FBEBERUEEEIL e 15
512 BG E D R T R I 15
513 BB URE D LI e 16
5130 R B 16
5.013.2 R 16
5033 BB 16
5.013.4 BB 16
51305 BB Lo 16
5.13.6 A3 HR B O B e 16
5137 HAE 17
5138 IR 2 e 17
S04 RREHERET ... 17
5141 NI A—FZ OB e 17
S5.14.2  BBIE oo 19
6. BRI B s 20
6.1 —REE (Table 1-1~1-5, Appendix 1-1~1-20) ................cl. 20
6.2 K& (Fig. 1. 2. Table 2-1~2-4, Appendix 2-1~2-16) ............oovvnnnn. 20
6.3 A& (Fig. 3. 4. Table 3-1~3-4, Appendix 3-1~3-16) .................. 20
6.4 B EE (Table 4-1, 4-2. Appendix 4-1~4-12) ...l 20
6.5 H AT R, (Table 5-1~5-3, Appendix 5-1~5-96) ...ccoooovieeiiiiiiriiiinnnn. 20
6.6 SR ER ST WL (Table 6-1~6-3, Appendix 5-1~5-96) .......cccceeevennnn, 20
6.7 MBI (Table 7. Appendix 6-1~6-4) ..o 21
6.8 ZELRAE (Table 8. Appendix 7-1~7-4) ..o, 21
6.9 Sy ifeakAE (Table 9. Appendix 8-1~8-4) ..oooooiiiiiiiiiiiiiiiiieieeeeeeee, 21
6.10 HAEROAELFH (Table 10, Appendix 9-1~9-4) .....ooooiiiiiiiiniiiiiinen.., 21
6.11 WZER O (Table 11, Appendix 10-1~10-4) .........ooooiiiiiniiiinn.... 21
6.12  HAERDOIKRE (Table 12, Appendix 11-1~11-4) ..., 21
6.13 LR ONFEFR (Table 13, Appendix 12-1~12-4) .......ooooooonniii... 21
6.14 HERDER 4 BHEFTR (Table 14, Appendix 13-1~13-4) ............ 21
T B R 22
7.1 B T B A LT 3 0 0 B 22
7.2 AR T DR 22



Table 1-1~1-5
Table 2-1~2-4
Table 3-1~3-4
Table 4-1, 4-2
Table 5-1~5-3
Table 6-1~6-3
Table 7

Table 8

Table 9

Table 10
Table 11
Table 12
Table 13
Table 14

18 {4 7l 2=

Appendix 1-1~1-20
Appendix 2-1~2-16
Appendix 3-1~3-16
Appendix 4-1~4-12
Appendix 5-1~5-96
Appendix 6-1~6-4
Appendix 7-1~7-4
Appendix §-1~8-4
Appendix 9-1~9-4
Appendix 10-1~10-4
Appendix 11-1~11-4
Appendix 12-1~12-4
Appendix 13-1~13-4

EHEMERIAE ...

...................................................................................... 24
TR o 25
=1 15 = RSN 27
R R 29
A B 34
B B e e 38
B E B 42
B I R 44
T B BT R 47
PEJE R 50
AT I e e e e e e e s 51
OB A e 52
A D A T 53
H A DR 54
AT O T e 55
BT R D IR T L e 56
HAROAZ A BAERTTR 57
R B 58
R B 78
28] = OSSO 94
B B B B e, 110
FI KT R R QR B RE 2R R 122
P I e 218
A B T s 222
IR oo 226
A B D AT e e, 230
HAETOPEEE o, 234
A B D B 238
WD R L 242
WAEROAER 4 BANRFTH 246

...................................................................................... 250



R-1131
2. HABRIEmME

21 HEBRES

R-1131
2.2 AEBRE
RUPBLURAARYTIROTy NEHWERAOREICL A S AR EFEMRAR

[ LFRE : A reproduction/developmental toxicity screening test of

Benzenesulfonamide by oral administration in rats)

2.3 HERE®

RUBUANVKRT I RE, BT v MORBLRT 14 BB LR OB %2 8 L CFl
A EC, T > MOEZECAT 14 B K S ELEI I NS R B 20 L TRl 3
Hif&ﬁb %%7/% X ARE FRICHEIREERE. REBEATEN, ZRA TR
EOEMBEAIIRIITHEEZMBENICRFTT 22200 E Lz,

2.4 ABRERE
EATGHYE EEELR BEEFHHE (LFYELZERFRE
T100-8916 HAE FRMXENE 1-2-2

2.5 ARBRZEE
MRSHER VS —F o F—
T151-0065 HWHRAEASXKILE 36-7

2.6 SEREER
MR ) b —F o & —  HESAFZE AT
T412-0039 FMRERRETH/NE L 1284

2.7 HERYE
£ B : Ry AR T IR
CAS &= : 98-10-2
BEWAREHES (3)-3120 ({L5F#H:)
AFH : 201346 A 20 H
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2.8 HAEBRBE

A ERBAMA A : 20137 10H 7H
B4 Afwf H : 20134 10 H 16 H
7 5 ' H . 20134 10 H 30H

EWBGE (RE5RKBHE)
: 2013 11 H 4AH
AZEBRAA H © 20134 11 8 184

BV E Rk B © 20134 128 2H
Sy LB 4G A : 20134 12 H 10H
HEHAsEA 0 20134 12 H 14 A
yABRK T A : 20134 12 H 27H

EERETH OREMAETEmERLTH)
20144 2 H 14 H
AR TA : 20144 3 H 284H

29 HREEA
B QAR Y STy~ EEBTRART B

210 HERELE
R FHLE :
WRYBERFRIESE
Lo ir B EH
R HE R A AT H
Weat AR H AR

211 HEBRECEERICEEFZFRELEZEEREDNIBREERSH D NEF

HLEBLRBETVICHBRIEZICEOEN =2 &
FRBRICBOTRBEBEOEBIEMICE B RIE LMD ABREERH S5 VI T
B LEBRERITIRAEET, RBIRBEF /- CEREINE,

212 EBHRE

RRHTEEREA RRIEELTFEL D) | LEXE, £F—¥, ®EEE (&
KREEDFEALZEL) ROEAR (HBRMERERNZET) BHASERY Y —
F v A BRI O G EHRE T M O R R BRI SERRT T 5, HIRTK
THOBRMFIZHOVTIE, BEEYBEEREMRDFEESTHI W ELEXHE L KX
SHAV IV —F o X —RTHEL., FOLBERET S, k. RHEREFICHL
SR VIEN A HEIE LT,
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3. E

NRUB U ANVKR T I RE Iwiv A F Ll o — A KIEHRIZEEBR S E, 3. 10 K
30 mg/kg/day D5 & T, | FHEMLES 12 /LD Sprague-Dawley & SPF 7 » I, HEIZ
ILAZRERT 14 AR ORESM A L THMmATH £ T 28 HM., MEIZIEZEAT 14 HH
R OB WA I DN AR R B 2@ L Too k% 3 A T (40~53 AMHD) 1 A 1 EEAH
5L, MBS T D8, BRICAMBABEIZ OV TEMICRE LT, 2B,
BRI IIBEIETH D Iwv A F LBl o— 2 KIBREHKE L=,

3.1 ST T HEE

HETIE 10 mg/kg DA B0 50C X 0 AR EHIN R OBERE D BT b BRI O BT R/ IE K
MWD B, 30 mg/kg &5 TIEIEICEHEOEK FTAED L, T, 3 mg/kg
Bz X 0B OBIT LM OB R/IERSED S, 30 mg/kg H 5 T EIFEM
PR A CIRBREEOHEMARD bivlz, -H. -IREAOTRT AT, H8mE
BHORE L RET HEITRBO LNRN T,

3.2 ABEREIIHTEIZE
30 mg/kg REHEICL VAR H D WVITHEIZAER 4 BoOHAEREKEMUHZ R LT,
—J5 . MEHEDERAHREE I L TR TCF’ET“ YL RE, RER, ERET
bR RO Iﬂfﬁf’ﬁwéﬁﬁﬂz@&(} AR B S M EMETRE TR RMERS
DB T 5T b oo, BIZ, HESR, EIRMIM, HEHE FK
R, BT, R, Z?E@LE&T AR, HAERK OB E R 5 O
ZRRTLEMIBO LN, WERBICERFIZOh o7,

INDDRERNL, ARBREMTICBITAIRXVEV ALK T I FOBEEE KD
MHEMHEEITVT NG, BEIZDWTIE 3 mg/kg/day. #EIZDVTiX 3 mg/kg/day % T [0l
V. MEEENY O A FERETE W ONS BEAREGEIZ DV T T 30 mg/kg/day., AR IZ W T
10 mg/kg/day & HEE S 7=,
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4.

il

BEAGEBAEEELREEERATMLFPMEL SN REOREICLY, XUEBU 2L
RUTIROTy heHWERNFEICL @S EMEEAENRBREER L0 T,
FTORBEMET D, 2B, ARBIZUTOREMEZBFL, A R7 A4 %58 L
THEM L=,

4.1 GLP ##
o IHHALFWESICROIRABRE Tt T 2 WA Btk (B3 5 A%
(GERE 234F 3 A 31 AP, #HAERE 0331008 BEABBEEKENRE. F
AK 23-03-29 BRI 6 BRRAEXERMEEERK., BHRAEEN 110331010 53R
REEREGREBRFEEBED)

4.2 HAEBAEZFICET B
o THHILEMEEIKRAIRBRO FIEIZON T
(ERk 234 3 71 31 HAF, JREFESE 0331007 2L BEEREL AR, F
A% 23-03-29 WFE 55, RFEEAHEEXEREK, BRAOEE 110331009 5
REEA R A BREBGR RRm )

4.3 B EAL
s [EHPMOEERVERICET HIEE]
(BBF1 484 10 A 1 BEREE 105 5)
o EBRBEMYOEE L OMRE I ONS T\ OB IC B4 5 Y
CERR 184 4 A 28 HEREA 5”5 88 &)
o [HWEBROBETREMRIZMTZHTA NT A ]
(AARZEM S PR 184 6 H 1 H)

ek, ARBRITIRBHEZOBMEREZE S OAR (KFBEFT  G130299) £ T,
RBRHERND DL EREYOEHEEOEMICET 5 EXEedtR VYV —Ft
2 — @ EBRIES) (it o TEB L,
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5.

5.1

5.1.

ABMBERUFE

HERYPERUCAEDNE (EE)

1 WERME

UTWCrd#BRmE 2R BRI L, ol M LB E IC oW TR B
RAIZB W TARBRBABANII IR A7 PADEEIZ LD PR EINAT VD

[l]o

4 B

CAS &5
BN RIEE R
R E

B2y FE
R

s A

&
iz (N XLD)
WELE) KRR (20°C)
AR

&

R

ZIENE

(RS

REES T

B EoEE

ERWBRME ONE

N B AR T IR (B4 Benzenesulfonamide)
98-10-2

(3)-3120 ({LFF#E)

HAR LR T¥EEA ST

FQ2GG

CsH;NO,S8

O

157.19
99.9%*

[ {5

il B~ A+

Hfa~Z e A X HA

ﬁﬁgi**

I ERT —H — MM X AIER R 72 BOGHE TS &
NTELT, BURERMFETICBOWTREZTEIhTY
5, HWHEHMET %, RRERYWE O RNARILA LS
RV ZBE L2 fE R, SR BH AR Al o0 PSR & 12T
g A7 MvE L, BEMBAZELTEETH-
7= &l L7z,

BT ET — 42— T, @ORRERMEE LTHE
BEBERLAKEIIELTRBY, hEmMzThdh 7
AFEAIZ AT (AFRIAERRE) W EN (FHERE
1~10°C, EHEERE : 3~8°C***) |[ZRIFE LT,

T S RS PT HE BR B AR TR EE . 55 2 FSER 4 P45
B RS N VAL AR Y B R TR 5 T

RS, IREORE L OBEf BT D, **

WERME 1 g 2REREE LTREL, BIHHBRE Y
T THROERITIETEEL T,
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* HETABRETICE S
e BIETHER AT X - — MRS
weE L AFEPLEWRBRE T ETOM

5.1.2 ﬂWWQ(ﬁW)1

AW AF e —Z 400
JLE& : b= H
5T : ToYe i T 3pk A et
FEE : LAQ6274
RIES 1B : E=$i~]
RFHT : TSR 2T 88 2 BE2EAR 4 PE ek SR B R R =

5.1.3 ﬂW%£(ﬁ%)2

SR HEH A K

L+ : H AR

fEH : FRA D R T8

7y hFE : 2188, 3A87, 2G85

R AEFIE : FE il

P12 % BT : T B ST SRR 2 2 AR 4 BE G R A E AN B S

BB, MEMEICOWTHE, RICEmISNTE IRVEBUVANVESYTIRNOT v &
AW 28 AMNMERDKBREEERER] RIICBVWTEREROEARSE LTHYLLE
Iw/v% A F Vo — A KRR GRS E & L TRIR LT,

5.2 BE5®&
5.2.1 L 2r O]

VEBDAF AT —RX 400 R L, IR L7 ENHAKICEBEEIE 2%, A X
VI UHF =B L, B RS HAKTHREWD L, T2 Iw/v%IBE L 25 X 5124
HoK&IN4Z CHaBlRFI L 72,

5.2.2 HHED

REZCCVEBOHRME 2 MBI, ABETEBRL-%, ikt g
TOMABEBIETARAV Y VA —ZB L, b E2BARTILEV L, HICHE
BREL 72D X ) TR N X CERBHER L 72,

5.2.3 RF

AL EBRMERERII IR F v 7 A= —THBELRBEL | HEHMS T &
\E T T AN Uiz, £, HREOKR S Lﬁiﬂﬂﬁ"é Iw/v% A F LT —2
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KEHES 1 AERS ZE®EBT T R/ mi L, 2B/ L& 5T er
(BEERN., FHIRE : 1~10°C. ERRFE : 3~6°C) IZ{RFL, ARAA0R L LT
FRELIZ 7T ALANIC R L 7,

5.2.4 REHERUH -4

L wiv% A F L2 —RREERE T 2 ARKPHRYE D 0.5 T 200 mg/mLiE FE O R
BIRIZOWT, BT T A A, BT (MEERN, EBIEE  1~10°C) T8 HMH,
FIZER T 24 KRR TFELE®R, v 72T v I/ X2 =5 —TCHEHL L, BTLAD
B—TdhdZ ENRBBRICBODTHHEIATWS, [1]

5.2.5 BEERUH—MHOER

VARG L HEORKESICHW LIS EEOWBRYERSHO E, b, TBXER
L7z 7PNV DT HPLCICE D BEANE L, ZORE, XRBEEIZGT L4
Yo FLDREBREDE S RIT 96.7~101.8%., ZEMREIL 0.3~1.7%THH . Wi
FAGIAN (SR RBEOSE £ 100.0£10.0%, LEHEE  10%0A) THo7-, A
WIZEHEYE . HPLC ¥ A7 AR OMIESRMHIIU Fomn Th o7,

[(E e 'E ]
WEHRMWBEO—MEIREME L UTHEM Lz, (RIFHET « BERGHTEAT AL 5T R
EMERFESIT R R ERFE - ZRAEE © 3~8°C)

[HPLC ¥ A7 A ]

BB K ORI X —
HPLC 2600 L — g UEY2— )L
1% AR 2487 5 = 7V AUV/VIS i H Waters Corporation
FoAMPEE IL=7 LY av TR v —

[HPLC #I & F 1]
BT A ; COSMOSIL 5C18-MS-1I (4.6 mm 1.D. x 150 mm,
KA 5 um, 074727 KEASH)
71T I AE A BOE TR

: 30°C
% B ; K/ AL 7 — ) CBRIRHR (800:200:1 v/v/v)
Vit : 1.0 mL/min

it : UV (& 264 nm)

FAE : 10 uL

T FNVETIRE 10°C

R 7 PR ] : 8 Zy i

12
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I E NE

MR | BE R HENE

BRI (AT ATEAEHER)

BHEEKR GEEH)

HEENFE : 0.6 mg/mL #ERE- LB
HEENFE : 0.6 mg/mL HERE-FE
HIERREE : 0.6 mg/mL B ERE- FE
HEZREE : 2 mg/mL B &R - EJE
REERNFE : 2 mg/mL B ERE- P&
AT ERFE . 2 mg/mL B TRE-T/E
AT ERFE : 6 mg/mL B TRAE- L=
B EERFEE 6 mg/mL B EFE-PJE
B E R - 6 mg/mL BIERSB-TE

= ..

il

Y
Zlalele|w|o|o|a]|wn]|—

el Ll el el el el el Ll e RS A VS

53 HARINBRURROERER

FENRBPIET A FTA LV TR AOCERBALEL STk, i,
R BN, AR EFERBRICLNO S, BEARS MBI T R
ERBEETHORMABBR LI, £, [RUEYAALFYTIROT v FEAL
%28 HMXEROBRGEERRE] RICBOTHLRZROT v bR SR TN 2,

