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C- 3 S

p- (FEFILT7Z /) NRELANEKZ)N I 1Y RE Sprague-Dawley %7 w h
[Crj:CDSD)IGSIIZ 1 B 1 [E. 28 HHSHEOREL, ZodEeRMLE, 13
ORADEGIERES 6 L& L BERAUILEHATIEE. p- (PEFIFI ) RFUR
WARZ)VZ781) R 40, 200 BETX 1000me/kg @ 4 B & Ui, BHKiCiZA) Tmz
iz, Eie, BHEMERED X 1000me/ke BT, 1 FEMES 6 IC2BINL. 28
HEIO#E#. 14 HRRET S EBER 2R,

1000mg/kg B DOMEHIC BN T, WEIHE TS 10 BLARR., TS 9 B
&6, & 52K pH OEEFAKOBMER. gt 2 o—)oid, BEhoRkE
RFBD SN, NS OBLRERYERRSICL BB LEZ Sh/-2, BT
fEEEEAONBN . b, BHECBO TR NSO S SNT, [k
DHDT EMNERI N,

PRREZEIEPROBRTE. HRAEMREE. (RE, MM, BASEAORE, mEFaRE,. 8
BHAD I CHEARFRE T, S 5RO 2 b ERMERSICER L L
LR N>,

LAEDRAIZE D, 1000mg/kg HOMHICBNTHHEEZENBD SN
ZEMS, FEBEHTT p- (FEFITR ) XROEVZERZNZ DY ROE
FERISMERE & BIT 1000me/kg EFIWTE iz, iz, 1000me/kg HOMHEIC BN T
HHEREEITHN Lo edt. HRWEREICESEBEEI ONSHE. R pH
OEEAZDEMERN. DF+7o0—ILoELBLOCEBORELERAS N,
200mg/kg AT ORESEHOME CIIERMARSOREEIRD NI EM
5, FRBREHTT p- (TEFITI) RECANKZNZO) ROERER
VLtEHE & 1T 200meg/ke &M X .
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II., HEBREM

p (FEFIVNT I V) RALZNERZN IO ROBEUTHO—BELT. &
WHZEZ Y M 28 AMEEREDRS L., FOHEERMLE, 3510, BERHRR
BLUBHED 1000mg/ke B T3R5, 14 ARKRET 2 EHES2T. FOEE
FIZDWTHBRB L=,

1. HBHEs L UFE

1. %
» & & p- (FEFINTI/) R ANFE N2 R
(2) e N-Acetylsulfanilyl chloride
(3) Lot No.2 e
(4@ s
CH3;CONH — @ — S0:Cl1
(5) M iRke [SREND) 1S
(6) CASTHEHES 121-60-8
(7 Hi fee 99.7%

®) F—tEORR HRMEOAFRIT RS E b SRS N RARILA R 7
ML & AFRBIREE 02Xk DRIE U RARIRA RS ~
VEE—THD. B#BWEIL p- (FEFINTI ) Ro¥
ANRZNZ0O) FTHE I EMHRE N

9 H‘EHMPOLER
AR ERIEE I, RSN SRS TH
IR OHIES T2 HPLC B (D5 08%giE 2. (3)
DEEFL) KL DITo MR, MERENEN 99.9%B &
Ur99.9% T, BEFERIZ 100 TH Y . B ERIRID, 8 TH-
o & EMRERE NAGRTER 1),

smon: L« R 5 1V
D EE S AOVRERIZ "

: ChemFinder.Com(http://www.chemfinder.com/)DfERiC L 3,
b W Hﬁﬁﬁ% K’_ r.:k. % e

: D MSDS Ik %,
: DRIEWHIE LS.

2

Sy R & WM e
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(11)
(12)
(13

(14)

(15)
(16)
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b
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/3 e - W CsHzCINO3S
w2 233.67
AR 145-148°C
REZR M H Y, TE. BRBLCKORBTHRING L., &
WD B HMERIZ TV AFNEZANERBCEEL
g
fRfit#E
£ . REERY HRWMERtT>y—
FTTEH HEEMRARER 2-49-10
wer
ERBRYEOLS

BREMERTE. RERY T (10g) 2HEL. B
HRMEE TR THARELHITRAL 7=,

B IARNERRIZE S,

I 115D i< .

2. WEMHREROMH

(1)

2

(3

A B LU ORI

BRI AEER A A U 7l (Lot No. 32264, RN &) 2R 0.
HEVHEIKORBTHMLEL ., AU 7HirClRAELIIS W &, FU T
MBI TH—%. REEPRAENZ T LBEUA U THifde L
THESERENTWAZ Eh6RR LI,

AR

PR L BEFIEFICREN,. FIERO p- (FEFINFI ) ROEVR
WRZILZ D) FEETFRE @& E12008. L b ) 7 28844 CREL.
A TSR ANz, BiRE. AU T ERLITINA T, FiEEEORET %
ML, 5K E L. B EOFRICY > THHMEREZTHAN - /.
FHEMEHBFICRE L, FMEe BEIAICERSICER L.

RGP HBYHEOLEM
BHEPHERHEOREREE. 8 BLU 200mg/mL OIREEMI TH S0 AAAT
HERR L. 23R EBAE L VIRRENZMMEMTIETE, SR TN
DF— b LB E D ERE NS S ELRETIREICH > T,
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HPLC I DERU 2. A A EOBIRE L TFICRL .
SHTHESE ;s HPLC (LC-6A A7 A, ¥R &t Eil BUERT)
/55 A TSKgel CN-80Ts 5 4.6mm(1.D.) X 150mm(L) (3R —#k &)
B3hE-7" IREE ; 40T, B ; 1mL/min, BHEE ; SRS BE 5
Bk E ; 280nm. AR 20 4L
TOHR. BRT 6 BREFEFELERO p- (TEFNTI /) RHEZZNE
ZIZ 0l FOERGFREIL Sme/mL #T 98.4%. 200mg/mL #% T 106% TH D .
BETH S WU -(RATEER 2).
PERPEROE OB X BEST
BREHRTHEBRYEOB B XCRES T E, PERMFC 8, 40 BXW
200mg/mL WIZDWTHHRO T HHRIZHNWERB L. TOFKE. S35KD
LB . FEBIUTRICB S EERED 95.8~103% TH D, irAREHN (E
R{EE10%) THHZEMS, B—MHRRFTHIEHM L. £, WTh
DI/GHROBE D REMED 94.6~99.0% OHWHETH D, FEMWHANGEME
10% DEEAN)TH -7z FRTEE 3).