5.4 HERHY
Sprague-Dawley 2 SPF 7 > b [Crl:CD(SD), AAF v — /L2 « U R—ER 2tk

BEAREYE =] OMHES 62 Z 2 S BEETATE L, AMHZHNE 1 1
LT, 3HMoRENMAZEZ{ 20 A, BbEE L7, 20/, —KREEXER 1
EEZE L, WEEBIL 1, 3, 6. 13 K20 BICHIE L7, EIZ, HEIZOWTHBK
TRHIZEENOKERAMZ L CRRXRALBE L., B VW TTES 28I 4~17 B
ORI L, 8O MA FZMar oo ERGBZREORIEL LT4~5 HORAMT
FET5bDEEFE L, HEAHREOFELTH /-, ZO/ME, —RIREBLTEE
HRIZEFIIA LT, BT B OREL, HE23 374~509 g (135 - 442 ¢) | MERN
228~286 g (FH) :260g) THY | MEME L HIFHE+20% LN DOREHFH ThHh o 7=,

Flo, HEORBEOMZ TIXRFIIAONT, REEBERAICELZEERHR TH-
oo LU, M 1 IEOMHEMICERERALAZTZD, THEREE IO MES 48

L& FNFIEIR LT 10 e TREICHERH Lz,
) - RBIMEBICEY, BB ERIIMHES 60TLTho7md, EREIZIER 62 IEAMNA I
7=

55  EolT

ATEIZREH SN2 Be T O BER . AR RITIE DV THER ST MRS 48 [T,
BT A (KEMMR) OREZECEHOFEHERENTELETHELLRDL LD
FHICHET T 72, BEOEF TR a2y Ea—4EFHWE T vy 7 Bk OV A
HEOHAGE DY (T oy 7EEETHLELREZEK L, R OCHENOEFE T

13
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EMERICEI Y TlZ) TITo7c, #EMTHOERSNTHE 14 L ERHERT Ol 1
Lk, BN E, BMERELEICRE L TRARM ORI LT, &Y Ol 13 i
TR FHEMM L L THBRERT LA RRICHW R ooz, RRLK TR, BimE
HELHEICBE L CHBRN LR LT,

5.6 FHEEH

B IR 22~24°C (FFAYFaH : 23+£3°C) | FHXHE E 49~61% (FF 73600 : 50£20%) |
Ba B 10~15 [E]/1 BERET, FBRA | B 12 BF R (07:00~19:00) ([CHERF L - @A & = (7
EFEHKRE 907 B=) T, 794 v FRATF UL AWMy — (W 254 x D 350 x
HI170mm: YU — Rz o=7 U U RS H) ISR T &R TERINICIE L -,
¥ IR 17 BUEIZ. K (KU A b7 L—72 t BAF vy —/L R« U AN—KRKE
., vy FES 2013-3) AN TSI AF v s Rlaar 77— (W340 x D400 x
HI85 mm: HAZ L7 #RASH) 12 1 I LUCE L, e OE KW T,
B G NMF (BORRIREE ., 4V = Z LB TR, oy F3E5 130718,
130822, 130913) K OVKIEK (FIFEG HEKEK) 227 0 L ARGSEER, AEEK
EEDHDVITRAKREZ AN TERFNARICER S ® 7,

57 fAH. SHKRUVEKBETOEAYE

F R R CRB R OEAME I DN TIE A Lizr v MZ-2U T Eurofins Scientific
Analytics TEME S 7R L AFE L, HEKIZOWTL, AKEEICERLZAKE
Dot e LT vy 7HRASIICESR (F40) IEKBEL, oEREAT L,
IO DOBRAEKBR IV SR, SBIKECREF ORAME N RBRABEITHEL T 25
THEMED RN E 2B L. o REHFEDOELE2RAF LT,

5.8 LY IOE: ]

. ABRCEAOFRTRAAN I N/ NEH EE A2 U CEEE L., B
IR, 1000 OALAEE, 100 DALAPE, 10 & 1 OALAEEE B 2R T 4 T O H
BEREL, HE/Fr— VIR bictamyib &, HABRERE. BRERK, 5,
e, BiES, TEES, SimTER (B | ZRESLA (M) ROk E (M)
PR LT L ERERL M,

5.9 BERK., R5EHBRUESERHE T o OFEIRERH

BRHERKIZ, VA P4 ICECRORESZRIR L2, 5 MBIX, T RELHR]
14 UM, ZZECHIR 2@ L CHIMai H £ o 28 U, M CIEaB AT 14 U B, 2B HI
MOERHMEZHE L T 3B ETE LA, . ARBIZBWTOBKR%3IBET
HBG LSO KR EBRIL 40~53 B/ L o7z, &5 RIEIUE KGR T—iK
MZAThhTWA 1 H 1EE LT,

14
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510 ®&E5AHE

BH5FEE, FomHEIZEB T—MNIZIrbn2BHEREOEBE L L, BE5KE
S5mL/kg FEROBSFERET, B/ F2HWT 1 H 1E, 08:04~11:58 DfICHKE L
Tro TelZ L, BEFFCHDBEATHSTEMII BB T 2 F > T, 14:26~15:24 O[T
Beh Uz, TBEBICIBEARO R EZRERICEL L, BRI Lok GikER, RiIko
BEALICEN L, B, BECZEL, #BRVWERSREI~ IR F v I A X —F —
THREBELZN LR L,

511 H“E5EERUHEER
BehGElE 3, 10 X830 mg/kg/day 3 AlE e L, RREEEZMZ 48BN E Ls, 1
B0 OIS 12008 L7z, BEEEREE2RICR LT,

BERE

X B4R 0 0 3 ﬁi }; }?8}:}?13
EmER |3 06 s || 1 | Sloats
AER | 10 2 5 6| 1o |
sRER | 30 6 I 1 et
512 BE5E=DHRERR

BHEIE, LCEBSNZ 28 BRIRKER D& GEERAR 2]10/KRICIEOVTRE
Lz, I, RUBLUAAKRST I % 6, 30 KO 150 mg/kg/dayD x5 8 TT v k
W AEH B LIRS, 30 RO 150 mg/kg#e 5- 7 D HERE 12 38 W) TR & BB B O (K E
WO BN, FHABERE CIIENROBIT LR OBEMMEBFEENED b,
150 mg/kgd% 58 THERICHERE 2V T URGEBNVE T R ORI & v, B 1 FIA5E
CL724E0, A& OV RO M xE & OB, Wi Ml H R & RO LR - B %
F I OB E W ST O /RO YEFMARE R SR b, —F, MO A5
HR M ORI A TR e i3 iR E & 5 IR L -0 LiERd oo, Lk
Mo T, BHEMBERBRICBIT2HGEIT, LORBRICBODTRETAHKELLHE
ZTFmMbY, Ho, AELXVCEHEEOKRTECICEKROREE{LE T30 LM0E
PEENTREIND 30mg/kgZEmHESE L. BLT, 2K 3 TEU T 10 &3 mg/kg
EENENRECEHEICRT L,

15
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513 BHERURBREDAE
HBEEOEEL, #E5HAKAL2KRS 1B, 5 1B»L 725 18, KRBT
HEMIROH, S THEWMBEOH (ERoH) & L7,

513.1 — %Ik RE

EEEIZONT, S P EER 30 (RER, BSEELOCEES 1~-3 B51H%) |
Bk BRI L, KA R, REINEE, K. 1TER OB E oG EH
=217,

5.13.2 K=E
éﬂﬂﬁn:ou\f\ MERE & BT ARERTR ARSI i3S 1, 8, 15 R U222 R, &
WCREEEIRE . MR O, 7. 14 R O20 H, T O KN4 HICREZRT L, A
i THRAZHEET DR S NT-EEOHE 0 HOEEZRWT, Tl o® 5 q]
AT oo, B, IR 25 HOFRTE TICoih 2 BisE 3, S.9mICEE SN & 51
MEM =S ho T fRIZ OV TILREMASERENOEO Y ADOKRELBEE LT,

5.13.3 b:3.i 8

PEEIZONT, HEL HIZRERTO®E S 2, 8 KTV 15 A, BIZHEIXEIR 1, 7, 14
FBO20 AFONIHT 2 RO 4 RICEBELZHE L AIAOKRERELOZEL2 | AEERE
ELTHEHLE, REROEME L LICFRIPOESINCHIE LT,

5.13.4 FERRE
D 2MIBIZONT, EEHBEENLRZERARD LD F T H AN EY £ R
L. RERIHRGHEFIEZHOA0 FME» bR 2 EHRBZBEOHEZEE L, ¥IE
K OBER PO ROBIEH E Co U (AW 27z, ZEHIEPIXEREAN
DIEF OA AT~ T2,

5.13.5 X B

RECATEC G MM T, FA—RENOMEL 111 TRERESE, BH, BERPKS
HVITEF I T2 RR3 L b0 e R RMALE A2 L, LRI HEZ 0 B &R
LTREETICE L -AKRERD-, FEHMEIER 14 B E L,

5.13.6 DTREUEE

KPS U B, ik 21 U S4EgR 25 U/ TRiE T 1 U 2B (Tdif, T
%) Do ME#EHEL, KRR LD SBRTETOAEEFRELEE Lz, &
WS T L7 RBEIC OV T, BBREUEBEOLEECIELOREZFIZEE LT
SPRRIRIE AR L%, HAERAHESE, WHE 4 BIOREPREICHE L-, LW
B RED, SEEROCRLONESELHEEZ L L THEIRELEE L, kB, TR
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25 ADHFHTE TIZohalith Lo @A ERED 16 (BWES :4111) XY AR
HEBEICH L, BEERNBD LN om0 RELE B LT,

5.13.7 HER

A% OBICHAERKEORERKZ L., AbE CTHERSE Lz, HERIT DK
NEEGUARBTORAELZNIRIICE S L, MR ZHE L THRELRE L, FEER
77 B TEEL CTHRTFE L, WEMBETIEER 1R, ECROB#HEZEL LT,
e, FTREARBRFOFEZBLE L%, 77V HTHERELTREFELE, £FR
TR 4 BIZPER &2 HE L %Kﬂa@ﬁﬂ%ﬁ LTIREARHEIE L%, RIS A
R VRIS, 2B, ROEBEIEDNZHEE L, MR EIE ORI E S
BHL,

5.13.8 RIBERE

1) FWREAOBEER

MEFERMEEIZ ST, REBESERICA Y 7T CFREE T THEKXSIIRDIBIZ X9 5
ME A S W72k, MARE OIS, MESEOCERORE - M2 ARNICHRET D
EELICHEMOERBLOEFERER AR A -, Fio, BE, BEEE fiSL i, &
52 (BERET) KUUIRZHE L CERE EdER) 2HEL, TRBOKE?DL
RE 100 g Y72V OMHEMEZEEZHEM Lo, 2k, WAIKEOSEIXLEL D]~ 12 E &% H
E LT,

2) WELMAM R A

ETOMEORER, BE, BEREE, iz, B2 (BEKRST) . R, 75X
OVE N ONC N IR A B85 3007 & BRGNS (FMEEZ R LON) L& bic ) VR
10 vol% A< U U TERE L (L, BREKOWE EEIITT T iR THEE L
%, U BEARRE 10 vol% b~ U VRKICEII L) o BRSNS 2R 26D
W, T T7 o EB LR, BFEL, A bhF Yy -2 Yy (H-E) BEIEN
EAERLL . BRI oW CrRERE A p] . AR L ORISR OV T A - A=
Haxrgl Lk LT,

5.14  #REHERAT
5141 IS A—BOEH
MUFORI LD IRk, EHE, SRERUHERLID L2, HIE, HIKE,
SRR, ARBEE, VLR L4 UAGEE, LK 0RT4 HOMLEREY S
LCEHLE,

SRE%) = (RREWE/RARSWE) <100
AR (%) = (AR S B OB/ R LD *100
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ZHEFR%) = (FIE LMo /2R Lo <100
MPEER(%) = (AR EMER/ATIRMEE) <100
BRFE%) = (FRBEE/AEEE) *100

(%) = (HERE/ERIER) <100

FERE L (%) = (BEREVE/HERE) x100
HERNE(%) = OPREBFIDEB/HERLE) =100
H/EE%) = (HAERS/HERE) <100

At 4 BAETFER%) = (A% 4 DOEFERE/HARE) <100
A% OH GEEWST) oMk = HEHE RS HE R

A% OR (HAER) oM = MM A RS/ H A R

Atk 4 B =A% 4 AOBAEFRBUAR 4 B OAFRHK
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5.14.2 1% E

SEEEEFEREH L OOV TR A EMEELLLTOFIRIZ XY #E L7z,
R, REEME (K &5 1 B~FHmA., M &5 1~1SH, 4E 0~20H., HH
0~4 H) | #Bff&E, RENEBREEE, HEH GIERY) | ZRF CICE LB,
SRR, B, AREEL EFREK. M (A% 0KV 4H) KUREEST.
BZLICTPHEE CIEER AL RO KIR TR O FEIZHE > THRIE LT, 728,
FHTEDOREEEIZOWTIIALGOAFHE THREMHIT 217, REMEF OO K E
(L 22 H) RO 59 HICR SN KGHM AR~ SR> T EEOGE EEITR
FHENT X 0 BRAL LT,

O Ve R B 22

>3
Bartlett & & F #hig*
p>0.01, 558 p<0.01, %48 p=0.05, 45 p<0.05, RE5#
e S B
Dunnett Steel i T Student Aspin-Welch
& E D tIRE D LRE

p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
T A1 6 22 i A8 4 T i 18 £ E AN E

* F=slz/sz2

(73?315\ Slz>822)

HLEFET

IREE i, HAE, FHERE, ARBFEERVCAER 4 BAEFRIZON T,
B LA EE R OB YR 75 A SR O . Wilcoxon D NEALFIR T (F B AYE0.05 2 TX0.01,
WD) 1T 7,

RER, BT, ZHRFRROCHERIT, FHOXEHWR, ML IRRS KDY
¥, EIRMEEI R, AR HEMEI M X v B L, Fisher D EERRIEEICLY
e (AEK®E0.05 KOC0.01, MM 21r-o7-,

i

19



R-1131
6. HAEBRER

6.1 —f%IREE (Table 1-1~1-5, Appendix 1-1~1-20)
S bIREHMB LB L CRTE RS, —RRBIZRF IR N R0 o7,

6.2 {KE (Fig. 1. 2. Table 2-1~2-4, Appendix 2-1~2-16)

KETIZ 10 mg/kg LA ORI TR S MBI R O KRB IMNME, 30 mg/kg 58
WCBWTHICEKSE 15 HUBRO KT A BEEIC KB E L2, 3mg/kg BEGHDEK
B OREEMNMEIZ IR & L RBEERZIL 2D o 7o, HETIHE 3 LT 30 mg/kg #
HE B W TR & GHM T OFREEMEN R L LA EREKELZ R LT,
3 mg/kg FHREOKREHMEBOBRMBEIX. 30mg/kg REFLVEETHY L2 10 mg/kg
B ERECIIBEBEEEE R NI b, AREEEE L2V EIROESE) & Hr L
7o, WEIREARI R ORE R OMKEBMNE I IISRE S SHER E OMICEHE 221345
AT, 10 mg/kg | GHEIZIB W THE 4 B OKRE N O E IR oo (5 180 & 208 o U
CHEREEREEAE R U, 30mg/kg B GREOME BT OFER CIREHMNEIZ
BER LX<, HBEHBELEWEHTH -7,

6.3 {EffsE (Fig. 3. 4. Table 3-1~3-4, Appendix 3-1~3-16)

HETIE 30 mg/kg BEHEICBWTERS 2, 8 XUV 15 ROEBEES S RBEFICHAAE
BRIEMEZ R L2, 2B . 3mg/kg B GEHOKRS 15 AOBMENFERIEMEZLZ R LR,
10 mg/kg B H5RETIERBIE L EERZEN R, HELHBELRZWESITH -7z, HT
i, RHLRT. EIREIRE O RO WTOMERIZL xR S AR OMIICH
BERETRO LN o1,

6.4 FJ|EEE (Table 4-1. 4-2. Appendix 4-1~4-12)

HETIZ 10 mg/kg B GBEICIB W TRILO M BB R BB L LB RS2 5 L
2. LA L, A ERIIAEREIRD LN, 30mg/kg RG5O RER|ZIT5R
BEEHEEREN R ARLHEBELR2VESH TH -2, BB LK, BELK ORI IR0
Xt B OVRH o B (oo fBE & & B & ORICHEE R EZED e d o 7o, METIE 30 mg/kg %
BRECHB W THNR O M o O B RSB L LA E RSN E R LT,

6.5 BlEE (Table 5-1~5-3, Appendix 5-1~5-96)
PERAO B 0T 10 mg/kg BEREOHE 1 HlICHERE LEKOAGEIED ONTFZOHTH
b, HETIIRFEIRD LN o T,

6.6 RIBABFAMA (Table 6-1~6-3, Appendix 5-1~5-96)
FREACOWTHE LB W Tk, BT LRI O E R/ RN TIEL 10 &
O30 mg/kg e HERICRBWT 1T ROV, METIL 3, 10 R 30 mg/kg #HRFEICB W T
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4, 2 RO HIZFRBD H LT, *BBHEEKL O 30 mg/kg B GHREICOWTRE L7 AR &
OEIEMEBRIZ OV TR, BTV ROMIERMEN 6 RO 10 FlIZEO DX, BED
M EEMEA R IR ONTZORTH O AFRE ORI AR ISR bk
INOOFTREWTIR G FOFRAR SEBIELAL &l L7,

6.7 % EH (Table 7. Appendix 6-1~6-4)
SEREZ B ABEORENC 2 BEE OB LMREIYP, 3 XX 4 BIOREENRA LI, FK
FEE M OHE & QIR SAHERE OMCABRREITRO N o T,

Tk

6.8 XEMH#E (Table 8. Appendix 7-1~7-4)

SPREE 2 S BB OMERE TRZRNED Hiv, 30 mg/kg FERED 1 % bk < M
MRL, RECELZARCOLNREESHERE OMICEERZITIRD N
775

6.9 HiEF#E (Table 9. Appendix 8-1~8-4)

SEMEEZE 5 DA BEOIEIEEI 2 8 FRIC/A L, HPER iR, Mk, &
PRIEE ., BRR, SR, HERREOCHARBICHRELAARR L OMICAEBR
EEBRD ORI, 2. WTHOBICBOTHHERDARICEEITRD B
o T,

6.10 HAERDEHEM (Table 10. Appendix 9-1~9-4)
HAERLCAEZ 4 BEFEREDICHRBLAARHLOMICARREZTH O LR
Mo Ta,

6.11 HAER®DMEL (Table 11, Appendix 10-1~10-4)
HER, HAERMNCAEEZ 4 HATFROMEICITHRELSAHER OB R E
IR Lo,

6.12 HWHER®DOEE (Table 12. Appendix 11-1~11-4)
30mg/kg HHBHICBWTHAEROHMEE LN AR 4 B OBEOREN KT IREE & L
B AR Ue, 10 mg/kg LT OFEGRECIIMEME L S HARKRER 4 HOKRE
WHEREIRDONR ST,

6.13 HETRDHNEKRER (Table 13, Appendix 12-1~12-4)
WTNORETIEDOARIZLEFIIRO N RinoTo,

6.14 HEROE®% 4 BHNRAR (Table 14, Appendix 13-1~13-4)
KB G AL bHAROARICEFEIIA SN o7,
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7. EE

NRUBUANKRYT 2 RE AIwv% A T LA o — A KIERICEE S, 3, 10 K
30 mg/kg/day D5 & T, Sprague-Dawley % SPF 7 » + O#EIZAZECAI 14 B A L R4S
BeHI A0 U CHARAT A £ T, MECIIZSELRT 14 H & OE2 ) I DN SR g 1 %

iR 3 R ETRAKRE L, MEEMIT ST 208, R, MBI O MR
A‘é\ RRATE, TR EOS EOAME A RIT TR ‘iﬁ%*ﬁﬁbto 7Rk, RPREHEE
iﬁ(d—"({%é Iw/v% A F Akl m— Z KR ERE L,

71 HEEBYICHTEIEE

B & L CRC B RERE T, —RRBICRTEED Do T,
10 mg/kg P 5B DOHER O 30 mg/kgs 58 O MEHE I iob\fmﬁt%ﬂu?fﬂﬁuﬁsaw) b,
30 mg/kgR G REDOME CITBART RO b7z, HAERE T AIJﬁag@g\qﬁEﬁﬁﬁ
KBWTHBMERGOXELSE > EBIZTRDON -7z, SEEREICOWN TR
30 mg/kg#t G5 RF Liob\fgﬂﬁﬁiﬂm’ﬁ%ﬁ Lz —7, g[\]% TR 7 S
72 <, 28 HRISCHEAE OB G IR [2] CIROBRIE B 510 L D DR TR DO LB

DOV IR &K NV i A R T BRI iob\f 5> Bﬂf¢f1hfz§>of¢7)) f&ﬂ;@ﬁu<
30 mg/kg B TR R RS E R LA 2 8006, B0 ORERFIZBID 5 A
OB BOMRMEIEELBRVE SO, —F, BRIZEL T, %o 28
ElF"ﬁJi@r&D%%%uﬁ LB 21ICB W TAHALNIZBT RO Bt & FHE O L
bl E AN LBT LEAMBOMBA/MERD . BETIE 10 mg/kgh Loz 58T M
TIE 3mg/kg & & GEEN LD ST, BEBEOBBENZELIZ oW T, 28 AMKER
OB 5 EMERB 21108V T 6 mg/kegft 5 TERO LN TIHH T, ARBROMEICIZ
NETFELRE TR bR, MRBREICHT S 2 OETIER, SR ORI
B S MM OIER & 5 VM 3R A 75 B 0 MR L < LR BR 4 B 00 ik o 4G C &
HEEZ LN,

7.2 HREREICHTIEE

MO VEF AL MBI ORREE CICE LB, REE, BRERELOZHREIC
WSRMBEREOERE RETAHATIIRD N o7, IO REKEICMAZ, &
ik &U%’JE%%&&:BQ?%f”iirfﬂ%ﬁk%fﬁﬁfi BB FICERA L2 i
LN otnZ e, RUB U RNLKRST 2 RO 30 mg/kg/day B51X, B THKKL
OHEIR 72 & OPEREEERE, KR D ZRICE L MHEEIH O ETFMEICEELRITSh0
e Sl O A

HIREDIINTROBICB N THIEFICHK L. MESR, HIRMHE., KK, 5K
B, FRE, thFE, HERRE, AR, WERECELICHEBRDE &5@%%&
EABRTLEMEED LT, WBERBICEWIIAON 20T, —F, HAERICHE
L. 30mg/kg R GBECIIMER L QICHARH D2 WIXEICEKR 4B OERENKEZ R L,
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IR OBTICKT HRER R B I, £% 4 AEGFERICIIEBRY GRS OEEIX
Woond, MERDOARICZEF TR D SN2 ho 7=,

TNHOREERNG, KABREHTICBITAR VB AR 7T I ROEZERE LN
EHMERIINTNRL. HEIZONTIE 3 mg/kg/day\ M2 DWW TiE 3 mg/kg/day & F[A]
. MEREEN Y O A ST RE X DN REREEBE LT oW TR 30 mg/kg/day, HAEIRICHOW T
10 mg/kg/day & #HEE E A7z,
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8. X#k

[ e 2 s e 7 ko R RV EBERE R O TR O
IZ HPLC Z W -8 8 ik (AR - 1 w/v% A F L a— ZKIEHK) HiEENEE
N F—a s fOZEE -8 R R (MASER V-t % —
Brgepr, MEBREE : A-2581, 2013 4F)

[2] RUBUAAKRCTIRDT vy FEHAWDS 28 BREIMERAOKGEFHERR (U
ENDEAYR FL ST, RBRE S : 06-088)
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Table 1-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Clinical signs in male rats
Day of administration
Dose Signs -
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Clinical signs in male rats

R-1131

Day of administration

Dose Signs oo
mg/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29a)
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Day of necropsy
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Table 1-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Clinical signs in female rats during the pre-mating period
Day of administration
Dose Signs -~
mg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Clinical signs in dams during the gestation period
Administration
Dose Signs e -
mg/kg 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22a)
0 No. of dams i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 0
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
3 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
10 No. of dams 12 12 12 12 12 12 12 12 12 12 12z 12 12 12 12 12 12 12 12 12 12 12 3
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
30 No. of dams 1T 11 11» 12 112 11> 11 11r 112 1r 11 11 11 11 11 11 11 11 11 11 11 11 3
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Gestation day
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Table 1-5 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Clinical signs in dams during the lactation period
Administration
Dose Signs e
mg/kg 0 1 2 3 4a)
0 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
3 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
10 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
30 No. of dams 11 11 11 11 11
No. of dams with abnormal findings 0 0 0 0
a): Lactation day
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Table 2-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Body weight of male rats

R-1131

Day of administration

Dose  mmm oo Gain
ng/kg 1 8 15 22 29a) 1-29
No 12 12 12 12 12 12
0 Mean 451 469 496 509 539 88
S.D. 15 17 21 22 23 16
No. 12 12 12 12 12 12
3 Mean 450 462 481 498 521 71
S.D. 17 18 19 23 23 21
No 12 12 12 12 12 12
10 Mean 450 463 482 494 516 66*
S.D. 16 16 20 22 27 17D
No 12 12 12 12 12 12
30 Mean 450 454 466%* 479** 506** 55*%%
S.D. 16 18 22D 25D 29D 18D
Unit: g

No.: No. of animals

a): Day of necropsy

*: p<0.05; **: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 2-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Body weight of female rats during the pre-mating period
Day of administration
Dose mmmm e mm oo Gain
mg/kg 1 8 15 1-15
No 12 12 12 12
¢] Mean 264 269 276 11
S.D. 10 12 15 9
No. 12 12 12 12
3 Mean 264 264 268 3%
S.D. 9 11 9 9D
No 12 12 12 12
10 Mean 265 264 269 5
S.D. 10 10 10 6
No 12 12 12 12
30 Mean 265 262 266 1**
S.D. 11 12 12 6D
Unit: g
No.: No. of animals

*:

p<0.05;

* % .

p<0.01

D: Dunnett's test

(Significant difference from control group)
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Table 2-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Body weight of dams during the gestation period

Administration
Dose s Gain
mg/kg 0 7 14 20a) 0-20
No 12 12 12 12 12
¢] Mean 283 317 351 432 149
S.D. 11 16 16 16 8
No. 12 12 12 12 12
3 Mean 274 311 346 420 147
S.D. 16 13 15 24 23
No 12 12 12 12 12
10 Mean 275 311 343 420 145
S.D. 14 12 17 20 12
No 11 11 11 11 11
30 Mean 272 310 344 416 144
S.D. 8 13 13 21 20

Unit: g

No.: No. of dams

a): Gesgtation day

No significant difference in any treated groups from control group
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Table 2-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Body weight of dams during the lactation period

R-1131

Administration

Dose - ---——----——- Gain
mg/kg 0 4a) 0-4
No 12 12 12

¢] Mean 330 357 27
S.D. 19 16 21

No. 12 12 12

3 Mean 333 347 14
S.D. 16 15 14

No 12 12 12
10 Mean 331 341~* 10*
S.D. 21 17D 13D

No 11 11 11

30 Mean 328 342 14
S.D. 22 15 18

Unit: g

No.: No. of dams

a): Lactation day

*: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 3-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Food consumption of male rats

R-1131

Day of administration

Dose 0 e
mg/kg 2 8 15
No 12 12 12
¢] Mean 28 32 31
S.D. 3 2 3
No. 12 12 12
3 Mean 27 30 28**
S.D. 3 3 2D
No 12 12 12
10 Mean 29 30 30
S.D. 2 2 2
No 12 12 12
30 Mean 25%* 29%* 27%*
S.D. 3D 2D 2D

Unit: g/rat/day

No.: No. of animals

*: p<0.05; **: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 3-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Food consumption of female rats during the pre-mating period

Day of administration

Dose 0 e
mg/kg 2 8 15
No 12 12 12
¢] Mean 18 22 20
S.D. 4 3 4
No. 12 12 12
3 Mean 16 22 20
S.D. 3 2 3
No 12 12 12
10 Mean 16 22 21
S.D. 4 3 2
No 12 12 12
30 Mean 16 21 20
S.D. 2 7 3

Unit: g/rat/day
No.: No. of animals
No significant difference in any treated groups from contrcl group



or

R-1131
Table 3-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Food consumption of dams during the gestation period

Administration
Dose e
mg/kg 1 7 14 20a)
No 12 12 12 12
o] Mean 21 25 27 25
S.D. 2 3 2 2
No. 12 12 12 12
3 Mean 22 26 26 26
S.D. 2 2 3 3
No 12 12 12 12
10 Mean 21 26 25 26
S.D. 3 3 3 2
No 11 11 11 11
30 Mean 21 26 28 25
S.D. 3 4 2 2

Unit: g/rat/day

No.: No. of dams

a): Gesgtation day

No significant difference in any treated groups from control group
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Table 3-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Food consumption of dams during the lactation period

Administration
Dose e
mg/kg 2 4a)

No 12 12
o] Mean 28 46
S.D. 8 5
No. 12 12
3 Mean 27 42
S.D. 5 7
No 12 12
10 Mean 26 41
S.D. 6 8
No 11 11
30 Mean 25 42
S.D. 5 6

Unit: g/rat/day

No.: No. of dams

a): Lactation day

No significant difference in any treated groups from control group
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Table 4-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Organ weight of male rats

Body Testis Epididymis Seminal Prostate

Dose weight (R+L) (R+L) vesicle
mg/kg g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW)
No 12 12 12 12 12
Absolute 0 Mean 539 3.27 1247 1.83 1.27
S.D. 23 0.22 95 0.33 0.15
No. 12 12 12 12 12
3 Mean 521 3.31 1224 1.68 1.24
S.D. 23 0.16 24 0.37 0.23
No. 12 12 12 12 12
10 Mean 516 3.42 1255 1.84 1.32
S.D. 27 0.24 119 0.29 0.16
No. 12 12 12 12 12
30 Mean 506** 3.22 1238 1.99 1.34
S.D. 29D 0.17 74 0.38 0.14
No 12 12 12 12
Relative 0 Mean 0.61 232 0.34 0.24
S.D. 0.06 25 0.07 0.03
No 12 12 12 12
3 Mean 0.63 235 0.32 0.24
S.D. 0.03 15 0.08 0.05
No 12 12 12 12
10 Mean 0.67*% 244 0.36 0.26
S.D. 0.06D 29 0.06 0.04
No 12 12 12 12
30 Mean 0.64 246 0.39 0.26
S.D. 0.06 22 0.07 0.02

No.: No. of animals
*: p<0.05; **: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 4-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Organ weight of female rats

Body Ovary
Dose weight (R+L)
mg/kg g mg(mg/100g BW)
No. 12 12
Absolute 0 Mean 357 101.6
S.D. 16 8.1
No. 12 12
3 Mean 347 103.5
S.D. 15 8.5
No. 12 12
10 Mean 341%* 101.4
S.D. 17D 10.0
No. 11 11

30 Mean 342 117.9**

5.D. 15 13.7D

No. 12
Relative 0 Mean 28.5
S.D. 3.0
No. 12
3 Mean 2%9.9
$.D. 2.6
No. 12
10 Mean 29.8
S.D. 2.8
No. 11

30 Mean 34.,6%%

S.D. 4.0D

No.: No. of animals
*: p<0.05; **: p<0.01 (Significant difference from control group)
D: Dunnett's test
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A reproduction/developmental toxicity screening test of Benzenesulfonamide

Table 5-1
by oral administration in rats
Gross pathological findings (End of administration period)
Organs Sex: M M
Dose (mg/kg) : 0 3 10 30
Findings Number : 12 12 12 12
Epididymis
0 0 1 0

Focus, white

M : Male
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Table 5-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Gross pathological findings (End of administration period)

Organs Sex: F F F F
Dose (mg/kg) : 0 3 10 30
Findings Number : 12 12 12 11

All tissues

Not remarkable 12 12 12 11

F : Female
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Table 5-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Gross pathological findings (Undelivered)

Organs Sex: F
Dose (mg/kg) : 30
Findings Number : 1

All tissues
Not remarkable 1

F : Female
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Table 6-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Histopathological findings (End of administration period)

Organs Sex: M M M M
Dose (mg/kg) : 0 3 10 30
Findings Number : 12 12 12 12
Epididymis
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Prostate
Number examined 12 0 0 12
Not remarkable 6 0 0 2
Cell infiltration 6 0 0 10
minimal 4 0 0 9
mild 2 0 0 1
Seminal vesicle (coagulating gland)
Number examined 12 0 0 12
Not remarkable 12 0 0 12
Testis
Number examined 12 0 0 12
Not remarkable 11 0 0 12
Atrophy, seminiferous tubular 1 0 0 0
minimal 1 0 0 0
Urinary bladder
Number examined 12 12 12 12
Not remarkable 12 12 11 4
Hyperplasia/hypertrophy, transitional cell 0 0 1 8
minimal 0 0 1 4
mild 0 0 0 4
M : Male
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Table 6-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Histopathological findings (End of administration period)

Organs Sex: F F F F
Dose (mg/kg) : 0 3 10 30
Findings Number : 12 12 12 11
Ovary
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Urinary bladder
Number examined 12 12 12 11
Not remarkable 12 8 10 3
Hyperplasia/hypertrophy, transitional cell 0 4 2 8
minimal 0 3 2 7
mild 0 1 0 1
Uterus
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Vagina
Number examined 12 0 0 11
Not remarkable 12 0 0 11