AT

BBICHAR L/ Sprague-Dawley % [Crj:CD(SD)IGS]Z » MIAEF v— )
R - UN—HASE (MR)IBREAT FEHIR 795) K0, 4 @I ClEMS 55 I (F
B0 : # 68~77g. B 63~76g) EMEA L. /2B, Sprague-Dawley %
[Crj:CDED)IGS] T v MITH>WEOEREME L THIMENTH D, FHEERARIC
HASNTNSD, SEHROMBIY &L TRR U, BpATER. 7 HHEO
BEZITVL, BENRRT B ICBOREBERETE 21T o /z. BIEKRTENS 13
BREBEZ{T > /2. #2504 3 BRiOF ST B I, GIEmRO W &R
L7, RSB oRH s 36 ILEEDT, FHEORBMNEESLRICLDE
FICER Lo, BT REEEERS 274 (Latox F/V3, Bh@#siath) %
WAL TiITo . #B5MAA ORI 6 B, FHEGEHIIE 234~275g. B 154
~184g THhH o7z,

B RRRICH RS OS2 ANB LU TEERNL. r— iRl REE,
FEERE EERTBL 72 F I 2D TSI L 2. KEE S ik ic B4
H7—)VinE LTBE L.
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4. RES&M

(1

(2)

3

PR FBRLY

T, BEE 22+3C (ERHE 18~25T) . HARHRE 50+20% (EHHE 34
~61%) . HKEEL 10 EEL L/ BERICH—I 7 Ly a7 —HR), 112 1%
W7 BFdT 6 B XK D 6 . MREE 150 ~ 300 L7 ANCHRELAERA
Bis 58, #EREHIZAB4EDT. AFULVARS Y ATy hr—
¥ (260WX380DX180H mm)iZ, 17— %0 1 L DWELAE L. Ak
BFaEE, KiTRY A —RRx— PRAE (500mD) ZANTHZ. FhEhE
HICEREEE. 7575y br—Uil 6 R 471D 24 r—JRED T v T IT,
ELBENOEEICTANDYUTRBLE. Tv 7 3B IREICHEEDICOBEL /.

r—2. S ZOBICRAERA— M7 L—78E (121C. 30 9L
EHOERERL, r—UB XTI 58I 1 BLE, 2P X U%KEILE
2 B EDMHETIMU e, S, IEE2EAERRTRICHERL. HEx>
Y hZULANA T 2 28 ZHEBRASIO 400 SHFUKEE CHRE Z2HRnE
L7z

Al

fREHC BT A E R L CE-2(Lot No. E2090 BXTLE2100, A4 L
THASH KB RRHES 2201195 1 .

FREIIRTEY - BB OS5I D W TR, BGE RS Hl ik A ST SAM s
M PRE ARFRGE 44-DIZSFOy NORBERKEL TH SOV
ROEL ZHA 2t BERSAFE L. HBEANIC SRS IERATE D SR E O
WHRLURNTH S L E2mRLI=.

i & 2FI
REPKICE B ERAKEKE S AT,

YHERAMEE LB & D EHIMICEK Uz BEKIC DWW T IR I B
BEY (FAREEERH 69 B) | REJVWTIHRAEAEBEREAIMSERE
RSty — RBRAFETEA EW 5-18-36) IRIEL THAYT L. T4
D5, WRKIZBET 2 EUEFEKL (1999 F 8 A 3 H) . b UNDO A Y T (2000
F£8A8H) . ENERKIIETIEFEERE (20004 8 A 8 H) BLUEIL
BFEEICE D AREERE (200010 430, 11 B7ARLTIZAS A)
ERBLI WINOSHERS EiKEEEEOBALNTH 5 I & &HRL
7z



5. BB LG RR
BESIERE, p- (FEFIUTI) XAV ANKRZINZ O RO 40. 200 B
KT 1000mg/kg BEDEH 4 FERME U/ Wipicld 1 #Eit S 6 T & L, 4
BBLUp (FEFINTI ) XAEANKZNZOY RO 1000me/ke FETIX
EEEEAT & U THERES 6 ILAMA 7= RRBICR SR, R 5EE. B 5,

ERTYRBLIVHYHES ER L.

F X 1100357

ic BEMRfE | fE5ER | BSERE fi Al :
Na MBI (mg/keg) | (mL/kg) {(mg/mL) 3 B 4 % = hEE
H 12 | 00M01~00M12
00 | i # %t 0 5 0 Bt 12 | 00F01~00F12
H 6 |0IMOI~01MI2
01 |p-(7 £ F I 40 5 8 i 6 | 01F01~0D1F12
FR)R» HE 6 02M01~02M06
02 E ;1; 1;4 gﬂ' 200 5 40 i 6 | 02F01~02F06
- i 12 | 03M01~03M12
03 1000 5 200 it 12 03F01~03F12

{fEREMER @ ; BHEAN BB B I 1000me/ke HIZEHEBFEOMEME 6 A5,
hES 07T~12 3EEEAIM E Uiz,

6. HEREHEH
KBTI > TERLE p- FEFIT ) AoV 2ANFZ AT K
D7y bERAVSREROFEETFHRABRB LY 7 BMORERSHFET Hl5H 2

L8B3 7 M RERS THER (RESAR: 10. 100 BLT 1000melkg) DS

#R.1000mg/kg B TIIHEIZ BUN B L CREAOHELBEOM A 5NI. 100me/ke
DPTFOBETIREEREIIBL T E SRBERD SN, NS OREEN S,
FRBROHEEHRIE. OECD 1 BS51 DRERTH S 1000mgke =HAR L

. % 5

(1)

(2)

FERERBLUEFORIREH
BREERIL. E MoBI 3 REBEKE L TEOEBEAEZ SN E 2 &0 oMb
ZFORGELE,

Fe 5/ X U ORIRE i
BHOGKENSHEHA (5mL/ke) ZHEHL. v FABOY L F2MO T
BT 4 AR—TT U DERNTRE Uk, #EEFHiTICT-o 2. Bk
MR U T (Lot No. 32264, ERIEMAEH) #RMKICIRELE,
HBE5HHER OECD 1 RIA Vit o 7z,

L. BUFAK ST, 9lARIC 200mg/ke. ERRIC 40mgke 2B EL =,
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(3) #&E5EE, HFEMRBLTEENREZ ST NS OMRIREH
1H1ME. 28 HRl& Uk, EAMIEES XY 1000me/ke BICDOWTI, #45
% 14 ARMKRET ZEEEERT . #H5E%k. 2500 B X O EEEE.
OECD A1 R it iz,

8. MZ. MEdLURE
REMKEHZRS 1 B (BREEHIZRE 28 B) . BEMEHE (BREs50E
) 2E# 1 A (EEPMEHEEEE 158) &LUTRELE. BTORE, #
EBLUTREIFIBEORWEHERZ DLW TEREAOIHESRE L.

D —aRE
—RIRBIZDOWT, REHMFPIIER. REMEBRERICE 1 E, BEEMGS
BER 1 B2, £ REBLUEREHEFIC 1 A 2 B, SHFEREBEE
HECOFEEZRRE L.

(2) FEEEEENRE
#ERMAETH. 5B IUEEBYICHE 1 E RSt EEROENEREST
JAHEFICRUE U 7 THEETHES R 2 BB L 2Bk & LT, R, 38,
R, KSR, Zrigdp. BEitd). SHEAEREHEEE IR, S8, mfL. B2 E) 0%
b, 7. B8 WP I T 2 RIGDOZE L. B R/ 3R M, BE
1TH. RE{TEREEHELL,
(3) HEEERE
&5 4 ERICHERERENERE, RE, BEFEERRICHT 32 RISERE, 84
BE(Zw b - xUZREHHIEEE, MK-380CM/R. ZEHTH#MEL2L), BF
R RAIECERTEIRAEER. MK-110, ETERHERSEIZER L.
BHEBR A I 2 EER OFRMEMERIRR I CRE LI B TER L. 2B,
Bh 4 HROBEBRECSHWTHBRYHEBSICERTS LEDhSRAENRLS
NP7, B2 BRICRREEZRBE LMo k.