F : Female
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Table 6-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Histopathological findings (Undelivered)
Organs Sex: F
Dose (mg/kg) : 30
Findings Number : 1
Ovary
Number examined 1
Not remarkable 1
Urinary bladder
Number examined 1
Hyperplasia/hypertrophy, transitional cell 1
mild 1
Uterus
Number examined 1
Not remarkable 1
Vagina
Number examined 1
Not remarkable 1

F : Female
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Table 7 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Estrous cycle in female rats during the pre-mating period

R-1131

Count of estrus Mean duration
Dose No. of e of cycles
mg/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 0 2 10 3.8+0.4 4.1+0.3
3 12 0 0 0 3 9 3.8+0.5 4.1+40.2
10 12 0 0 0 5 7 3.6+0.5 4.2+40.5
30 12 0 0 0 2 10 3.8+0.4 4.1+0.2

No significant difference in any treated groups from

control group
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Table 8 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Mating and fertility of animals
Male Female
Days until Copulation Ingemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mng/kg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) <)
0 12 .8+0. 12/12(100.0) 12/12(100.0) 12 2.8+40 12/12(100.0) 12/12(100.0)
3 12 6+3. 12/12(100.0) 12/12(100.0) 12 3.6+3 12/12(100.0) 12/12(100.0)
10 12 L2+1. 12/12(100.0) 12/12(100.0) 12 3.2+1 12/12(100.0) 12/12(100.0)
30 12 7+1 12/12(100.0) 11/12( 91.7) 12 2.7+1 12/12(100.0) 11/12( 91.7)
a): (No. of copulated animals / No. of mated animals)x100
b): (No. of males which impregnated females / No. of copulated males)x100
c): (No. of pregnant females / No. of copulated females)x100

No significant difference in any treated groups from control group.
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Table 9 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Delivery data on dams

No. of No. of No. of
No. of females Gestation Gestation No. of implan- Implan- Delivery still- No. of External e)
Dose pregnant with index length corpora tation tation index borns live- abnor-
mg/kg females liveborns % a) in days lutea sites index % b) % <) (%)d) borns malities(%)£f)

Total 12 12 100.0 192 187 0 175 0
0 Mean 21.8 16.0 15.6 97.2 93.8 ( 0.0) 14.6 { 0.0)
S.D. 0.5 1.5 1.9 4.7 7.4 ( 0.0) 2.0 ( 0.0)

Total 12 12 100.0 179 175 1 164 0
3 Mean 21.7 14.9 l4.6 97.2 94.3 ( 0.6) 13.7 ( 0.0)
S.D. 0.5 2.6 3.0 5.6 7.5 ( 1.9) 3.0 ( 0.0)

Total 12 12 100.0 185 183 1 171 0
10 Mean 21.9 15.4 15.3 99.0 94.0 ( 0.7) 14.3 { 0.0)
S.D. 0.3 0.9 0.9 2.4 7.0 ( 2.4) 1.4 {( 0.0)

Total 11 11 100.0 180 174 1 163 0
30 Mean 21.9 16.4 15.8 95.9 94.7 ( 0.5) 14.8 {( 0.0)
S.D. 0.3 2.8 3.2 9.1 6.0 ( 1.8) 2.9 {( 0.0)

a): (No. of females which delivered liveborns / No. of pregnant females)x100

b): (No. of implantation sites / No. of corpora lutea)x100

¢): (No. of delivered pups / No. of implantation sites)x100

d): (No. of stillborns / No. of delivered pups)x100

e): No. of delivered pups with external abnormalities

f): (No. of delivered pups with external abnormalities / No. of delivered pups)x100

No significant difference in any treated groups from control group.
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Table 10 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Viability index of pups

Viability
No. of No. of Live birth No. of live pups index on
Dose No. of live- delivered index No. of  --------como--- postnatal
mg/kg dams borns pups % a) dams Day O Day 4 day 4 % b)
Total 12 175 175 12 175 173
0 Mean 14.6 14.6 100.0 14.6 14.4 99.0
S.D. 2.0 2.0 0.0 2.0 1.9 2.5
Total 12 164 165 12 164 160
3 Mean 13.7 13.8 99.4 13.7 13.3 97.2
S.D. 3.0 3.0 1.9 3.0 3.3 5.2
Total 12 171 172 12 171 170
10 Mean 14.3 14.3 99.3 14.3 14.2 99.4
S.D. 1.4 1.2 2.4 1.4 1.4 1.9
Total 11 163 164 11 163 150
30 Mean 14.8 14.9 99.5 14.8 13.6 92.8
S.D. 2.9 2.9 1.8 2.9 2.7 10.9
a): (No. of liveborns / No. of delivered pups)x100
b): (No. of live pups on postnatal day 4 / No. of liveborns)x100

No significant difference in any treated groups from control group.
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Table 11 A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats
Sex ratio of pups

R-1131

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratic of
7777777777777777777777777777777777 delivered liveborns B live pups
Dose No. of No. of No. of No. of No. of pups No. of No. of No. of on day 4
mg/kg dams males females males females a) b) dams males females c)
Total 87 88 0 0 86 87
0 12 Mean 7.3 7.3 0.0 0.0 0.50 0.50 12 7.2 7.3 0.50
S.D. 3.0 3.2 0.0 0.0 0.19 0.19 2.9 3.1 0.18
Total 86 78 1 0 85 75
3 12 Mean 7.2 6.5 0.1 0.0 0.53 0.53 12 7.1 6.3 0.54
S.D. 2.2 2.5 0.3 0.0 0.12 0.13 2.2 2.6 0.12
Total 87 84 1 0 87 83
10 12 Mean 7.3 7.0 0.1 0.0 0.51 0.52 12 7.3 6.9 0.52
S.D. 1.1 1.8 0.3 0.0 0.09 0.09 1.1 1.9 0.09
Total 89 74 1 0 84 66
30 11 Mean 8.1 6.7 0.1 0.0 0.54 0.54 11 7.6 6.0 0.55
S.D. 2.4 1.9 0.3 0.0 0.11 0.11 2.4 1.5 0.10

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

b): No. of liveborn males / No. of liveborns

¢): No. of live males on day 4 / No. of live pups on day 4

No significant difference in any treated groups from control group.
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Table 12 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Body weight of pups
Male Female
Dose  mmmmmmmmmmmmm— o oo
mg/kg o 4a) 0 4a)
No. 12 12 12 12
¢] Mean 6.6 10.1 6.3 S.7
S.D. 0.5 0.9 0.4 0.7
No. 12 12 12 12
3 Mean 6.6 10.0 6.1 8.5
S.D. 0.4 1.1 0.4 1.3
No. 12 12 12 12
10 Mean 6.6 10.0 6.1 8.5
S.D. 0.4 0.9 0.3 0.9
No. 11 11 11 11
30 Mean 6.1* 9.0* 5.7%%* 8.7
S.D. 0.4D 0.8D 0.5D 1.0
Unit: g

No.: No. of dams

a): Pogtnatal day

*: p<0.05; **: p<0.01
D: Dunnett's test

(Significant difference from control group)
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Table 13 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Externally for gross abnormalities in dead pups

R-1131

Dose (mg/kg) 0 3 10 30
Male
No. of pups examined 1 1 0 1
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 0 1 1 1
No. of pups with abnormal findings 0 0 0 0
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Table 14 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Externally for gross abnormalities in pups on postnatal day 4

R-1131

Dose (mg/kg) 0 3 10 30
Male
No. of pups examined 86 85 87 84
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 87 75 83 66
No. of pups with abnormal findings 0 0 0 0
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Appendix 1-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg): 0

Day of administration

7 2 1= 0
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14
1001 - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - -
1010 - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg): 0

Day of administration

7 2 1= 0
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29a)
1001 - - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg): 3

Day of administration

7 2 1= 0
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14
2001 - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - -
2011 - - - - - - - - - - - - - -
2012 - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg): 3

Day of administration

7 2 1= 0
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29a)
2001 - - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - - -
2011 - - - - - - - - - - - - - - -
2012 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-5 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg): 10

Day of administration

7 2 1= 0
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14
3001 - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - -
3003 - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - -
3010 - - - - - - - - - - - - -
3011 - - - - - - - - - - - - - -
3012 - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-6 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg): 10

Day of administration

7 2 1= 0
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29a)
3001 - - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - - -
3003 - - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - - - -
3011 - - - - - - - - - - - - - - -
3012 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-7 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg): 30

Day of administration

7 2 1= 0
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14
4001 - - - - - - - - - - - - - -
4002 - - - - - - - - - - - - - -
4003 - - - - - - - - - - - - - -
4004 - - - - - - - - - - - - - -
4005 - - - - - - - - - - - - - -
4006 - - - - - - - - - - - - - -
4007 - - - - - - - - - - - - - -
4008 - - - - - - - - - - - - - -
4009 - - - - - - - - - - - - - -
4010 - - - - - - - - - - - - - -
4011 - - - - - - - - - - - - - -
4012 - - - - - - - - - - - - - -

-: No abnormal findings
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Appendix 1-8 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg): 30

Day of administration

7 2 1= 0
number 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29a)
4001 - - - - - - - - - - - - - - -
4002 - - - - - - - - - - - - - - -
4003 - - - - - - - - - - - - - - -
4004 - - - - - - - - - - - - - - -
4005 - - - - - - - - - - - - - - -
4006 - - - - - - - - - - - - - - -
4007 - - - - - - - - - - - - - - -
4008 - - - - - - - - - - - - - - -
4009 - - - - - - - - - - - - - - -
4010 - - - - - - - - - - - - - - -
4011 - - - - - - - - - - - - - - -
4012 - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-9 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Dose (mg/kg): 0

Day of administration

7 7= T
number 1 2 3 4 5 6 7 8 2 10 11 12 13 14 15
1101 - - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - - -
1111 - - - - - - - - - - - - - - -
1112 - - - - - - - - - - - - - - -

gi -: No abnormal findings
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Appendix 1-10 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Dose (mg/kg): 3

Day of administration

7 7= T
number 1 2 3 4 5 6 7 8 2 10 11 12 13 14 15
2101 - - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - - -
2110 - - - - - - - - - - - - - - -
2111 - - - - - - - - - - - - - - -
2112 - - - - - - - - - - - - - - -

ES -: No abnormal findings
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Appendix 1-11 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Dose (mg/kg): 10

Day of administration

7 7= T
number 1 2 3 4 5 6 7 8 2 10 11 12 13 14 15
3101 - - - - - - - - - - - - - - -
3102 - - - - - - - - - - - - - - -
3103 - - - - - - - - - - - - - - -
3104 - - - - - - - - - - - - - - -
3105 - - - - - - - - - - - - - - -
3106 - - - - - - - - - - - - - - -
3107 - - - - - - - - - - - - - - -
3108 - - - - - - - - - - - - - - -
3109 - - - - - - - - - - - - - - -
3110 - - - - - - - - - - - - - - -
3111 - - - - - - - - - - - - - - -
3112 - - - - - - - - - - - - - - -

82 -: No abnormal findings
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Appendix 1-12 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Dose (mg/kg): 30

Day of administration

7 7= T
number 1 2 3 4 5 6 7 8 2 10 11 12 13 14 15
4101 - - - - - - - - - - - - - - -
4102 - - - - - - - - - - - - - - -
4103 - - - - - - - - - - - - - - -
4104 - - - - - - - - - - - - - - -
4105 - - - - - - - - - - - - - - -
4106 - - - - - - - - - - - - - - -
4107 - - - - - - - - - - - - - - -
4108 - - - - - - - - - - - - - - -
4109 - - - - - - - - - - - - - - -
4110 - - - - - - - - - - - - - - -
4111 - - - - - - - - - - - - - - -
4112 - - - - - - - - - - - - - - -

S; -: No abnormal findings
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Appendix 1-13 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg): 0

Administration

DM s oo s m s oo oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e mm e —— e — -
number 0 1 2 3 4 5 6 7 8 S 10 11 12 13 14 15 16 17 18 19 20 21 22a)
1101 - - - - - - - - - - - - - - - - - - - - - - 4
1102 - - - - - - - - - - - - - - - - - - - - - -/d

1103 - - - - - - - - - - - - - - - - - - - - - - d
1104 - - - - - - - - - - - - - - - - - - - - - - d
1105 - - - - - - - - - - - - - - - - - - - - - - d
1106 - - - - - - - - - - - - - - - - - - - - - - d
1107 - - - - - - - - - - - - - - - - - - - - - - a
1108 - - - - - - - - - - - - - - - - - - - - - - d
1109 - - - - - - - - - - - - - - - - - - - - - - 4
1110 - - - - - - - - - - - - - - - - - - - - - -/d

1111 - - - - - - - - - - - - - - - - - - - - - - 4
1112 - - - - - - - - - - - - - - - - - - - - - -/d

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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R-1131
Appendix 1-14 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg): 3

Administration

DM s oo s m s oo oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e mm e —— e — -
number 0 1 2 3 4 5 6 7 8 S 10 11 12 13 14 15 16 17 18 19 20 21 22a)
2101 - - - - - - - - - - - - - - - - - - - - - -/d

2102 - - - - - - - - - - - - - - - - - - - - - - a
2103 - - - - - - - - - - - - - - - - - - - - - - -/d
2104 - - - - - - - - - - - - - - - - - - - - - - d
2105 - - - - - - - - - - - - - - - - - - - - - - -/4
2106 - - - - - - - - - - - - - - - - - - - - - - -/d
2107 - - - - - - - - - - - - - - - - - - - - - -/d

2108 - - - - - - - - - - - - - - - - - - - - - -/d

2109 - - - - - - - - - - - - - - - - - - - - - - 4
2110 - - - - - - - - - - - - - - - - - - - - - - d
2111 - - - - - - - - - - - - - - - - - - - - - - -/d
2112 - - - - - - - - - - - - - - - - - - - - - -/d

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.



(43

R-1131
Appendix 1-15 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg): 10

Administration

DM s oo s m s oo oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e mm e —— e — -
number 0 1 2 3 4 5 6 7 8 S 10 11 12 13 14 15 16 17 18 19 20 21 22a)
3101 - - - - - - - - - - - - - - - - - - - - - - d
3102 - - - - - - - - - - - - - - - - - - - - - - -/d
3103 - - - - - - - - - - - - - - - - - - - - - - d
3104 - - - - - - - - - - - - - - - - - - - - -/d

3105 - - - - - - - - - - - - - - - - - - - - - - d
3106 - - - - - - - - - - - - - - - - - - - - - - d
3107 - - - - - - - - - - - - - - - - - - - - - - a
3108 - - - - - - - - - - - - - - - - - - - - - - d
3109 - - - - - - - - - - - - - - - - - - - - - /d
3110 - - - - - - - - - - - - - - - - - - - - - - d
3111 - - - - - - - - - - - - - - - - - - - - - -/d
3112 - - - - - - - - - - - - - - - - - - - - - - a

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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R-1131
Appendix 1-16 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg): 30

Administration
DM s oo s m s oo oo e e e e e e e e e e e e e e e e e e e e e e e e e e e e mm e —— e — -
number 0 1 2 3 4 5 6 7 8 S 10 11 12 13 14 15 16 17 18 19 20 21 22a)
4101 - - - - - - - - - - - - - - - - - - - - - - 4
4102 - - - - - - - - - - - - - - - - - - - - - -/d
4103 - - - - - - - - - - - - - - - - - - - - - - -/d
4104 - - - - - - - - - - - - - - - - - - - - - - d
4105 - - - - - - - - - - - - - - - - - - - - - - -/4
4106 - - - - - - - - - - - - - - - - - - - - - - d
4107 - - - - - - - - - - - - - - - - - - - - - - a
4108 - - - - - - - - - - - - - - - - - - - - - - -/d
4109 - - - - - - - - - - - - - - - - - - - - - - 4
4110 - - - - - - - - - - - - - - - - - - - - - - a
4111 Non-pregnant
4112 - - - - - - - - - - - - - - - - - - - - - - a

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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R-1131
Appendix 1-17 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg): 0

Administration
Dam = mmmmm e e e m oo -
number 0 1 2 3 4a)

1101 - - - - -
1102 - - - - -
1103 - - - - -
1104 - - - - -
1105 - - - - -
1106 - - - - -
1107 - - - - -
1108 - - - - -
1109 - - - - -
1110 - - - - -
1111 - - - - -
1112 - - - - -

a): Lactation day
-: No abnormal findings
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R-1131
Appendix 1-18 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg): 3

Administration
Dam = mmmmm e e e m oo -
number 0 1 2 3 4a)

2101 - - - - -
2102 - - - - -
2103 - - - - -
2104 - - - - -
2105 - - - - -
2106 - - - - -
2107 - - - - -
2108 - - - - -
2109 - - - - -
2110 - - - - -
2111 - - - - -
2112 - - - - -

a): Lactation day
-: No abnormal findings
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Appendix 1-19 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg): 10

Administration
Dam = mmmmm e e e m oo -
number 0 1 2 3 4a)

3101 - - - - -
3102 - - - - -
3103 - - - - -
3104 - - - - -
3105 - - - - -
3106 - - - - -
3107 - - - - -
3108 - - - - -
3109 - - - - -
3110 - - - - -
3111 - - - - -
3112 - - - - -

a): Lactation day
-: No abnormal findings
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R-1131
Appendix 1-20 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg): 30

Administration
Dam = mmmmm e e e m oo -
number 0 1 2 3 4a)

4101 - - - - -
4102 - - - - -
4103 - - - - -
4104 - - - - -
4105 - - - - -
4106 - - - - -
4107 - - - - -
4108 - - - - -
4109 - - - - -
4110 - - - - -
4111 Not delivered

4112 - - - - -

a): Lactation day
-: No abnormal findings
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Appendix 2-1

A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual body weight of male rats

Dose

(mg/kg) :

0

R-1131

Day of administration

Animal =0 s - s mmmm o e oo e e oo Gain
number 1 8 15 22 29a) 1-29
1001 441 460 491 502 542 101
1002 427 438 458 466 498 71
1003 449 465 495 511 536 87
1004 455 458 474 492 516 61
1005 474 497 528 528 556 82
1006 449 468 490 500 528 79
1007 426 446 477 485 510 84
1008 441 469 497 522 551 110
1009 471 481 518 524 556 85
1010 461 484 508 534 563 102
1011 455 466 498 506 534 79
1012 461 491 521 543 574 113
Mean 451 469 496 509 539 88
S.D. 15 17 21 22 23 16
Unit: g

a): Day of necropsy
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Appendix 2-2

A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual body weight of male rats

Dose

(mg/kg) :

3

R-1131

Day of administration

Animal =0 s - s mmmm o e oo e e oo Gain
number 1 8 15 22 29a) 1-29
2001 456 474 486 499 522 66
2002 450 465 491 514 537 87
2003 428 435 446 463 492 64
2004 457 477 494 510 543 86
2005 444 452 473 487 504 60
2006 482 476 490 477 505 23
2007 465 482 513 539 561 96
2008 451 471 500 526 554 103
2009 433 452 465 489 510 77
2010 467 476 490 505 525 58
2011 424 428 455 469 501 77
2012 443 453 471 492 500 57
Mean 450 462 481 498 521 71
S.D. 17 18 19 23 23 21
Unit: g

a): Day of necropsy
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Appendix 2-3

A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual body weight of male rats

Dose

(mg/kg) :

10

R-1131

Day of administration

Animal =0 s - s mmmm o e oo e e oo Gain
number 1 8 15 22 29a) 1-29
3001 467 483 518 535 569 102
3002 425 449 460 475 492 67
3003 442 444 452 456 480 38
3004 428 440 456 464 474 46
3005 450 464 488 510 525 75
3006 464 471 490 495 536 72
3007 452 477 500 505 532 80
3008 480 487 505 518 539 59
3009 434 444 468 484 501 67
3010 456 471 486 497 521 65
3011 446 460 480 492 500 54
3012 459 464 483 497 522 63
Mean 450 463 482 494 516 66
S.D. 16 16 20 22 27 17
Unit: g

a): Day of necropsy
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Appendix 2-4

A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual body weight of male rats

Dose

(mg/kg) :

30

R-1131

Day of administration

Animal =0 s - s mmmm o e oo e e oo Gain
number 1 8 15 22 29a) 1-29
4001 449 445 451 460 483 34
4002 447 460 476 488 510 63
4003 469 476 488 503 529 60
4004 460 449 469 487 530 70
4005 455 453 457 462 494 39
4006 425 428 439 445 469 44
4007 439 447 462 475 506 67
4008 454 465 491 508 536 82
4009 476 486 502 517 547 71
4010 461 467 481 495 513 52
4011 427 422 428 435 449 22
4012 442 450 449 472 503 61
Mean 450 454 466 479 506 55
S.D. 16 18 22 25 29 18
Unit: g

a): Day of necropsy



R-1131
Appendix 2-5 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Dose (mg/kg): 0

Day of administration

4]

Animal 00 meemmmmmeemmmeeemmaoo- Gain
number 1 8 15 1-15
1101 274 277 281 7
1102 257 268 264 7
1103 266 274 280 14
1104 271 275 286 15
1105 282 288 303 21
1106 276 277 281 5
1107 255 252 252 -3
1108 269 271 273 4
1109 259 275 291 32
1110 253 245 264 11
1111 264 269 278 14
1112 247 255 257 10
Mean 264 269 276 11
S.D. 10 12 15 9

Unit: g



R-1131
Appendix 2-6 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Dose (mg/kg): 3

Day of administration

€8

Animal 00 meemmmmmeemmmeeemmaoo- Gain
number 1 8 15 1-15
2101 277 263 258 -19
2102 251 257 260 9
2103 272 269 269 -3
2104 268 272 273 5
2105 256 253 261 5
2106 263 269 264 1
2107 273 279 285 12
2108 260 256 259 -1
2109 277 281 285 8
2110 251 253 266 15
2111 256 249 264 8
2112 267 268 266 -1
Mean 264 264 268 3
S.D. 9 11 9 9

Unit: g



R-1131
Appendix 2-7 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Dose (mg/kg): 10

Day of administration

78

Animal 00 meemmmmmeemmmeeemmaoo- Gain
number 1 8 15 1-15
3101 249 256 261 12
3102 257 253 255 -2
3103 264 266 263 -1
3104 274 281 282 8
3105 280 278 284 4
3106 252 250 259 7
3107 267 267 276 9
3108 276 272 272 -4
3109 272 270 270 -2
3110 256 262 270 14
3111 269 267 278 9
3112 260 251 261 1
Mean 265 264 269 5
S.D. 10 10 10 6

Unit: g
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R-1131
Appendix 2-8 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Dose (mg/kg): 30

Day of administration

Animal 00 meemmmmmeemmmeeemmaoo- Gain
number 1 8 15 1-15
4101 258 261 264 6
4102 284 283 285 1
4103 276 274 279 3
4104 271 257 269 -2
4105 265 268 264 -1
4106 257 259 262 5
4107 271 261 259 -12
4108 276 278 281 5
4109 247 248 253 3
4110 265 268 274 9
4111 254 247 245 -9
4112 254 245 260 6
Mean 265 262 266 1
S.D. 11 12 12 6

Unit: g
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Appendix 2-9

A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of dams during the gestation period

R-1131

Dose (mg/kg): 0

Administration
I e Gain
number 0 7 14 20a 0-20
1101 283 329 354 421 138
1102 280 310 337 433 153
1103 284 316 351 449 165
1104 289 323 360 435 146
1105 293 338 371 434 141
1106 287 322 358 436 149
1107 282 310 358 441 159
1108 295 340 369 450 155
1109 293 324 361 444 151
1110 256 294 327 400 144
1111 283 311 348 435 152
1112 266 287 320 405 139
Mean 283 317 351 432 149
S.D. 11 16 16 16 8
Unit: g

a): Gestation day
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Appendix 2-10

A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of dams during the gestation period

R-1131

Dose (mg/kg): 3

Administration
I e Gain
number 0 7 14 20a 0-20
2101 281 319 351 429 148
2102 267 300 329 406 139
2103 273 314 354 434 161
2104 275 315 350 425 150
2105 262 293 318 367 105
2106 282 315 356 431 149
2107 284 317 348 413 129
2108 260 298 334 433 173
2109 267 326 369 449 182
2110 257 300 334 428 171
2111 259 303 338 385 126
2112 315 336 367 444 129
Mean 274 311 346 420 147
S.D. 16 13 15 24 23
Unit: g

a): Gestation day
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Appendix 2-11

A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of dams during the gestation period

R-1131

Dose (mg/kg): 10

Administration
I e Gain
number 0 7 14 20a 0-20
3101 274 311 336 422 148
3102 254 281 306 373 119
3103 287 318 363 441 154
3104 295 329 347 428 133
3105 284 318 359 445 161
3106 253 299 321 397 144
3107 280 315 349 431 151
3108 282 314 343 422 140
3109 279 313 353 423 144
3110 271 305 335 407 136
3111 283 321 357 431 148
3112 258 309 348 418 160
Mean 275 311 343 420 145
S.D. 14 12 17 20 12
Unit: g

a): Gestation day
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R-1131
Appendix 2-12 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of dams during the gestation period
Dose (mg/kg): 30

Administration

I e Gain
number 0 7 14 20a) 0-20
4101 270 295 330 392 122
4102 281 324 359 439 158
4103 276 322 358 434 158
4104 264 319 354 428 164
4105 274 308 333 376 102
4106 276 309 341 405 129
4107 279 309 339 424 145
4108 281 320 355 418 137
4109 253 283 321 395 142
4110 274 299 337 424 150
4111 Non-pregnant

4112 267 320 354 439 172
Mean 272 310 344 416 144
S.D. 8 13 13 21 20

Unit: g
a): Gestation day
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R-1131
Appendix 2-13 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of dams during the lactation period
Dose (mg/kg): 0

Administration
Dam = —------------- Gain
number 0 4a) 0-4
1101 352 355 3
1102 337 340 3
1103 304 353 49
1104 332 374 42
1105 368 371 3
1106 311 357 46
1107 316 361 45
1108 355 370 15
1109 321 377 56
1110 330 339 9
1111 321 366 45
1112 317 326 9
Mean 330 357 27
S.D. 19 16 21

Unit: g
a): Lactation day
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R-1131
Appendix 2-14 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of dams during the lactation period
Dose (mg/kg): 3

Administration
Dam = —------------- Gain
number 0 4a) 0-4
2101 338 347 9
2102 304 342 38
2103 325 354 29
2104 332 341 9
2105 313 325 12
2106 327 351 24
2107 348 361 13
2108 328 348 20
2109 340 366 26
2110 335 324 -11
2111 334 333 -1
2112 369 373 4
Mean 333 347 14
S.D. 16 15 14

Unit: g
a): Lactation day
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R-1131
Appendix 2-15 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of dams during the lactation period
Dose (mg/kg): 10

Administration
Dam = —------------- Gain
number 0 4a) 0-4
3101 328 349 21
3102 281 301 20
3103 344 358 14
3104 348 351 3
3105 365 352 -13
3106 313 335 22
3107 344 352 8
3108 339 325 -14
3109 321 325 4
3110 330 354 24
3111 335 343 8
3112 329 349 20
Mean 331 341 10
S.D. 21 17 13

Unit: g
a): Lactation day
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Appendix 2-16 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of dams during the lactation period
Dose (mg/kg): 30

Administration

Dam = —------------- Gain
number 0 4a) 0-4
4101 304 322 18
4102 362 352 -10
4103 348 360 12
4104 344 351 7
4105 325 332 7
4106 338 353 15
4107 327 334 7
4108 345 342 -3
4109 299 311 12
4110 291 351 60
4111 Non-pregnant

4112 323 350 27
Mean 328 342 14
S.D. 22 15 18

Unit: g
a): Lactation day
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R-1131
Appendix 3-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of male rats
Dose (mg/kg): 0

Day of administration

Animal =0 mmmme e e mmeea oo
number 2 8 15
1001 25 33 36
1002 25 27 25
1003 26 31 33
1004 25 30 27
1005 31 34 34
1006 31 34 31
1007 28 33 33
1008 32 33 32
1009 25 28 31
1010 30 34 31
1011 31 31 31
1012 29 33 30
Mean 28 32 31
S.D. 3 2 3

Unit: g/rat/day
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R-1131
Appendix 3-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of male rats
Dose (mg/kg): 3

Day of administration

Animal =0 mmmme e e mmeea oo
number 2 8 15
2001 28 28 25
2002 24 28 29
2003 29 29 26
2004 26 30 28
2005 24 24 25
2006 30 30 26
2007 32 35 32
2008 30 30 30
2009 27 32 29
2010 29 32 26
2011 23 31 29
2012 27 28 29
Mean 27 30 28
S.D. 3 3 2

Unit: g/rat/day
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R-1131
Appendix 3-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of male rats
Dose (mg/kg): 10

Day of administration

Animal =0 mmmme e e mmeea oo
number 2 8 15
3001 27 31 27
3002 32 29 27
3003 27 29 28
3004 27 27 28
3005 27 28 31
3006 28 30 30
3007 28 29 32
3008 30 30 32
3009 29 31 27
3010 31 32 31
3011 28 32 32
3012 29 31 30
Mean 29 30 30
S.D. 2 2 2

Unit: g/rat/day
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R-1131
Appendix 3-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of male rats
Dose (mg/kg): 30

Day of administration

Animal =0 mmmme e e mmeea oo
number 2 8 15
4001 25 27 22
4002 25 33 29
4003 22 27 26
4004 27 29 26
4005 22 29 25
4006 25 28 25
4007 27 29 29
4008 28 32 27
4009 31 29 25
4010 26 32 30
4011 25 26 27
4012 21 30 27
Mean 25 29 27
S.D. 3 2 2

Unit: g/rat/day
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R-1131
Appendix 3-5 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Dose (mg/kg): 0

Day of administration

Animal =0 mmmme e e mmeea oo
number 2 8 15
1101 20 23 21
1102 15 22 19
1103 12 24 20
1104 15 22 24
1105 23 26 26
1106 14 23 21
1107 19 20 12
1108 19 22 15
1109 20 23 24
1110 15 15 22
1111 16 23 21
1112 25 23 20
Mean 18 22 20
S.D. 4 3 4

Unit: g/rat/day
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R-1131
Appendix 3-6 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Dose (mg/kg): 3

Day of administration

Animal =0 mmmme e e mmeea oo
number 2 8 15
2101 18 23 15
2102 17 21 18
2103 11 24 22
2104 17 23 22
2105 15 21 19
2106 15 22 15
2107 19 21 23
2108 13 24 21
2109 13 23 24
2110 19 18 21
2111 17 16 19
2112 19 22 16
Mean 16 22 20
S.D. 3 2 3

Unit: g/rat/day
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R-1131
Appendix 3-7 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Dose (mg/kg): 10

Day of administration

Animal =0 mmmme e e mmeea oo
number 2 8 15
3101 20 22 21
3102 10 20 20
3103 17 23 16
3104 18 26 21
3105 10 24 24
3106 20 17 22
3107 17 20 21
3108 14 26 21
3109 20 24 19
3110 18 22 25
3111 18 22 21
3112 15 17 21
Mean 16 22 21
S.D. 4 3 2

Unit: g/rat/day
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R-1131
Appendix 3-8 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Dose (mg/kg): 30

Day of administration

Animal =0 mmmme e e mmeea oo
number 2 8 15
4101 16 23 20
4102 17 23 21
4103 13 17 23
4104 18 33 23
4105 18 25 17
4106 15 13 18
4107 12 20 16
4108 14 31 22
4109 15 16 20
4110 15 14 20
4111 17 19 16
4112 19 14 23
Mean 16 21 20
S.D. 2 7 3

Unit: g/rat/day



R-1131
Appendix 3-9 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of dams during the gestation period
Dose (mg/kg): 0

01

Administration
Dam = me e e e mmeememm e mmmmmm—---oo-----
number 1 7 14 20a)
1101 21 30 26 20
1102 20 25 24 25
1103 20 25 27 28
1104 21 28 31 25
1105 24 26 31 26
1106 24 25 29 26
1107 21 25 29 26
1108 24 30 24 26
1109 23 25 27 23
1110 18 22 26 26
1111 21 19 29 26
1112 18 22 26 22
Mean 21 25 27 25
S.D. 2 3 2 2

Unit: g/rat/day
a): Gestation day
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R-1131
Appendix 3-10 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of dams during the gestation period
Dose (mg/kg): 3

Administration
Dam = me e e e mmeememm e mmmmmm—---oo-----
number 1 7 14 20a)
2101 23 27 28 26
2102 22 27 23 25
2103 24 25 27 28
2104 24 26 27 26
2105 21 24 28 22
2106 20 24 22 25
2107 21 24 23 25
2108 22 26 27 29
2109 19 31 31 25
2110 22 27 25 32
2111 22 26 28 27
2112 19 25 28 24
Mean 22 26 26 26
S.D. 2 2 3 3

Unit: g/rat/day
a): Gestation day
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R-1131
Appendix 3-11 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of dams during the gestation period
Dose (mg/kg): 10

Administration
Dam = me e e e mmeememm e mmmmmm—---oo-----
number 1 7 14 20a)
3101 24 25 23 28
3102 18 20 21 22
3103 22 26 27 25
3104 20 30 21 24
3105 24 29 31 27
3106 23 29 24 25
3107 18 25 25 28
3108 23 26 31 28
3109 15 26 27 26
3110 22 23 23 26
3111 23 27 26 25
3112 16 27 25 26
Mean 21 26 25 26
S.D. 3 3 3 2

Unit: g/rat/day
a): Gestation day



R-1131
Appendix 3-12 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of dams during the gestation period
Dose (mg/kg): 30

SoI

Administration

Dam = me e e e mmeememm e mmmmmm—---oo-----
number 1 7 14 20a)
4101 19 24 27 24
4102 19 30 30 27
4103 22 30 33 28
4104 27 31 28 28
4105 17 26 28 26
4106 18 24 27 22
4107 17 21 25 26
4108 26 27 28 21
4109 19 23 25 23
4110 20 20 26 24
4111 Non-pregnant