(4@ EENE
RGP H OREANT 1 E. 5B LUEEMNPICEE 1 3, 725 OIS
BICEFRAEK L2200S. Y FU UAHASDERWTRIEL., RatkR
B A7 4 (Latox'F/V3, BLEHASHE) CX0F—%288ELE.
(5) IRpEEIE
G IEARINC 1 [ &, %54 KUmEAR Iz EE 1 6. EEICH B o
BB K OE B ORI & BT RPEE L2200S. U bU 7 ABERSD AN
7
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THIEL. £eiEB > 254 Latox-F/V3, BLilisiten) tkpr—%
ZEBIEL . 1 EFOFRRITHHEEB L OB, S ey AT A
TEELTHEL:E.

IR F R TR

5054 6 BRI #5 4B XUER 2 @RIz, BEH (X—%F 200, N1 %
) ZRAWT., IR (BB #8, sall, ¥, KR4 2EHE%. REAR
&l (2 BU PP, @ No.MP0660. ZXEMBHALH) I TS|, IRE
EREL 28, BEICRENZ S NRh - s EEBEIThaM o 72,

R

F SRR TR B LB K CEHE K T R, T Eh ot EERmICD
WTI1ESD s5mL OHREFAK (Lot No. 00512D. HFEHERJTHHASH)
ZHHEORS Lk, A —CRIRELTER. BAkEHT TR 3KMRE
BRL, ChZEHFHRELE. ESIRMr—C2RAWNT. R, #KkEHTT
17 RFR (—&R) WML, ChEHRELE, ThSOHEBERH BN
ERZAVTUTOHBIRDWTRERERL /.

BEIRE

I H wmES ik fEFRARHE - HeR7
* i% I AESFOE 2O POD {5 TNTF 4 AF4 v 8w
* Ak S A RISOIA TNFA AT 4 v I AR
* 7RO G ZOPTEETT L )34 254 5 5 28
* & B EREOEH SR TNFA AT 4 v I A®w
* pH H& ek TNTFAAF4 w2 2B
* O /—4%> Ehrlich RIGORA TINF 4 AT 4 v I AB
* EUJLE Y T TSR ThT 4 AT4 w7 A®
# R it it — R AR A —
# & I BTk ERERIEHTET (A-405A
* 1 ERERERE S — R 2300

% o SR THEBL .
#BRTERBLE.

a) 1 INA IV AT 4 IR et
TNTFAATF4 w7 A8

b) : e TIV<
c) : BFBIFHERNSH

KOBITRINT 4 A5 4 w7 AP0 z7 Ui,

(Lot No. 0C22D)
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RIVTF 4 AT 1 vy ABOHEHN (RINTF 4 2T 4 v 7 ZAPHRM D FHAEED

e wE

BERE (&) HERR GBIERE) i
i 60 (GErE d ) (i ) 0.015-0.045mg/dL ALY 0 ¥
- 4+ + + ++ e LTl Ze bR MR 5-15 fél/ e L
. -+ 4+ + et 65-10mg/di.
Thr | W0 5 15 40 80  160mgidL | P MRS
. - % + ++ +H+ 0.075-0.125g/dL
7RG B 30 0.1 0.25 05 1  2zdL o Kl
g 1 =Y s - x 4+  ++ 4+ A 15-30mg/dL
~G0 30 100 300  1000mefdl, | 7T
HbIZ
pH ~cofy |30 60 65 70 75 80 85 [_
vory W .
=2 80 Jo1 1 2 4 8 Ehtlich iifiwar, |01 Ehrlich BIndL
. . _ 0.4-0.8mg/dL
EUNE a0 + +++ PULE >
MR

BREREOZABLICREENHEETE (A% 15 ) <. ENThOHEER
BT DOWTETE & D# 20 BRI RE. T—F)VEBF T THEL. BXHIR
PORM U, 3.8%Y L8 bU UL (HEREHRRSE) TEBLLAE
M#EEBNTTO a2 E R (PT) BXUEE RS Fa RIS 2F
Fife] (APTT) ZRIEUL7A. E£/2, EDTAZK ABEmME (FLes#Ret) i

mAT, BEBFIELAmEZANTTFROFOMOEE I DWW THFEL =,
BAEEE
w Hify A e
FRER% (RBC) X104 1L DC Btk b)
R ERE (WBC) X10% 1L DC Btk b}
AT R 7Yy M (HD % Ll b)
ANEZOE R (Hb) g/dL SLS-Hb i b}
/b EL (Platelet) X104/ 1L DC ik b)
ElFmERfiAER (MCH) pg Hb/RBC X 1000 b)
SELFRMERER (MCV) fL Ht/RBC X 1000 b)
f&gf&%ﬁmﬁ#ﬁg % Hb/HL X 100 b)
HAMERE > = % Wright 3 c)
7okOorE 2 ER (PT) Sec. wEh o —FH d)
EHEALERS b OS5 X F B N

a) : Lympho, Eosino, Mono, Baso, Stab, Seg, Others

b} : Y B BEMmERFHERERE K-4500(3 A A v 7 ZEER S
c) : MR B53 7 EE HEG-120AF A 0 > H &)

d) : M#EEEE B B E SR EC-4ANT A > 74

9
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(9) mEELFHRE
A ERREE A & RIRHIC IR 0 i TR R BRI L oo SR L /2 (i 2 3 57
RE(3000rpm. 15C. # 10 HL. HBo5himEEHWTTROEBZ 7070
BaEEE Rt B L 8ER THRIE L B, AERoniEys >
NEH-80CTHHREL. HBETRICHEET S,
BEHIRE

H H Bir WBEHE

FANGHRUETI/F52A7x5—H(AsT) IUA  JSCCHELsE

FSZU72/)hS0A725—EALT) UL JSCC HERMLE

TNAVBAT 7 &—HE(ALP) UL  p=bhB7zz)b ) EEERk

L-v-ZNE 2 N3 ROFIAF

a-ZhoOrF= & HEH

T-IWNFINIUARTFY—E(r-GTP) UL

aY T R5 5 —(ChE) IUL DTNBik
#8TEA(Total protein) gldL Eo Ly g
77 2 (Albumin) g/dL BCG #
AIG ratio TP & ALB £hke5
7 R 85(Glucose) mgldl, ~FVFF—F - G-6-PDH %
#3270 —)(Total cholesterol) meg/dL SAL(I)SX; RoNEF I
MU Z1) &Y B(Triglyceride) mg/dl. GPO-DAOSE. )tV iEEE
FE) I E 2A(Total bilirubin) meg/dL,  NFTEEEb L
R#EZ%EBUN) mg/dl. L 7—¥ - GLDH i&
# b7 F = >(Creatinine) mg/dl, 7 L 7F=F—t - F-DAOS i
1) >(Inorganic phosphorus) mg/dl. PNP - XOD i
F1)V 77 A(Ca) mg/dl,. MXB ik
F U7 L(Na) mEq/L - A BREEE
A7 LR mEq/L -3 RN ERE
277 0—)I(CD) ' mEq/L -3 RBINEEE
(10) & H

BEMER TR (BREZE5OHR) BIUEENE®R TR (I 15 1) .
(8)B L TMOADIRIMA T . MATIIRE YT L THILBIE X &, 4k, FHEN.
RN B L OHEENERE - = WIRMICEE L,

(1) HEEAOHE
L[EMLE. TROBERODWTETFTREEIX 1773MPS, ¥ U 7 AR
S EANTHEL. MR X7 4 Latox-F/V3., BHB#AEH) ©
EOF—F e ABREL L. Fiz, MR A OEKRICHT RHEMERZ ELERSR

10
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VATFLATREREL TR LU,
Bd, BEHR. DM, FFEE. PRER. BRI, BIRF. RSN, RS LA
*ENO R B EENICREL .