4112 23 30 26 23
Mean 21 26 28 25
S.D. 3 4 2 2

Unit: g/rat/day
a): Gestation day



R-1131
Appendix 3-13 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg): 0

901

Administration
Dam = ===-----------
number 2 4a)
1101 23 39
1102 16 43
1103 39 50
1104 32 50
1105 26 48
1106 38 43
1107 39 51
1108 18 49
1109 33 52
1110 22 38
1111 27 47
1112 26 40
Mean 28 46
S.D. 8 5

Unit: g/rat/day
a): Lactation day
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Appendix 3-14 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg): 3

Administration
Dam = ===-----------
number 2 4a)
2101 28 40
2102 30 45
2103 22 44
2104 28 32
2105 31 30
2106 20 47
2107 26 47
2108 27 47
2109 37 52
2110 25 38
2111 22 34
2112 23 45
Mean 27 42
S.D. 5 7

Unit: g/rat/day
a): Lactation day
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Appendix 3-15 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg): 10

Administration
Dam = ===-----------
number 2 4a)
3101 33 48
3102 24 34
3103 35 46
3104 24 34
3105 19 29
3106 31 44
3107 31 47
3108 18 26
3109 16 39
3110 23 53
3111 23 45
3112 29 43
Mean 26 41
S.D. 6 8

Unit: g/rat/day
a): Lactation day
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Appendix 3-16 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg): 30

Administration
Dam = ===-----------
number 2 4a)
4101 31 41
4102 20 35
4103 22 40
4104 29 46
4105 23 31
4106 19 44
4107 24 36
4108 29 41
4109 17 52
4110 29 48
4111 Non-pregnant
4112 30 43
Mean 25 42
S.D. 5 6

Unit: g/rat/day
a): Lactation day
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Appendix 4-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of male rats
Dose (mg/kg): 0

Body Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R} (L) (R+L)
number g g{g/100g BW) g(g/100g BW) gl(g/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW)
1001 542 1.65 1.64 3.29 642 632 1274
1002 498 1.77 1.79 3.56 639 657 1296
1003 536 1.76 1.78 3.54 673 656 1329
1004 516 1.62 1l.64 3.26 668 663 1331
1005 556 1.44 1.53 2.97 551 531 1082
1006 528 1.64 1.61 3.25 596 576 1172
1007 510 1.72 1.77 3.49 714 684 1398
Absolute 1008 551 1.48 1.51 2.99 551 560 1111
1009 556 1.59 1.57 3.16 646 575 1221
1010 563 1.75 1.76 3.51 646 665 1311
1011 534 1.65 1.66 3.31 623 629 1252
1012 574 1.51 1.44 2.95 597 585 1182
Mean 539 1.63 1.64 3.27 629 618 1247
S.D 23 0.11 12 0.22 48 50 95
1001 0.30 0.30 0.61 118 117 235
1002 0.36 0.36 0.71 128 132 260
1003 0.33 0.33 0.66 126 122 248
1004 0.31 0.32 0.63 128 128 258
1005 0.26 0.28 0.53 99 96 195
1006 0.31 0.30 0.62 113 109 222
1007 0.34 0.35 0.68 140 134 274
Relative 1008 0.27 0.27 0.54 100 102 202
1009 0.29 0.28 0.57 116 103 220
1010 0.31 0.31 0.62 115 118 233
1011 0.31 0.31 0.62 117 118 234
1012 0.26 0.25 0.51 104 102 206
Mean 0.30 0.31 0.61 117 115 232
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Appendix 4-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of male rats
Dose (mg/kg): 0

Seminal Prostate

Animal vesicle
number g(g/100g BW) g{g/100g BW)
1001 1.54 1.11
1002 2.09 1.40
1003 1.65 1.21
1004 1.58 1.22
1005 1.56 1.17
1006 2.04 1.21
1007 2.58 1.18
Absolute 1008 1.83 1.24
1009 1.60 1.20
1010 1.47 1.43
1011 2.07 1.21
1012 1.95 1.64
Mean .83 1.27
S.D 0.33 0.15
1001 0.28 0.20
1002 0.42 0.28
1003 0.31 0.23
1004 0.31 0.24
1005 0.28 0.21
1006 0.39 0.23
1007 0.51 0.23
Relative 1008 0.33 0.23
1009 0.29 0.22
1010 0.26 0.25
1011 0.39 0.23
1012 0.34 0.29
Mean 0.34 0.24
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Appendix 4-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of male rats
Dose (mg/kg): 3

Body Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R} (L) (R+L)
number g g{g/100g BW) g(g/100g BW) gl(g/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW)
2001 522 1.62 1.58 3.20 587 549 1136
2002 537 1.77 1.77 3.54 703 709 1412
2003 492 1.61 1.51 3.12 598 598 1196
2004 543 1.62 1.65 3.27 646 624 1270
2005 504 1.64 1.65 3.29 671 637 1308
2006 505 1.56 1.52 3.08 558 561 1119
2007 561 1.72 1.71 3.43 629 609 1238
Absolute 2008 554 1.82 1.77 3.59 673 640 1313
2009 510 1.61 1.64 3.25 608 612 1220
2010 525 1.58 1.58 3.16 634 608 1242
2011 501 1.63 1.68 3.31 566 557 1123
2012 500 1.79 1.67 3.46 560 546 1106
Mean 521 1.66 1.64 3.31 619 604 1224
S.D 23 0.09 09 0.16 48 47 94
2001 0.31 0.30 0.61 112 105 218
2002 0.33 0.33 0.66 131 132 263
2003 0.33 0.31 0.63 122 122 243
2004 0.30 0.30 0.60 118 115 234
2005 0.33 0.33 0.65 133 126 260
2006 0.31 0.30 0.61 110 111 222
2007 0.31 0.30 0.61 112 109 221
Relative 2008 0.33 0.32 0.65 121 116 237
2009 0.32 0.32 0.64 118 120 239
2010 0.30 0.30 0.60 121 116 237
2011 0.33 0.34 0.66 113 111 224
2012 0.36 0.33 0.69 112 109 221
Mean 0.32 0.32 0.63 11¢ 116 235
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Appendix 4-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of male rats
Dose (mg/kg): 3

Seminal Prostate

Animal vesicle
number g(g/100g BW) g{g/100g BW)
2001 1.60 1.60
2002 1.77 1.17
2003 1.66 1.08
2004 1.46 1.15
2005 2.09 1.55
2006 2.19 1.20
2007 1.42 0.89
Absolute 2008 1.61 1.41
2009 2.08 1.42
2010 1.57 0.99
2011 1.86 1.34
2012 0.80 1.05
Mean 1.68 1.24
S.D 0.37 0.23
2001 0.31 0.31
2002 0.33 0.22
2003 0.34 0.22
2004 0.27 0.21
2005 0.41 0.31
2006 0.43 0.24
2007 0.25 0.16
Relative 2008 0.29 0.25
2009 0.41 0.28
2010 0.30 0.19
2011 0.37 0.27
2012 0.16 0.21
Mean 0.32 0.24
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Appendix 4-5 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of male rats
Dose (mg/kg): 10

Body Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R} (L) (R+L)
number g g{g/100g BW) g(g/100g BW) gl(g/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW)
3001 569 1.56 1.54 3.10 579 577 1156
3002 492 1.65 1.65 3.30 625 633 1258
3003 480 1.78 1.86 3.64 671 648 1319
3004 474 1.66 1.70 3.36 668 693 1361
3005 525 1.61 1.52 3.13 619 591 1210
3006 536 1.98 1.82 3.90 647 632 1279
3007 532 1.75 1.73 3.48 752 751 1503
Absolute 3008 539 1.78 1.74 3.52 662 638 1300
3009 501 1.75 1.70 3.45 556 551 1107
3010 521 1.75 1.76 3.51 621 614 1235
3011 500 1.77 1.80 3.57 644 640 1284
3012 522 1.48 1.65 3.13 522 528 1050
Mean 516 1.71 1.71 3.42 631 625 1255
S.D 27 0.13 12 0.24 60 60 119
3001 0.27 0.27 0.54 102 101 203
3002 0.34 0.34 0.67 127 129 256
3003 0.37 0.39 0.76 140 135 275
3004 0.35 0.36 0.71 141 146 287
3005 0.31 0.29 0.60 118 113 230
3006 0.37 0.36 0.73 121 118 239
3007 0.33 0.33 0.65 141 141 283
Relative 3008 0.33 0.32 0.65 123 118 241
3009 0.35 0.34 0.69 111 110 221
3010 0.34 0.34 0.67 118 118 237
3011 0.35 0.36 0.71 129 128 257
3012 0.28 0.32 0.60 100 101 201
Mean 0.33 0.34 0.67 123 122 244
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Appendix 4-6 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of male rats
Dose (mg/kg): 10

Seminal Prostate

Animal vesicle
number g(g/100g BW) g{g/100g BW)
3001 2.00 1.19
3002 1.18 1.11
3003 2.15 1.45
3004 1.82 1.45
3005 1.60 1.40
3006 1.94 1.27
3007 1.98 1.47
Absolute 3008 2.09 1.17
3009 2.01 1.46
3010 1.69 1.34
3011 1.51 1.03
3012 2.08 1.53
Mean 1.84 1.32
S.D 0.29 0.16
3001 0.35 0.21
3002 0.24 0.23
3003 0.45 0.30
3004 0.38 0.31
3005 0.30 0.27
3006 0.36 0.24
3007 0.37 0.28
Relative 3008 0.39 0.22
3009 0.40 0.29
3010 0.32 0.26
3011 0.30 0.21
3012 0.40 0.29
Mean 0.36 0.26
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Appendix 4-7 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of male rats
Dose (mg/kg): 30

Body Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R} (L) (R+L)
number g g{g/100g BW) g(g/100g BW) gl(g/100g BW) mg(mg/100g BW) mg{mg/100g BW) mg(mg/100g BW)
4001 483 1.73 1.65 3.38 628 599 1227
4002 510 1.68 1.72 3.40 636 626 1262
4003 529 1.56 1.59 3.15 656 665 1321
4004 530 1.62 1.70 3.32 629 633 1262
4005 494 1.64 1.55 3.19 604 605 1209
4006 469 1.53 1.53 3.06 565 592 1157
4007 506 1.56 1.53 3.09 595 582 1177
Absolute 4008 536 1.62 1.61 3.23 664 655 1319
4009 547 1.44 1.49 2.93 561 517 1078
4010 513 1.52 1.56 3.08 633 642 1275
4011 449 1.66 1.67 3.33 661 663 1324
4012 503 1.78 1.75 3.53 613 637 1250
Mean 506 1.61 1.61 3.22 620 618 1238
S.D 29 0.10 08 0.17 34 42 74
4001 0.36 0.34 0.70 130 124 254
4002 0.33 0.34 0.67 125 123 247
4003 0.29 0.30 0.60 124 126 250
4004 0.31 0.32 0.63 118 119 238
4005 0.33 0.31 0.65 122 122 245
4006 0.33 0.33 0.65 120 126 247
4007 0.31 0.30 0.61 118 115 233
Relative 4008 0.30 0.30 0.60 124 122 246
4009 0.26 0.27 0.54 103 95 197
4010 0.30 0.30 0.60 123 125 249
4011 0.37 0.37 0.74 147 148 295
4012 0.35 0.35 0.70 122 127 249
Mean 0.32 0.32 0.64 123 123 246
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Appendix 4-8 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of male rats
Dose (mg/kg): 30

Seminal Prostate

Animal vesicle
number g(g/100g BW) g{g/100g BW)
4001 1.59 1.23
4002 1.77 1.14
4003 2.26 1.50
4004 2.44 1.31
4005 1.89 1.37
4006 2.34 1.30
4007 1.87 1.25
Absolute 4008 2.24 1.63
4009 1.44 1.29
4010 2.30 1.30
4011 1.36 1.22
4012 2.36 1.53
Mean 1.99 1.34
S.D 0.38 0.14
4001 0.33 0.25
4002 0.35 0.22
4003 0.43 0.28
4004 0.46 0.25
4005 0.38 0.28
4006 0.50 0.28
4007 0.37 0.25
Relative 4008 0.42 0.30
4009 0.26 0.24
4010 0.45 0.25
4011 0.30 0.27
4012 0.47 0.30
Mean 0.39 0.26
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Appendix 4-9 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of female rats
Dose (mg/kg): 0

Body Oovary ovary Ovary
Animal weight (R) (L) (R+L)
number g mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
1101 355 48.2 40.7 88.9
1102 340 60.1 45.2 105.3
1103 353 46.6 62.9 108.5
1104 374 41.1 44 .6 85.7
1105 371 62.7 42.1 104.8
1106 357 60.5 43.1 103.6
1107 361 65.2 44.0 109.2
Absolute 1108 370 54.1 50.5 104.6
1109 377 57.6 47.7 105.3
1110 339 47.2 51.5 98.7
1111 366 55.3 38.4 93.7
1112 326 56.2 53.9 110.1
Mean 357 54.6 47.1 101.6
S.D 16 7.4 6.8 8.1
1101 13.6 11.5 25.0
1102 17.7 13.3 31.0
1103 13.2 17.8 31.0
1104 11.0 11.9 22.9
1105 16.9 11.3 28.2
1106 16.9 12.1 29.0
1107 18.1 12.2 30.2
Relative 1108 14 .6 13.6 28.3
1109 15.3 12.7 27.9
1110 13.9 15.2 29.1
1111 15.1 10.5 25.6
1112 17.2 16.5 33.8
Mean 15.3 13.2 28
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Appendix 4-10 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of female rats
Dose (mg/kg): 3

Body Oovary ovary Ovary
Animal weight (R) (L) (R+L)
number g mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
2101 347 50.3 47.0 97.3
2102 342 34.2 58.2 92.4
2103 354 55.3 45.7 101.0
2104 341 49.3 41.3 90.6
2105 325 49.6 57.6 107.2
2106 351 58.7 60.5 118.2
2107 361 54.2 47.8 102.0
Absolute 2108 348 57.9 57.7 115.6
2109 366 46.9 59.1 106.0
2110 324 64.0 33.9 97.9
2111 333 61.5 45 .2 106.7
2112 373 60.6 45.7 106.3
Mean 347 53.5 50.0 103.5
S.D 15 8.2 8.5 8.5
2101 14.5 13.5 28.0
2102 10.0 17.0 27.0
2103 15.6 12.9 28.5
2104 14.5 12.1 26.6
2105 15.3 17.7 33.0
2106 16.7 17.2 34.0
2107 15.0 13.2 28.3
Relative 2108 16.6 16 .6 33.2
2109 12.8 16.1 29.0
2110 19.8 10.5 30.2
2111 18.5 13.6 32.0
2112 16.2 12.3 28.5
Mean 15.5 14.4 29
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Appendix 4-11 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of female rats
Dose (mg/kg): 10

Body Oovary ovary Ovary

Animal weight (R) (L) (R+L)
number g mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
3101 349 56.5 51.4 107.9
3102 301 43.1 49.9 93.0
3103 358 43.7 50.8 94 .5
3104 351 48.4 52.3 100.7
3105 352 51.4 34.0 85.4
3106 335 55.6 51.7 107.3
3107 352 47.8 49.2 97.0
Absolute 3108 325 51.6 44 .0 95.6
3109 325 43.8 49.3 93.1
3110 354 65.7 47 .7 113.4
3111 343 61.8 56.6 118.4
3112 349 47.2 63.3 110.5
Mean 341 51.4 50.0 101.4
S.D 17 7.3 6.9 10.0
3101 16.2 14.7 30.9
3102 14.3 16.6 30.9
3103 12.2 14.2 26.4
3104 13.8 14.9 28.7
3105 14.6 9.7 24 .3
3106 16.6 15.4 32.0
3107 13.6 14.0 27.6
Relative 3108 15.9 13.5 29.4
3109 13.5 15.2 28.6
3110 18.6 13.5 32.0
3111 18.0 16.5 34.5
3112 13.5 18.1 31.7
Mean 15. 14.7 29.8
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Appendix 4-12

R-1131

A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual organ weight of female rats

Dose (mg/kg): 30

Body Oovary ovary Ovary
Animal weight (R) (L) (R+L)
number g mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
4101 322 55.6 63.5 118.1
4102 352 84.1 54.5 138.6
4103 360 55.5 37.0 92.5
4104 351 78.3 49.6 127.9
4105 332 75.4 51.5 126.9
4106 353 55.0 57.9 112.9
4107 334 48.0 65.5 113.5

Absolute 4108 342 63.3 61.8 125.1
4109 311 53.7 49.1 102.8
4110 351 63.6 67.6 131.2
4111a) 2982 60.2 41.0 101.2Z
4112 350 55.2 51.5 106.7
Mean 342 62.5 55.4 117.9
S.D. 15 11.7 9.0 13.7
4101 17.3 19.7 37.0
4102 23.8% 15.5 39.4
4103 15.4 10.3 25.7
4104 22.3 14.1 36.4
4105 22.7 15.5 38.2
4106 15.6 16.4 32.0
4107 14.4 19.6 34.0
Relative 4108 18.5 18.1 36.6

4109 17.3 15.8 33.1
4110 18.1 19.3 37.4
411la) 20.2 13.8 34.0Z
4112 15.8 14.7 30.5
Mean 18.3 16.3 34.6
S.D. 3.3 2.8 4.0

a) : Non-pregnant

Z: Data was excluded from statistical analysis.
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Appendix 5-1(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1001 Male 0 mg/kg Day 29 End of administration pericd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-2(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1002 Male 0 mg/kg Day 29 End of administration pericd

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-3(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1003 Male 0 mg/kg Day 29 End of administration periecd

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear

ventral, lumen

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-4(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats
Individual gross and histopathological findings
Animal No. 1004 Male 0 mg/kg Day 29 End of administration pericd

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: mild, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-5(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1005 Male 0 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-6(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1006 Male 0 mg/kg Day 29 End of administration periecd

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: mild, mononuclear
ventral
Testis Atrophy, seminiferous tubular: minimal, bilateral, focal

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Urinary bladder
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Appendix 5-7(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1007 Male 0 mg/kg Day 29 End of administration periecd

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-8(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1008 Male 0 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-9(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1009 Male 0 mg/kg Day 29 End of administration pericd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-10(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1010 Male 0 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-11(1/1}) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1011 Male 0 mg/kg Day 29 End of administration pericd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-12(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1012 Male 0 mg/kg Day 29 End of administration pericd

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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Appendix 5-13(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2001 Male 3 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-14(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2002 Male 3 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-15(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2003 Male 3 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-16(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2004 Male 3 mg/kg Day 29 End of administration pericd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-17(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2005 Male 3 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-18(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2006 Male 3 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-19(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2007 Male 3 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-20(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2008 Male 3 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-21(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2009 Male 3 mg/kg Day 29 End of administration pericd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-22(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2010 Male 3 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-23(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2011 Male 3 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-24(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2012 Male 3 mg/kg Day 29 End of administration periecd
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-25(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3001 Male 10 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-26(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3002 Male 10 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal
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Appendix 5-27(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3003 Male 10 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-28(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3004 Male 10 mg/kg Day 29 End of administration period
Gross pathology:

Epididymis Focus,white: 1 present, left
5x3mm, cauda

Other tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-29(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3005 Male 10 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-30(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3006 Male 10 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-31(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3007 Male 10 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-32(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3008 Male 10 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-33(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3009 Male 10 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder

154
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Appendix 5-34(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3010 Male 10 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-35(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3011 Male 10 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-36(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3012 Male 10 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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Appendix 5-37(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4001 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 5-38(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4002 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Urinary bladder Hyperplasia/hypertrophy, transitional cell: mild

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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R-1131

Appendix 5-39(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4003 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Urinary bladder Hyperplasia/hypertrophy, transitional cell: mild

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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R-1131

Appendix 5-40(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4004 Male 30 mg/kg Day 29 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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R-1131

Appendix 5-41(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4005 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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R-1131

Appendix 5-42(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4006 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 5-43(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4007 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 5-44(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4008 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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R-1131

Appendix 5-45(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4009 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: mild

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle{coagulating gland), Testis
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R-1131

Appendix 5-46(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4010 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Prostate Cell infiltration: minimal, mononuclear
ventral
Urinary bladder Hyperplasia/hypertrophy, transitional cell: mild

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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R-1131

Appendix 5-47(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4011 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis, Urinary bladder
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R-1131

Appendix 5-48(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats
Individual gross and histopathological findings
Animal No. 4012 Male 30 mg/kg Day 29 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: mild, mononuclear
ventral

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis, Urinary bladder

169
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Appendix 5-49(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1101 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-50(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1102 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-51(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1103 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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Appendix 5-52(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1104 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-53(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1105 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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Appendix 5-54(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1106 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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Appendix 5-55(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1107 Female 0 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-56(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1108 Female 0 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-57(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1109 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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Appendix 5-58(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1110 Female 0 mg/kg Day 41 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-59(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1111 Female 0 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-60(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1112 Female 0 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-61(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2101 Female 3 mg/kg Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal
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R-1131

Appendix 5-62(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2102 Female 3 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder

183



R-1131

Appendix 5-63(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2103 Female 3 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-64(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2104 Female 3 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-65(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2105 Female 3 mg/kg Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: mild
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R-1131

Appendix 5-66(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2106 Female 3 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-67(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2107 Female 3 mg/kg Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-68(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2108 Female 3 mg/kg Day 41 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-69(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2109 Female 3 mg/kg Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal
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R-1131

Appendix 5-70(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2110 Female 3 mg/kg Day 42 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal
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R-1131

Appendix 5-71(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2111 Female 3 mg/kg Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-72(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 2112 Female 3 mg/kg Day 54 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-73(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3101 Female 10 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-74(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3102 Female 10 mg/kg Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal
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R-1131

Appendix 5-75(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3103 Female 10 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-76(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3104 Female 10 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-77(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3105 Female 10 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-78(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3106 Female 10 mg/kg Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-79(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3107 Female 10 mg/kg Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-80(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3108 Female 10 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-81(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3109 Female 10 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder

202



R-1131

Appendix 5-82(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3110 Female 10 mg/kg Day 43 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal
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R-1131

Appendix 5-83(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3111 Female 10 mg/kg Day 48 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-84(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual gross and histopathological findings
Animal No. 3112 Female 10 mg/kg Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Urinary bladder
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R-1131

Appendix 5-85(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4101 Female 30 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-86(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4102 Female 30 mg/kg Day 41 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: mild

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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R-1131

Appendix 5-87(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4103 Female 30 mg/kg Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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R-1131

Appendix 5-88(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4104 Female 30 mg/kg Day 42 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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R-1131

Appendix 5-89(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4105 Female 30 mg/kg Day 45 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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R-1131

Appendix 5-90(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4106 Female 30 mg/kg Day 48 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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R-1131

Appendix 5-91(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4107 Female 30 mg/kg Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-92(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4108 Female 30 mg/kg Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Ovary, Urinary bladder, Uterus, Vagina
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R-1131

Appendix 5-93(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4109 Female 30 mg/kg Day 43 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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R-1131

Appendix 5-94(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4110 Female 30 mg/kg Day 43 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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R-1131

Appendix 5-95(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4111 Female 30 mg/kg Day 41 Undelivered

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: mild

Following tissues : Not remarkable

Ovary, Uterus, Vagina

216
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Appendix 5-96(1/1) A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4112 Female 30 mg/kg Day 42 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Urinary bladder Hyperplasia/hypertrophy, transitional cell: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina

217
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Appendix 6-1

A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period
Dose

(mg/kg): 0
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Appendix 6-2

A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period
Dose

(mg/kg): 3

R-1131

i
[\S)

Animal
number

9 10

11

12

13

14

1sa)

Count of
estrus

Mean duration
of cycles

2101
2102
2103
2104
2105
2106
2107
2108
2109
2110
2111
2112

O =wvwwMdMmvWwwUUOUyU
youoRE=AMBHMDY

Mmoo 22U 0HA

SEH@EMUOUvYWOUUOUO=RZ=

U= =2wvwuUuldOwwmwouyg

PO UMwo9EEHRAYO
HoowEHoOR 2 2 EFA

EHmEMmUO=EvYRUOU0UU0O=RZ=E

O =R2wYWwUl”OwwmwmoOuyg
- AR R o B R o B o I B v B v B v

HmoUEEHOHE I EA

AWMU RYRIUUDUO=RZ=E

OE=2wuUumUwwowuUuy

O UMU=E9EMEE™YY

Mmoo EUWUONEE22Nd

W Ww ol Wl bR s R B

[ NN N N T S N NS

OO0 OOV O WoCoOoOOoo

Mean
S.D.

w

o

'S

un

P: Proestrus E:

a): Day of sampling

Estrus

Metestrus

D: Diestrus



0ce

Appendix 6-3

A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period
Dose

(mg/kg): 10

R-1131
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Appendix 6-4

A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period
Dose

(mg/kg): 30
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R-1131
Appendix 7-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual mating and fertility of animals
Dose (mg/kg): 0

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
1001 1101 C 2 P

1002 1102 C 3 P

1003 1103 c 3 P

1004 1104 Cc 3 P

1005 1105 C 2 P

1006 1106 c 3 P

1007 1107 C 4 P

1008 1108 C 4 P

1009 1109 C 2 P

1010 1110 C 1 p

1011 1111 C 3 P

1012 1112 C 3 P

C: Copulated P: Pregnant
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Appendix 7-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual mating and fertility of animals
Dose (mg/kg): 3

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
2001 2101 C 4 P

2002 2102 C 4 P

2003 2103 c 3 P

2004 2104 C 3 P

2005 2105 C 3 P

2006 2106 C 4 P

2007 2107 C 2 P

2008 2108 C 1 P

2009 2109 C 3 P

2010 2110 C 1 p

2011 2111 C 1 P

2012 2112 C 14 P

C: Copulated P: Pregnant
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Appendix 7-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual mating and fertility of animals
Dose (mg/kg): 10

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
3001 3101 C 4 P

3002 3102 C 3 P

3003 3103 c 4 P

3004 3104 C 4 P

3005 3105 C 3 P

3006 3106 c 1 P

3007 3107 C 1 P

3008 3108 C 3 P

3009 3109 C 4 P

3010 3110 C 2 P

3011 3111 C 7 P

3012 3112 C 2 P

C: Copulated P: Pregnant
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Appendix 7-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual mating and fertility of animals
Dose (mg/kg): 30

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
4001 4101 C 3 P

4002 4102 C 1 P

4003 4103 c 3 P

4004 4104 Cc 1 P

4005 4105 C 4 P

4006 4106 C 7 P

4007 4107 C 4 P

4008 4108 C 3 P

4009 4109 C 2 P

4010 4110 C 2 p

4011 4111 C 1 NP
4012 4112 C 1 P

C: Copulated P: Pregnant NP: Non-pregnant



9Tt

R-1131
Appendix 8-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg): 0

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor -
number in days lutea sites index % a) % b) (%) a) malities (%)e)
1101 22 13 12 $2.3 100.0 o( 0.0) 12 o( 0.0)
1102 21 17 17 100.0 94.1 o( 0.0} 16 o( 0.0)
1103 22 17 17 100.0 100.0 0( 0.0) 17 o( 0.0)
1104 22 15 15 100.0 93.3 o( 0.0) 14 o( 0.0)
1105 22 16 16 100.0 75.0 0o( 0.0) 12 o( 0.0)
1106 22 17 17 100.0 100.0 0o( 0.0} 17 0( 0.0)
1107 22 18 18 100.0 88.9 0( 0.0) 16 o( 0.0)
1108 22 18 17 94 .4 88.2 0( 0.0) 15 0o( 0.0)
1109 22 16 16 100.0 93.8 0( 0.0} 15 o( 0.0)
1110 21 14 12 85.7 91.7 0( 0.0) 11 o( 0.0)
1111 22 15 15 100.0 100.0 o( 0.0} 15 o( 0.0)
1112 21 16 15 93.8 100.0 0( 0.0) 15 o( 0.0)
Total 192 187 Q 175 0
Mean 21.8 16.0 15.6 97.2 93.8 ( 0.0) 14.6 ( 0.0)
S.D. 0.5 1.5 1.9 4.7 7.4 ( 0.0) 2.0 ( 0.0)
a): (No. of implantation sites / No. of corpora lutea)x100
b): (No. of delivered pups / No. of implantation sites)x100
¢): (No. of stillborns / No. of delivered pups)x100
d): No. of delivered pups with external abnormalities
e): (No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 8-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg): 3

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor -
number in days lutea sites index % a) % b) (%) a) malities (%)e)
2101 21 17 17 100.0 94.1 o( 0.0) 16 o( 0.0)
2102 22 14 14 100.0 100.0 o( 0.0} 14 o( 0.0)
2103 22 17 16 94.1 100.0 0( 0.0) 16 o( 0.0)
2104 22 15 15 100.0 100.0 1( 6.7) 14 o( 0.0)
2105 22 12 10 83.3 90.0 0o( 0.0) 9 0o( 0.0)
2106 22 16 16 100.0 93.8 0o( 0.0} 15 0o( 0.0)
2107 21 15 15 100.0 73.3 0( 0.0) 11 o( 0.0)
2108 21 17 17 100.0 100.0 o 0.0} 17 0o( 0.0)
2109 22 18 18 100.0 94 .4 0( 0.0} 17 o( 0.0)
2110 22 16 16 100.0 93.8 0( 0.0) 15 o( 0.0)
2111 22 9 8 88.9 100.0 o( 0.0} 8 o( 0.0)
2112 21 13 13 100.0 92.3 0( 0.0) 12 o( 0.0)
Total 179 175 1 164 0
Mean 21.7 14.9 14.6 97.2 94 .3 ( 0.86) 13.7 ( 0.0)
S.D. 0.5 2.6 3.0 5.6 7.5 ( 1.9) 3.0 ( 0.0)
a): (No. of implantation sites / No. of corpora lutea)x100
b): (No. of delivered pups / No. of implantation sites)x100
¢): (No. of stillborns / No. of delivered pups)x100
d): No. of delivered pups with external abnormalities
e): (No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 8-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg): 10

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor -
number in days lutea sites index % a) % b) (%) a) malities (%)e)
3101 22 16 16 100.0 100.0 o( 0.0) 16 o( 0.0)
3102 22 15 15 100.0 100.0 o( 0.0} 15 o( 0.0)
3103 22 16 16 100.0 100.0 0( 0.0) 16 o( 0.0)
3104 21 16 15 93.8 100.0 o 0.0} 15 o( 0.0}
3105 22 14 14 100.0 85.7 1( 8.3} 11 o( 0.0)
3106 22 14 14 100.0 100.0 0o( 0.0} 14 0( 0.0)
3107 22 15 15 100.0 93.3 0( 0.0) 14 o( 0.0)
3108 22 15 15 100.0 93.3 o 0.0} 14 0o( 0.0)
3109 22 15 15 100.0 100.0 0( 0.0} 15 o( 0.0)
3110 22 16 15 93.8 86.7 0( 0.0) 13 o( 0.0)
3111 22 17 17 100.0 88.2 o( 0.0} 15 o( 0.0)
3112 22 16 16 100.0 81.3 0( 0.0) 13 o( 0.0)
Total 185 183 1 171 0
Mean 21.9 15.4 15.3 99.0 94.0 ( 0.7) 14.3 ( 0.0)
S.D. 0.3 0.9 0.9 2.4 7.0 ( 2.4) 1.4 ( 0.0)
a): (No. of implantation sites / No. of corpora lutea)x100
b): (No. of delivered pups / No. of implantation sites)x100
¢): (No. of stillborns / No. of delivered pups)x100
d): No. of delivered pups with external abnormalities
e): (No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 8-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg): 30

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor -
number in days lutea sites index % a) % b) (%) a) malities (%)e)
4101 22 18 17 94 .4 94.1 o( 0.0) 16 o( 0.0)
4102 21 15 15 100.0 100.0 o( 0.0} 15 o( 0.0)
4103 22 18 18 100.0 83.3 0( 0.0) 15 o( 0.0)
4104 22 17 17 100.0 94.1 o( 0.0) 16 o( 0.0)
4105 22 10 7 70.0 100.0 o( 0.0} 7 o( 0.0)
4106 22 15 15 100.0 86.7 0o( 0.0} 13 0o( 0.0)
4107 22 16 16 100.0 93.8 0( 0.0) 15 o( 0.0)
4108 22 21 19 90.5 89.5 o 0.0} 17 0o( 0.0)
4109 22 15 15 100.0 100.0 0( 0.0} 15 o( 0.0)
4110 22 18 18 100.0 100.0 0( 0.0) 18 o( 0.0)
4111 Non-pregnant
4112 22 17 17 100.0 100.0 1( 5.9) 16 o( 0.0)
Total 180 174 1 163 0
Mean 21.9 16.4 15.8 95.9 94 .7 ( 0.5) 14.8 ( 0.0)
S.D. 0.3 2.8 3.2 9.1 6.0 ( 1.8) 2.9 ( 0.0)
a (No. of implantation sites / No. of corpora lutea)x100
b (No. of delivered pups / No. of implantation sites)x100
c (No. of stillborns / No. of delivered pups)x100

No. of delivered pups with external abnormalities
(No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 9-1

A reproduction/developmental toxicity screening test of Benzenesulfonamide

by oral administration in rats
Individual viability index of pups
Dose (mg/kg): 0