(12) FEHARFORE
O BE-AROWH @R, BEF
TREDEHEE - HAEHEL. 0% PEEERL <) DKBRICETE -
Lic. 72720, BRET7 CEERICHBEEE. 10% SR K
BRICHEE L. MESELOBEEREEALLE, BERicBLE.
B (R, B BBaad) o DB BIR. PR, SEBLT. §.
+8HE. AT TIEESTNNE (S5, BB BXUKE (5. &5,
B . FFER. WER. AORF. BRI, BERE. BB LUBE (WE. WEiEzed
KREE) | FHE (T8, WS, BEED) . AEEEE. KL RSHLLfE. AGSIRR.
WE. R, 75, B THRIESIUHRME) >/ 8.
@ FEEKEAOER - HEMARSEHRE

# 5 Wik T R ORMEM BB XU 1000mg/ke BEOLFICDNWT, BES
NEB/EENT 74 EH, BYOH, T hFI) 2 TFTYEEE
EEERL., Rl £k, FIRTREOA SN HEHBKRTHO
200mg/kg HHEE 1 #1(No.02M03), EIEHFEFE 7RO 1000mg/kg BEHE 1 F
(No.03M10)33 & DA HRBERE 1 #1(No.00MO9) D BERIZ DWW T RIBkIZIEA
ZEML, SRl

9. fEatFHIfRT

Bohkd (RR<EMHME . EITOREHRZ AL, BHEHEEL L7z,
FAEKIEZERB 5% RMB LT 1%k E L,

28 HHEHE T, Bartlett DFSBREZITV. FROY—ENED S/
BEC—REOM S ET - k. TOBR. HEICEEEMED S NS,
Dunnett D% BB THEMBRICH T2 E9E0—NTEBREE2T> 2. 2
BA—RTHEWES, Kruskal-Wallis OHBEZ{TL., BEICHEEENED SN
72354, Dunnett BDFEE MW TE A BB I 3 5 T4 AL —t
ZTofc. HEHTHE. FREZEEL T, 2HO—RENZRD SN EBEITR
Student @ t-HE., D 5N NIREIL Aspin-Welch @ t-HEIC L D BT IEEE
EDRITHEREEZEML /2.

11
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Iv. HERR

1. B IU—MIRE (Table 1, 2, Appendix 1, 2)

REHEBS IUEEE D, SROME b ICECRED S NRMh- T,

B HIRIH. 1000mg/kg FEOHERE THESHSBICRRINE, FERE, T
B5 10 BEE, MTHS 9 BUMIIFITERED 5. M#EE 12 i, BXT
e, M5 PICHSI, T, FABOMED 1 FITIBE 22 ALK, vl
BRI, TOMOR TIESMRE S, BEIcRERED s, .

EEMRIP T, SROIES L b BREERD SRk,

2. PMEIEESEAERE (Table 3, 4, Appendix 3, 4)
#EHMPB L UEEERD. SWROMEEDBTIRBDSNITh- 7=,

3. HEEEHRTE( Table 5, 6, Appendix 5, 6 )

1Y 4 EROREIZB LT, SR OMME & S EAIREE & L T8 LR
BHosNiahoi,

4. % H (Fig. 1, 2, Table 7, 8, Appendix 7, 8)
B 5B L UBIE B S . SO & b BT & b L TE 2%
RO LMo,

5. #Efiik (Fig. 3, 4, Table 9, 10, Appendix 9, 10)
TSRS, SRS OMH & BRI & LB L THEXERZD S hizd -
7o
MEHE T, 1000mgke BOHETEE 2 BlcABRABENSNE,
1000mg/kg BEOME TIIBHE ER S B L THEIZR B s ah - 7=,

6. HRFIZEMEFA( Table 11, 12, Appendix 11, 12)
REBEN. 5 4 BRBLIUEY 2 AFOREICBNT, SHOMES LR
EERD SN, '

7. REEE (Table 13, 14, Appendix 13, 14)

RE WK TROBREICBWT, 1000mg/ke F TR & BICR pH Ot
HFoWmmEAmND S N7z, 200 BLU 40meg/kg B TIRUHAR R & L T
NORBFHIZOELZBD S Nah o=,

BRI TRROMRBIZB W TIE, 1000mg/ke $EOHE TILR LT OH &2 H0
BLURBOFZ2MMNRD S5Mi=. 1000mgkg FEOMETIIEYA L IREE & bk

12
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LCTWINOREFHEICLEZRIRD s Nzh ok,

8. MIKFEMRZ (Table 15, 16, Appendix 15, 16)
RGBS L CEEHIRE THOREICB T, SE5SHOENE & & itkhR
BB THWINoBEREI Bﬁﬁ‘i@i?ﬂ&b shighole,

9. MM (Table 17, 18, Appendix 17, 18 )

RGBT OBREIZB N T, 1000mgkg RO TRESHBI Uy O—)l
DHBRELD. AIG LLOBELHN. RAEOHETY o— N OFELBEIIED S
NJz. 200 BLY 40mg/ke BETIIMEE & B ITBERREE S LE L TWTFhoRE
RECOLAREZRBD S Naho T,

EEME#RTROBRIEICHB N T, 1000me/kg HOH TIHRESRB LY
DIVEORERELD. 1000mgke ORI V7 Fo o 0FEBM. A/G
EBXTF M) T LAOERERBIMNAE SN,

10. SREHEE (Table 19, 20, Appendix 19, 20)
BEMRIETRICBWT, SRS HOMH & b EERES KL TERER
mICHRERBED SNaho i,
EE R THRICB T, 1000me/kg HOME T3 EBB O EROE L
BAMNBD BN, 1000mgkg O TIIBHATEE & L TRREERICH
BEERDSNho -

11, % # (Table 21, 22, Appendix 21, 22)

REHIMBRTEOBREIZBWT, 1000mgke BEOMEELSH CTEE O NREHEEENR
H B N7z & 51T 1000mgikg FEDOHE 1 Fl(No,03F05) TIIFI OIS AEIE (KB ) .
i 1 F(No.03F04) TI/MNBB L UKIBOMBLE. KIBOH X%, oz
B3 (KHEA) BIUMIRDBHENTRD 5N, 200megrkg BEOHE 1 FI(No.02M03)
TERRIZKEO 3 A8 D S/, S IBRETIZHE 1 51(No.00MO5) THE O
ARIE, B 1 Hi(No. 00FOL) TFENMEHLE. b 1 #(No.00F0) CHTFE AR
BARERB LN,

BIEHAER TEHOREICHB N TR, SHEEBRORE 1 #(No.00MO9)IZEEL DI
RBIUZEAR (B486) . 1000ma/ke BEOHE 1 Hl(No.03M10) TR R IEEN 2. &
Nz,

13
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12. FRERELS BT (Table 28, 24, 25, Appendix 23, 24, 25)

G- MG T IRREAIC B W T TR OENED Sz,

JFB © RO IR R EBEZEAT 1000melkg TEOME 1 4, EEME I3 R R BABHI D
B B OMERE % 2 513 L T 1000me/kg O 2 flic A SNz,

B BRUL R OB, MRS & U OB (LA 1000me/ke B
D 1 FlicAHshi, £k, ARPEERS SN 200mg/ke FOH 1
$il(No.02MO3) Tid BRI O S RitREg x hi-,

FRARER « BERE 2 BT AR 1000me/kg TEOMEME 1 fiza B hiz,

RBE: AR S 5 N BHE ERED 1 H1(No.00MO5) THREMSHIET D
fE, EMHRONA. ZBEMBERBIUS T4 v EHIBEOMEN
wHbhi.