R-1131

Viability
No. No. of Live birth No. of live pups index on

Dam live- delivered index = @ —--------------- postnatal
number borns pups % a) Day 0 Day 4 day 4 % Db)
1101 12 12 100.0 12 12 100.0
1102 16 16 100.0 16 16 100.0
1103 17 17 100.0 17 16 94.1
1104 14 14 100.0 14 14 100.0
1105 12 12 100.0 12 12 100.0
1106 17 17 100.0 17 17 100.0
1107 16 16 100.0 16 16 100.0
1108 15 15 100.0 15 15 100.0
1109 15 15 100.0 15 15 100.0
1110 11 11 100.0 11 11 100.0
1111 15 15 100.0 15 14 93.3
1112 15 15 100.0 15 15 100.0
Total 175 175 175 173
Mean 14.6 14.6 100.0 14.6 14.4 99.0
S.D. 2.0 2.0 0.0 2.0 1.9 2.5
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
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Appendix 9-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual viability index of pups
Dose (mg/kg): 3

Viability

No. of No. of Live birth No. of live pups index on
Dam live- delivered index = @ —--------------- postnatal
number borns pups % a) Day 0 Day 4 day 4 % Db)
2101 16 16 100.0 16 16 100.0
2102 14 14 100.0 14 14 100.0
2103 16 16 100.0 16 16 100.0
2104 14 15 93.3 14 12 85.7
2105 S 9 100.0 9 8 88.9
2106 15 15 100.0 15 15 100.0
2107 11 11 100.0 11 11 100.0
2108 17 17 100.0 17 17 100.0
2109 17 17 100.0 17 17 100.0
2110 15 15 100.0 15 15 100.0
2111 8 8 100.0 8 8 100.0
2112 12 12 100.0 12 11 91.7
Total 164 165 164 160
Mean 13.7 13.8 99.4 13.7 13.3 97.2
S.D. 3.0 3.0 1.9 3.0 3.3 5.2
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
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Appendix 9-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual viability index of pups
Dose (mg/kg): 10

Viability
No. of No. of Live birth No. of live pups index on

Dam live- delivered index = @ —--------------- postnatal
number borns pups % a) Day 0 Day 4 day 4 % Db)
3101 16 16 100.0 16 16 100.0
3102 15 15 100.0 15 15 100.0
3103 16 16 100.0 16 16 100.0
3104 15 15 100.0 15 15 100.0
3105 11 12 91.7 11 11 100.0
3106 14 14 100.0 14 14 100.0
3107 14 14 100.0 14 14 100.0
3108 14 14 100.0 14 14 100.0
3109 15 15 100.0 15 15 100.0
3110 13 13 100.0 13 13 100.0
3111 15 15 100.0 15 14 93.3
3112 13 13 100.0 13 13 100.0
Total 171 172 171 170
Mean 14.3 14.3 99.3 14.3 14.2 99.4
S.D. 1.4 1.2 2.4 1.4 1.4 1.9
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
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Appendix 9-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual viability index of pups
Dose (mg/kg): 30

Viability

No. of No. of Live birth No. of live pups index on
Dam live- delivered index = @ —--------------- postnatal
number borns pups % a) Day 0 Day 4 day 4 % Db)
4101 16 16 100.0 16 16 100.0
4102 15 15 100.0 15 14 93.3
4103 15 15 100.0 15 15 100.0
4104 16 16 100.0 16 15 93.8
4105 7 7 100.0 7 7 100.0
4106 13 13 100.0 13 13 100.0
4107 15 15 100.0 15 12 80.0
4108 17 17 100.0 17 17 100.0
4109 15 15 100.0 15 15 100.0
4110 18 18 100.0 18 12 66.7
4111 Non-pregnant
4112 16 17 %4.1 16 14 87.5
Total 163 164 163 150
Mean 14.8 14.9 99.5 14.8 13.6 92.8
S.D. 2.9 2.9 1.8 2.9 2.7 10.9
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
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Appendix 10-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual sex ratio of pups
Dose (mg/kg): 0

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of

---------------------------------- delivered liveborns EE R ] live pups
Dam No. of No. of No. of No. of pups No. of No. of ornn day 4
number males females males females a) b) males females <)
1101 4 8 0 o] 0.33 0.33 4 8 0.33
1102 14 2 0 0 0.88 0.88 14 2 0.88
1103 5 12 0 0 0.29 0.29 5 11 0.31
1104 8 6 0 0 0.57 0.57 8 6 0.57
1105 6 6 0 o] 0.50 0.50 6 6 0.50
1106 3 14 0 ¢} 0.18 0.18 3 14 0.18
1107 8 8 0 0 0.50 0.50 8 8 0.50
1108 9 6 0 0 0.60 0.60 9 6 0.60
1109 6 2 0 0 0.40 0.40 & 9 0.40
1110 6 5 0 0 0.55 0.55 [ ) 0.55
1111 8 7 0 0 0.53 0.53 7 7 0.50
1112 10 5 0 0 0.67 0.67 10 5 0.67
Total 87 88 0 o] 86 87
Mean .3 7.3 0.0 0.0 0.50 0.50 7.2 .3 0.50
S.D. 3.0 3.2 0.0 0.0 0.19 0.19 2.9 3.1 0.18

a): No. of delivered males / No. of delivered pups
b): No. of liveborn males / No. of liveborns
¢): No. of live males on day 4 / No. of live pups on day 4
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Appendix 10-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual sex ratio of pups
Dose (mg/kg): 3

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of

---------------------------------- delivered liveborns EE R ] live pups
Dam No. of No. of No. of No. of pups No. of No. of ornn day 4
number males females males females a) b) males females <)
2101 10 6 0 o] 0.63 0.63 10 6 0.63
2102 S 5 0 0 0.64 0.64 9 5 0.64
2103 7 2 0 0 0.44 0.44 7 9 0.44
2104 6 8 1 0 0.47 0.43 [ 6 0.50
2105 5 4 0 o] 0.56 0.56 5 3 0.63
2106 7 8 0 ¢} 0.47 0.47 7 8 0.47
2107 5 6 0 0 0.45 0.45 5 6 0.45
2108 5 12 0 0 0.29 0.29 5 12 0.29
2109 11 6 0 0 0.65 0.65 11 6 0.65
2110 8 7 0 0 0.53 0.53 8 7 0.53
2111 4 4 0 0 0.50 0.50 4 4 0.50
2112 9 3 0 0 0.75 0.75 8 3 0.73
Total 86 78 1 o] 85 75
Mean 7.2 6.5 0.1 0.0 0.53 0.53 7.1 6.3 0.54
S.D. 2.2 2.5 0.3 0.0 0.12 0.13 2.2 2.6 0.12

a): No. of delivered males / No. of delivered pups
b): No. of liveborn males / No. of liveborns
¢): No. of live males on day 4 / No. of live pups on day 4
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Appendix 10-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual sex ratio of pups
Dose (mg/kg): 10

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of

---------------------------------- delivered liveborns EE R ] live pups
Dam No. of No. of No. of No. of pups No. of No. of ornn day 4
number males females males females a) b) males females <)
3101 6 10 0 o] 0.38 0.38 6 10 0.38
3102 S 6 0 0 0.60 0.60 9 6 0.60
3103 6 10 0 0 0.38 0.38 [} 10 0.38
3104 7 8 0 0 0.47 0.47 7 8 0.47
3105 7 4 1 o] 0.62 0.64 7 4 0.64
3106 9 5 0 ¢} 0.64 0.64 9 5 0.64
3107 7 7 0 0 0.50 0.50 7 7 0.50
3108 7 7 0 0 0.50 0.50 7 7 0.50
3109 7 8 0 0 0.47 0.47 7 8 0.47
3110 6 7 0 0 0.46 0.46 [ 7 0.46
3111 S 6 0 o] 0.60 0.60 9 5 0.64
3112 7 6 0 0 0.54 0.54 7 6 0.54
Total 87 84 1 o] 87 83
Mean .3 7.0 0.1 0.0 0.51 0.52 3 6.9 0.52
S.D. 1.1 1.8 0.3 0.0 0.09 0.09 1.1 1.9 0.09

a): No. of delivered males / No. of delivered pups
b): No. of liveborn males / No. of liveborns
¢): No. of live males on day 4 / No. of live pups on day 4
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Appendix 10-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual sex ratio of pups
Dose (mg/kg): 30

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of

---------------------------------- delivered liveborns EE R ] live pups
Dam No. of No. of No. of No. of pups No. of No. of ornn day 4
number males females males females a) b) males females <)
4101 11 5 0 o] 0.69 0.69 11 5 0.69
4102 S 6 0 0 0.60 0.60 8 6 0.57
4103 9 6 0 0 0.60 0.60 9 6 0.60
4104 7 S 0 0 0.44 0.44 7 8 0.47
4105 3 4 0 o] 0.43 0.43 3 4 0.43
4106 6 7 0 ¢} 0.46 0.46 6 7 0.46
4107 10 5 0 0 0.67 0.67 8 4 0.67
4108 11 6 0 0 0.65 0.65 11 6 0.65
4109 6 2 0 0 0.40 0.40 & 9 0.40
4110 8 10 0 0 0.44 0.44 [ 6 0.50
4111 Non-pregnant
4112 9 7 1 0 0.56 0.56 9 5 0.64
Total 89 74 1 o] 84 66
Mean 8.1 6.7 0.1 0.0 0.54 0.54 7.6 6.0 0.55
S.D. 2.4 1.9 0.3 0.0 0.11 0.11 2.4 1.5 0.10

a): No. of delivered males / No. of delivered pups
b): No. of liveborn males / No. of liveborns
¢): No. of live males on day 4 / No. of live pups on day 4



8¢ET

R-1131
Appendix 11-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of pups
Dose (mg/kg): 0

Male Female

Dam = o meme-emme--c-ooo mmmmmmm—oo------
number 0 4a) 0 4a)
1101 7.8 11.3 7.1 10.4
1102 6.1 8.0 6.0 8.2
1103 6.7 10.1 6.2 9.5
1104 7.0 10.6 6.6 10.4
1105 6.5 10.9 6.3 10.6
1106 6.0 9.2 6.1 9.2
1107 6.9 11.0 6.4 S.7
1108 6.8 10.1 6.3 9.9
1109 6.4 10.0 6.3 9.9
1110 6.5 9.8 6.0 9.3
1111 6.8 10.8 6.3 10.2
1112 5.9 9.9 5.5 8.7
Mean 6.6 10.1 6.3 2.7
S.D. 0.5 0.9 0.4 0.7
Unit: g

a): Postnatal day
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Appendix 11-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of pups
Dose (mg/kg): 3

Male Female

Dam = o meme-emme--c-ooo mmmmmmm—oo------
number 0 4a) 0 4a)
2101 5.7 8.3 5.2 7.6
2102 7.2 10.3 6.6 2.4
2103 6.8 10.0 6.4 9.4
2104 6.6 11.3 5.9 11.1
2105 6.9 10.8 6.4 10.5
2106 6.4 9.6 6.0 9.2
2107 6.8 10.0 6.3 9.4
2108 6.1 8.2 5.6 7.6
2109 6.2 9.5 6.1 9.3
2110 6.5 9.8 6.1 2.2
2111 7.1 12.2 6.8 12.1
2112 6.3 9.9 5.9 9.1
Mean 6.6 10.0 6.1 2.5
S.D. 0.4 1.1 0.4 1.3
Unit: g

a): Postnatal day
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Appendix 11-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of pups
Dose (mg/kg): 10

1) 44

Male Female

Dam = o meme-emme--c-ooo mmmmmmm—oo------
number 0 4a) 0 4a)
3101 6.3 9.6 6.1 2.3
3102 6.0 8.3 5.7 8.3
3103 6.5 9.7 6.1 8.9
3104 6.0 8.7 5.5 8.0
3105 7.1 11.6 6.6 11.2
3106 6.7 10.0 6.2 10.1
3107 6.8 10.9 6.3 8.9
3108 6.9 10.2 6.0 9.3
3109 6.5 9.5 6.0 9.1
3110 7.0 10.3 6.5 2.5
3111 6.7 10.4 6.4 10.3
3112 6.6 10.9 6.3 10.3
Mean 6.6 10.0 6.1 2.5
S.D. 0.4 0.9 0.3 0.9
Unit: g

a): Postnatal day
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Appendix 11-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual body weight of pups
Dose (mg/kg): 30

Male Female
Dam = o meme-emme--c-ooo mmmmmmm—oo------
number 0 4a) 0 4a)
4101 6.3 8.4 6.2 8.2
4102 5.3 7.7 5.1 7.4
4103 6.3 9.1 5.9 8.6
4104 6.0 9.2 5.9 8.6
4105 6.3 9.5 6.2 10.8
4106 6.3 10.2 5.8 9.3
4107 6.3 9.9 5.8 9.5
4108 6.4 8.8 5.9 8.5
4109 6.3 9.3 5.7 8.5
4110 5.3 8.0 4.7 7.4
4111 Non-pregnant
4112 6.3 9.3 5.5 8.8
Mean 6.1 9.0 5.7 8.7
S.D. 0.4 0.8 0.5 1.0
Unit: g

a): Postnatal day
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Appendix 12-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg): 0

Dam No. of pups examined Findings
number Total {( Male + Female )

1101
1102
1103
1104
1105
1106
1107
1108
1109
1110
1111
1112

( 1 + 0 ) NAF

O HOOOOOC OO OoOOo

NAF: No abnormal findings
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Appendix 12-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg): 3

Dam No. of pups examined Findings
number Total {( Male + Female )

2101
2102
2103
2104
2105
2106
2107
2108
2109
2110
2111
2112

( o + 1 ) NAF

HOOOOCOOCHKH OOOC

( 1 + 0 ) NAF

NAF: No abnormal findings
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Appendix 12-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg): 10

Dam No. of pups examined Findings
number Total {( Male + Female )

3101
3102
3103
3104
3105
3106
3107
3108
3109
3110
3111
3112

( 0o + 1 ) NAF

O HOOOOOC OO OoOOo

NAF: No abnormal findings
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Appendix 12-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg): 30

Dam No. of pups examined Findings
number Total {( Male + Female )

4101
4102
4103
4104
4105
4106
4107
4108
4109
4110 ( 1 + 1 ) NAF
4111 Non-pregnant

4112 0

NOCOOOC OO OO

NAF: No abnormal findings
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Appendix 13-1 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Dose (mg/kg): 0

Dam No. of pups examined Findings
number Total {( Male + Female )

1101 12 ( 4 + 8 ) NAF
1102 16 ( 14 + 2 ) NAF
1103 16 { 5 + 11 ) NAF
1104 14 ( 8 + 6 ) NAF
1105 12 { 6 + 6 ) NAF
1106 17 { 3 + 14 ) NAF
1107 16 { 8 + 8 ) NAF
1108 15 ( 9 + 6 ) NAF
1109 15 { 6 + 9 ) NAF
1110 11 ( 6 + 5 ) NAF
1111 14 { 7 0+ 7 ) NAF
1112 15 ( 10 + 5 ) NAF

NAF: No abnormal findings
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Appendix 13-2 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Dose (mg/kg): 3

Dam No. of pups examined Findings
number Total {( Male + Female )

2101 16 {( 10 + &6 ) NAF
2102 14 { 9 + 5 ) NAF
2103 16 { 7 + 9 ) NAF
2104 12 ( 6 + 6 ) NAF
2105 8 { 5 + 3 ) NAF
2106 15 { 7 + 8 ) NAF
2107 11 { 5 + 6 ) NAF
2108 17 ( 5 + 12 ) NAF
2109 17 ( 11 + 6 ) NAF
2110 15 ( 8 + 7 ) NAF
2111 8 ( 4 + 4 ) NAF
2112 11 { 8 + 3 ) NAF

NAF: No abnormal findings
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Appendix 13-3 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Dose (mg/kg): 10

Dam No. of pups examined Findings
number Total {( Male + Female )

3101 16 ( 6 + 10 ) NAF
3102 15 { 9 + 6 ) NAF
3103 16 { 6 + 10 ) NAF
3104 15 ( 7 + 8 ) NAF
3105 11 { 7 0+ 4 ) NAF
3106 14 { 9 + 5 ) NAF
3107 14 { 7 0+ 7 ) NAF
3108 14 ( 7 0+ 7 ) NAF
3109 15 { 7 + 8 ) NAF
3110 13 ( 6 + 7 ) NAF
3111 14 ( 9 + 5 ) NAF
3112 13 { 7 + 6 ) NAF

NAF: No abnormal findings
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Appendix 13-4 A reproduction/developmental toxicity screening test of Benzenesulfonamide
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Dose (mg/kg): 30

Dam No. of pups examined Findings
number Total {( Male + Female )

4101 16 ( 11 + & ) NAF
4102 14 { 8 + 6 ) NAF
4103 15 ( 9 + 6 ) NAF
4104 15 ( 7 + 8 ) NAF
4105 7 { 3 + 4 ) NAF
4106 13 { 6 + 7 ) NAF
4107 12 { 8 + 4 ) NAF
4108 17 ( 11 + &6 ) NAF
4109 15 { 6 + 9 ) NAF
4110 12 ( 6 + 6 ) NAF
4111 Non-pregnant

4112 14 { S + 5 ) NAF

NAF: No abnormal findings
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