R LEF ORERICWIRRZE LSS & M @ (No.00MO5) TE RN T D25
MEEIZED N,

T, RELULK. BIR. Ok [EBLUM. ®. +ZEB. NG @&
B B . KEB (ER. #0B. mER) . BIR. MROE. BERE. B3k OVRE.
FH. AR, B0ALMR. KEEE. BREL. FE. K. THEITB TR %
FiCRERAShah o7k,

Bl T RHCAERELA S S N T, BTOEEED Rz,

ikt BB O HE 1 F)(No.00MO09) D Bl : BB RRMIE OFEH. KRS
EUHIA OB S TICEERO S A s,

1000mg/kg # DM 1 Hi(No.03M10)DFR, : WP FELRRME O, BRE
. MEOKRHEEBITCOS LS CITEELRGRIEEFIED SN,

14
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V. ERBIUKER

p(FEFINTI )R ZNEZN200 RESy bz 28 BE&OHBS L.
TOHmEER L. TO%, 14 BMOKEIAME R, EREEHR L,

—HRIREBIC BT, RHEAY 1000me/ke BEOMEHE QKR FIIC R S iz, Bt
AR 1000mg/kg HTHEND ZEMSHEBRPEBRECERLATLEEL SR
=W BERSRBICBEI N —BEORETH D . ERBICABNAES AR SR
BN EheFHELERE X SN o7,

REEITBWT, #E5 MK THIC 1000mg/kg BEOMEHE & IR pH OEMFIRD
WIMERZRS 5Nz, OB, HRMERELEHELATEEEhhkdt, tho
REHERBICRERS SN T, BHICEE L/ mEAREOR b basnzns &n
5. BEHEFNERIITVWLOEEZI Sk,

M E{LZERIREITB N T, REHMK TRIC 1000mg/kg OB TH SN
O—NV OB IZOWTIE. BAEHOELLTH O EBYEBREDOEE L E X SN,
EIHEEETHD. F M ULAREOMOBMRBIER ICEEIN T &7 S TRiCgE
T2 EEONSFRMEBENTE LN T &N S, SN EBEREV D EE LS
N’z

BRI BT, EBOABRED 1000mg/kg BEOMEHRLFH TH SN, HEOW
FHRIIEARROMBEATHONEZ 05, HRMEREORE L N-,
UL, WEMEENRE CIIEBAMICRERN <, BENER TEIC 02X
RO LN o T &, BB ONEIGSRIIESE L EEDi W EEED H 225k
THD, THENBD SNz M s, FHEEZREbRMo -,

FHRTHONEEOMOEREBUTOLSITEL SN,

1000mg/kg FOKE 1 Fl(No.03F04) TH S 22 AL S v EILESHE I N4,
BHEHFLRFEROBEIZL B DO &Rz,

MR T, 1000me/kg HOHETEHE 2 BITEBEN S SN, S<BELTIL
THD. BEMEPICEARICEBMEORBEIRD SN THAEVLI &M, #EBY
HiGORBEREAS NN .

REEEIZ BT, BEHT 1000mg/kg FOMICH S N REBORD B L URE
DEINZ DV T, MR ORE S BHOFEAGZNREICELEYT 5 & Ebh
DA SNT, EEPMEMI LD HOEEZL SN,

M AELFRRIEIZ BN T, 25 R THHZ 1000mekg BEOBETH 517 A/G
b, BEREHT, EHBIUTNVT I X RN EnG. L HmEE
MICEBbDEFEZON, £z, WEHMBTEH A IIEEMEKTHIC

15
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1000mglkg HDOETHENEREBHEPIVBE I N E OB, BAHMOD
MTHLIENSHFEFNEROALVWELEZEZ SN, EHBMK T
1000mgtkg HEDEETHLEN=Z LT FZ O, A/G BETF M) 5 AR
OWTE WFNLBELEH T, R5HMKTHICREBL TOARWELTHS
ZERS, #BMEEEORETIIRWEELEZ SN,

SEERTIL. EEME THIC 1000me/ke SO/ TEBBE O ERIC A D
RO BN, BELEWMT. FAEOTILTH DI 05, HRYERSORET
BianheEZz 5his,

RERETE., R THIEOZERED 1000mg/ke BOM 2 M TRED SN, 55 1
Fil(No.03FO) DR BHMFMIREICB W TRAMFEESBZD SR, LiL. I
DOEBHREEERED T v FCBWTHRARENICASNS T & IMREINT
BY., FERICBT BELOREAZLDLL, TOBERERTHZ ZLOSESR
MZL LA SNz, TOf. PRSI CHEBEHGSENRETH S B, W
NOHREMERTHA SN THEL, E ERHEOT v Mo LITUITED
ENZERBENLOBTH D &5, BRWERE LBMOANEEEL SN
pa

BALDRRANTE D, 1000me/ke BEDOHERIC B THHRMEEENRD SFuzh-o 1=
CENS, FEHBREHTT p- (FEFNTI) ROEVANFZINZOY ROE
FERISHERE & B I 1000mg/ke SHMFE Nz, £, 1000me/ke BOREHEIZBINT
EHEZB LWL AR o720, HBRYERSICRAEEEI SNSHE. RpH
OEAE | R ORINER, miFh 7 o— Lo B ECHBRONBIEENA SR,
200mg/kg LU T OFF OMME CRIEBMEE S OREIB D SNBA I EMD, &
MBEGTT p- (TEFANFTI) ROVIANFDIINIOY ROEEERTMEL
&EBHIT 200mekeg ST E N,
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1D MR Fip (FEFATI /) REZIVEDIN I OY ROFIMBILZ =2
FVORE. RRASERE S - Y T ASERE. 2000, FFExE.

2) REQ—. B:p(FEFTENIREIZNEZILZOU ROTy hERAWDA
HEREOFETFRERBLY 7 B O RE# 554 T 6 558 (PROJECT No.
H-00356). HISHEERBREMES. 2001, KFRx.

3) Takahisa Noto et.al: Spontaneous Lesions in Crj:CD(SD)IGS Rats Versus
in Jcl:SD Rats Used in Toxicity Studies — Histopathological Findings - ,
Biological Reference Data on CD{(SD)IGS Rats — 1999, CD(SD)IGS Study
Group Yokohama.
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Fig.]  Body weight changes of male rats treated orally with p—(acetylamino)benzenesulfony! chloride for 28 days

PABSC : p—(acetvlamino)benzenesulfonyl chloride PROJEGCT No.H-00357
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Body weight changes of female rats treated orally with p—({acetylamino)benzenesulfonyl chloride for 28 days

PROJECT No.H-00357
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PABSG : p—(acetvlamino)benzenesulfonyl chloride
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Food consumption ( g/day/rat )
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Figd Food consumption of male rats treated orally with p~(acetylamino)benzenesulfonyl chloride for 28 days

PABSC : p—(acetvlamino)benzenesulfonyl chloride PROJECT No.H-00357
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2 9 16 23 2 9
( Days )

Figd4 Food consumption of female rats treated orally with p—{acetylamino)benzenesulfonyl chloride for 28 days

PABSC : p-(acetvlamino)benzenesulfonyl chloribe
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Table 1-1 Clinical signs of male rats treated orally with p-{acetylamino)benzenesulfonyl chloride for 28 days

< Days of treatment

Group=-No. 1 2 3 4 5 b 7 8 9 10 A 12 13 4
Dose
(mg/kg) Findings A B A B A B A B A B A B A B A B A B A B A B A B A B A B
] No.of animais 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Vehicle no abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0
01 No.of animals 6 6 B 6 6 6 6 6 6 6 6 b 6 6 6 6 b 6 6 6 [ 6 6 6 6 6 6
PABSC ne abnormality 6§ 6 6 6 6 6 6 6 8 6 6 & 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
40
F] No.of animals 6 6 6 6 6 6 6 6 6 b 6 6 6 6 6 & 6 6 6 & 6 6 6 6 6 6 B 6
PABSC no abnormality 6 6 6 6 6 6 6 6 6 & 6 6 6 6 6§ 6 6 6 6 6 6 6 6 6 6 6 6 &
200 .
(1K} No.of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PABSC no abnormality 12 12 i2 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 10 12 12 12 10 12 9 12 9
2 2 3 3

1000 salivation
PABSC : p-{acetylamino)benzenesul fonyl chloride
A : Before administration B : After administration

PROJECT No.H-00357




Table 1-2 Clinical signs of male rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days

¢ Days of treatment

Group=No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Dose
{mg/kg) Findings A B A B A B A B A B A B A B A B A B A B A B A B A B A B
00 No.of animals 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 i2 12 i2 12 12 12 12 12 12 12 12 12 12 12
Yehicle no abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0
01 No.of animals & 6 6 6 [ 6 6 6 6 6§ & 6 6 6 6 6 6 E 6 6 b 6 6 6 6 6 6
PABSC no abnormality 6 6 6 6 6 6 6 6 6 & 6 6 5 6 6 6 6 6 8 6 6 &6 6 6 6 6 6 6
40
02 No.of animals 6 b 6 & 6 6 6 6 6 6 6 & 6 6 6§ 6 6 6 6 6 6§ 6 6 6 6 6 6§ 6
PABSC no abnormality 8 & 6 6 6 6 B 6 6 6 § 6 6 6 6 6 8 6 6 6 6 6 6 6 6 6 6 6
200
03 No.of animals 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PABSC no abnormality 12 N 12 9 12 8 12 9 12 8 12 8 12 8 12 8 12 9 12 1 12 9 12 6 12 6 12 b
1000 salivation 1 3 4 K| 4 4 4 k] 3 1 3 6 ] ]
PABSC : p-(acetylamino)benzenesulfonyl chioride
A : Before administration B : After administration

PROJECT No.H-00357
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Table 1-3 Clintcal signs of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
< Days of treatment »
Group-No. 23
Dose
{me/kg) Findings C
00 No.of animals [
Vehicle no abnormality 6
0

[1]] No.of animals 6
PABSC no abnormality 6

40
02 No.of animals [
PABSC no abnormality 6

200
03 No.of animals B
PABSC no abnormality 6

1000 salivation
PABSC : p=-(acetylzmino)benzenesulfony! chloride
C : Before autopsy

PROJECT No.H-00357




Tablte 1-4 Clinical signs of male rats treated orally with p-(acetylamino)benzenesul fonyl chlaride for 28 days

{ Days of recovery

Group-No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
Dose
{mg/kg} Findings C
00 No.of animals 6 6 6 6 & 6 6 6 6 6 6 6 6 6 6
Vehicle no abnormality 6 6 & 6 6 6 6 6 6 6 6 6 6 6 6
0
03 No.of animals 6 6 b 6 6 6 6 6 6 6 6 6 6 6 6
PABSC no abnormality 6 6 6 6 b & 6 6 & 6 6 6 6 6 6
1000

PABSC : p-{acetylamino)}benzenesulfonyl chloride
C : Before autopsy

PROJECT No.H-00357




Table 2-1 Clinical signs of female rats treated orally with p-{acetylamino)benzenesulfonyl chloride for 28 days

¢ Days of treatment

Group~No. 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Dose
{mg/kg) Findings A B A B A B A B A 8 A B A B A B _A B A B A B A B A B A B
00 No.of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Yehicle no abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12
0
01 No.of animals B 6 ] 6 & 8 6 6 6 6 6 6 6 6 6 E & 6§ 6 6 6 5 b 6 & 6 6
PABSC no abnormality B 6 6 @& 6 6 B 6 6 6 6 6 6 6 6 & 6§ 6 6 6 6 6 6 6 6 6 6 6
40
02 Ne.of animals 6 & 6 b 6 b 6 6 6 6 6 6 6 6 6 B 6 6 8 6§ 6 6 6 6 6 b b ©
PABSC no abnormality 6 6 6 6 6 6 6 b 6 6 6 6 6 6 6 b 6 6 6 6 6 6 6 6 6 & 6 6
200
[iX] No.of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
PABSC no abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1 12 8 12 12 12 7 12 7 12 7
1000 salivation 1 4 5 5 5
rale
PABSC : p-(acetylamino)}benzenesul fony! chloride
A : Before administration B : After administration

q;»
€0
PROJECT No.H-00357
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Table 2-2 Clinical signs of female rats treated oratly with p-(acetylamino)benzenesul fonyl chioride for 28 days
< Days of treatment >
Group=-o. 19 20 21 22 23 24 25 26 27 28
Dose
{mg/kg) Findings A B A B A B A B A B A B A B A B A B A B A B A B A B A B
00 No.of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1¢2 12 12 12 17 12 1? 12
Yehicle no abnormaiity 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12 12 12 12 12 12 12 12 12 12
0
01 No.of animals 6 & 6 6 6 6 6 b 6 6 6 6 6§ 6 6 6 6§ 6 6 6 6 6 6 & & 6 6 b
PABSC no abnormality 6 6 6 6 b & 6 & 6 6 [ Y 6 6 6 6 6 6 6 6 6 6 6 & 6 6 6 &
40
02 No.of animals 6 6 6§ 6 [ 6 6 b 6 6 6 6§ 6 6 6 6 6 6 6 6 6 6 6 6 6 6 6
PARSC no abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 & E & 6 6 6 & 6 6 6 6 b 6 6 6
200
03 No.of animals i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 i2 12 12 12
PABSC no abnormality 12 9 12 12 12 9 12 1N 12 9 12 8 12 10 11 10 11 10 11 10 11 10 11 10 1M1 9 11 10
1000 salivation k| k] 1 3 4 2 2 i 1 d 1 2 1
rale 1 1 1 1 1 1 1 1 1 1 1 1 1

PABSC : p-{acetylamino)benzenesulfony! chloride
A : Betore administration B : After administration

PROJECT No.H-00357
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Table 2-3 Clinical signs of female rats treated orally with p-(acetylamino)benzenasul fonyl chleride for 28 days
= ¢ Days of treatment
Group-No. 29
Dose
(mg/kg) Findings W
00 No.of animals 6
Vehicle no abnormality 6
0
01 No.of animals 6
PABSC no abnormaiity 6
40
02 No.of animals 6
PABSC no abnormality 6
200
03 No.of animals [
PABSC no abnormality 5
1000 sailvation
rale ]

PABSC : p-(acetylamino)benzenesuifonyl chloride
C : Before autopsy

PROJECT No.H-00357
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Table 2-4 Clinical signs of female rats treated orally with p~{acetylamino}benzenesulfonyl chloride for 28 days

{ Days of recovery

Group-No. 1T 2 3 4 5 6 7 & 9 10 11 12 13 14 1§
Dose

(mg/ke) Findings C
] No.of animals 6 6 6 6 6 6 6 b6 6 & 6 b 6 6 6
Yehicle no abnormality 6 6 6 6 6§ 6 6 6 6 6 6 6 6 & &

0

03 No.aof animals 6 6 6 6 6 6 & 6 6 6 & 6 6 6 6
PABSC no abnormality B 6 6 6 6 6 6 6 6 6 6 6 6 6 &

1000
PABSC : p-(acetylamino)benzenesulfonyl chloride
C : Before autopsy

PROJECT No.H-00357
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Tabla 3-1 Reurotoxicological observation of male rats treated orally with p-{acetylamine)benzenesul fonyl chloride for 28 days
- lewin's comprehensive tests -
Group=-No. N 1] 01 - 02 03
o VYehicle PABSC PABSC PABSC
r 1 40 200 1000
Dose (ng/kg} n
]
|
No.af animals 12 12 12 12 § B § [ 6 [] B b 12 12 12 12
Nean Mean . Kean Nean
Neeks (8 : Before treatment) B 1 2 3 B 1 2 3 B 1 2 3 B 1 2 3

OBSERYATION |N THE HOME CAGE

increased locomotor activity 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Atnormal behavior

Restlessness 0 0 0 1] 0 0 0 0 1 0 0 0 1] 0 0 1] 0
Writhing 0 0 0 b - 4 ] 0 0 0 0 0 0 0 1] ] 0 0
Fighting 1] 1] 1 0 0 0 i 0 0 0 4 8 1 0 [1] a 0
Alertness 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Startle response 4 4 4 4 4 4 4 4 4 4 L] £ 4 4 4 4 [
OBSERVATION ON THE ARENA
Piloerection 0 o 0 0 o 0 0 0 0 ] 0 0 0 0 0 0 ]
Tremor 0 0 1] 0 0 1 0 0 0 1] 0 [} 0 0 0 0 0
Twitch 0 0 0 0 0 0 a 0 0 0 13 0 0 1 0 1] 0
Respiration

Abdominal ] 0 0 0 0 0 0 0 ] 0 0 0 1] 0 0 0 1]
Gasping 1] [} 1 ] 0 0 0 0 0 0 0 0 )] 0 0 0 1
Faster 1] [} 0 0 0 0 0 0 1 0 0 0 0 0 [t 0 0
Slawer 1 a 0 0 [1] 0 0 0 0 0 0 0 0 0 0 0 0
Canvulsion

Clonic convelsion 0 0 0 0 0 0 0 0 0 0 1] [H 1 (1] [ 0 0
Tonic convulsion 0 0 ] [ g 0 1] 0 0 [} 1 0 0 0 0 0 0
Abnorpal behavior

Apathy 1] 0 0 0 0 0 0 0 ¢ 0 0 0 0 0 0 0 0
Darting 0 [1] 0 0 0 0 0 0 0 0 ] 0 i ] ] [ 0
Bedy position

Straub tail 0 0 0 0 0 [1} [i} a i} 0 0 0 0 0 1 0 1]
Hunched pasition 0 0 0 0 0 0 0 0 0 0 0 0 4 0 0 0 0
Hind quariers raised 1] 0 0 ¢ ¢ 0 0 0 0 0 0 0 0 0 0 0 0
Dragging hind [imbs 0 0 0 1] 0 1 0 1] 1] 0 0 0 1 1] 1 0 0
Abnormal gait

Limhs spread further apart { 0 ° 0 1] 0 1] 0 0 0 ] 0 ] 0 0 0 1
Tip toe gait ] 0 0 8 1] ] ¢ 0 0 0 0 0 ] 0 4 ] i}
Rolling frem side to side 0 1] 0 [} 0 1 0 [} 0 0 0 13 1] 0 0 ] 0
Nalking lower on ils ligbs 0 ] 0 0 0 0 0 0 0 0 0 0 0 0 0 [ 0
Incapable of amntor aclivity 0 ] 0 0 0 0 ] 1] i 1 1} 0 0 0 1] 1] ]
Exploratary behavior 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Sedation 0 1 1] 0 0 1] 0 0 0 0 0 1] 4 0 0 0 0

PABSC : p-(acelylamino)benzenesulfonyl chloride
Norwal score=0, Abnormal reactions are scored up range of 1~4
Hormal score=4, Siimulaticn ; score 5~8&, [nhibition ; score 0~3

PROJECT No.H-00357
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Table 3-2 Neurotoxicologlcal observation of male rats treated orally with p-(acetylamino) banzenasu!fonyl chloride for 28 days
= Irwin's comprehensive tests -

Graup-No. N ag []] 02 3

o Vehicle PABSC PABSC PARSC

r ] 40 200 1000
Dose(mg/kg) n

3

|
Ko.of animals 12 12 12 12 6 [] B 3 & 6 6 6 12 12 12 12

Mean Nean Mean Mean

Weeks {B : Before treatment) B 1 2 3 B 1 ? 1 B 1 H 3 ] i H 3

OBSERYATION IN THE HAND

Fearfulness 0 0 [t 0 0 0 0 0 1] 0 0 0 ] 0 0 0 0
Passivity [ 1] 0 o 0 0 0 0 ] 0 0 0 0 [ 0 0 0
Exophthalmos 0 a 0 0 0 0 0 0 0 0 [H 0 1] 0 0 0 0
Pupil size 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Loss of pinna reflex L} 0 o 1] 0 0 ¢ 0 ¢ 0 ] 0 0 0 0 [ ]
Lass of corneal reflex a 1] 1] 0 0 0 0 0 0 0 0 0 0 4 1] 1] 0
Hypothermia 0 ] 0 0 0 1] 0 0 0 0 0 [} 0 0 0 0 &
Skin color 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Mucous membranes 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Occurrence of secretions 0 0 0 0 0 0 1 0 4 0 0 0 0 0 0 [} 1]
Cyanosis 1] 0 0 0 ¢ 0 0 0 0 0 0 a 4 0 ] 0 0
Ptosis )] 0 1] [1] ¢ 0 0 0 0 0 0 a 1] 0 0 0 0
Lacrimation 0 0 1] 0 0 0 0 0 0 [} 0 1] 0 0 0 0 0
Salivation 1] ] 0 o 0 0 0 1] 1 0 0 0 ] 0 0 0 1]
Ruscle tane 4 4 4 4 4 4 4 q L] 4 4 4 [] 4 4 4 4
Pain response 4 4 4 4 4 4 4 4 L] 4 4 4 [] 4 4 4 4
AgEressiveness 0 0 0 0 1] 0 0 0 0 0 0 1] [+ 0 0 0 0
Vocalization 0 0 0 0 1] ] 0 0 ] 0 1] [H 1] 0 ] 0 0
Diarrhea 0 0 0 0 [} 1] 1] ] 0 0 [t 0 0 1] ] 0 0

OBSERYATIOR ON RETURN TO HOME CAGE

Grooming 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
PABSC : p-(acelylamino}benzenesulfonyl chloride

Normal score=0, Abaormaf reactions are scored up range of 1-~~4

Normal score=4, Stimulation ; score 5~8, Inhibition ; scora 0~3

FROJECT No.H-00357
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Table 3-3 Neurotoxicological observation of male rats treated orafly with p-{acetylamino}benzenesulfony! chloride for 28 days
= lrwin's comprehensive tasts -
Group-Ho. N 0o 01 02 03
o VYehicle PABSC PABSC PABSC
r 0 40 200 1000
Dose (ng/kg) n :
2
|
No.of animals 12 [ 3 [ § . 12 3 6
Mean Nean Hean Mean
R R R R
Weeks (R : Recovery) 4 1 2 4 4 4 ] H

OBSERVATION |N THE HOME CAGE

Increased locoaotor aclivity 4 4 4 L] 4 4 4 4 4
Abnormal behavior

Restlessness 0 0 0 0 ] 0 o 1] 0
Nrithing o 1] ] 0 0 4 0 0 0
Fighting 0 0 0 0 1] 1 4 0 ¢
Alertness 4 4 4 4 4 L] 4 4 4
Startle response 4 4 4 4 4 4 4 4 4
OBSERVATION ON THE ARENA

Piloerection 0 [} 0 0 0 0 0 1 0
Treaor 0 0 0 ] 0 ¢ 0 0 0
Twitch 0 0 0 0 0 0 ] 0 0
Respiration

Abdominal 1] 0 0 0 0 0 2 0 0
Gasping 0 ] 0 ] 1] 0 [ 0 0
Faster o 0 ] 1] 1] 0 0 0 0
Slower 0 0 0 1] 1] 0 0 0 0
Convulsian

Clonic convuisicn 0 0 0 0 & 0 [ 0 0
Tenic convulsicn 0 0 0 ] 1] 1] 1 0 ]
Abnarazl behavior

Apathy Q 0 0 0 0 0 0 0 0
Darting 0 ] 0 0 ] 0 0 0 ]
Body pesition

Straub tail 0 0 0 0 0 1} 0 0 0
Hunched pasition D 0 0 ] 0 0 ] 0 0
Hind quariers raised 1] 1] 0 ¢ 0 0 0 0 0
ODragging hind Iinbs 0 0 0 0 0 g 0 ] 0
Abnormal gait

Limbs spread further apart L} 1] 1] 1] )] 0 1] 0 I
Tip toe gait Q 0 o [} 0 ] 1] 0 0
Rolling from side to side 0 1] 0 1 0 0 0 0 0
Wafking lower on its liobs 0 1] 0 0 0 0 ] ] 1]
Incapable of mator activity 0 ] 0 1] 1] 1} 0 0 1]
Exploratory behavior 4 4 4 4 4 4 4 4 4
Sedation 1 1] 1] 0 {4 0 0 0 0

PABSC : p-(aceiylamino}benzenesulfanyl chloride
Hormal score=0, Abnorwal reactions are scored wp range of 1~4
Rormal score=4, Stimulation ; scare 5~8, Inhibition ; scara O~3

- PROJECT No.H-00357
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Tabla 3-4 Neuratoxicological observation of male rats treated orally with p-{acetylamino)benzenesulfonyl chloride for 28 days
= lewin's comprehensive tests -

Group-No. N 00 0n 02 03

o Yehicle PABSC PABSC PABSC

r 0 ’ 40 200 1000
Dose (ng/kg) [

1

1
No.of aninals 12 b 3 [ [ 12 [ [

Mean Mean Nasn Mean
R

Neeks (R : Recovery) 4 1 2 4 4 4 1 H
GBSERVATION IN THE HAND
Fearfulness [1] 1 1] 0 1] 1] 1} a 0
Passivity & 0 ¢ 0 0 0 0 0 0
Exophthalmes Q 0 0 0 ] D 0 0 1]
Pupil size 4 4 4 4 4 4 4 4 4
Loss of pinna reflex 0 0 g 0 0 1} [1] 0 0
Loss of corneal reflex ] 0 0 0 ] 0 0 ] 0
Hypothermia ] 0 0 )} 0 [} [} ¢ 0
Skin colar 4 4 4 4 4 4 4 4 4
Mucous meabranes 4 4 4 4 4 4 4 4 4
Occurrence of secretions 0 0 0 0 ] 8 0 0 0
Cyanosis 1] 1 ] 0 1] 1 [1] [1] 0
Ptosis L} 0 0 0 0 1 0 0 0
Lacrimation [} 0 0 1] 0 0 0 1] 0
Salivation Q 0 ¢ 0 0 ] 0 1] 0
Muscle tone 4 4 4 4 4 4 4 4 4
Pain response 4 4 4 4 4 ) 4 4 4
Aggressiveness 0 ] 0 0 ] 0 0 0 1]
Yocalizatien 8 & 0 0 0 0 0 ] Q
Diarrhea ] 1] 0 1] 0 0 0 0 a

OBSERYATION ON RETURN TO HOME CAGE

Grooming 4 4 4 4 4 4 4 4 a
PASSC : p-{acelylamino)benzenesulfonyl chloride

Normal score=0, Abrormal reactions are scored up range of 1~4

Normal score=4, Stimulatien ; score 5~~B, Inhibition ; score D~3

PROJECT No.H-00357
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Table 4-1 Neurotoxicological observation of female rats treated orally with p-(acetylamino}benzenesulfany! chloride for 28 days
~ lrwin's comprehensive tasts -

Group-No. N (L) of 0z 03

o VYehicle PABSC PABSC PABSC

r 0 40 200 1000
Dose(ng/ke) n

a

|
No.of animals 12 12 12 12 [ § 3 [ [ 3 3 3 12 12 12 12

Hean Nean lean Hean

Weeks {B : Before treatment) B 1 2 3 B 1 H k] B 1 2 3 B 1 H 3

OBSERVATION [N THE HONE CAGE

Increased locomotor activity 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Abriormal behaviar

Restlessness 1] 1 1 ¢ 0 0 1 1 o 0 0 1] 1] 0 1] 0 0
Brithing 0 [ 0 0 0 0 0 [1] ] [} 1 0 0 0 4 0 0
Fighting 0 1] 1] 0 1] 0 ] 0 1] g 0 0 1] 0 0 0 0
Alartness 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Startle response 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
OBSERYATION ON THE ARENA
Piloerection 0 0 0 0 0 0 0 0 0 0 0 0 g 0 0 0 0
Tremor 0 0 0 0 ] 0 0 0 0 0 0 0 [1] 1] 0 0 ]
Twitch 0 0 0 0 ¢ 0 0 0 0 0 0 4 g 0 1] 0 0
Respiration

Abdominal ] 0 0 0 0 0 )] | [t 0 4] 0 0 0 0 0 0
Gasping 0 0 0 ¢ 0 0 [ 0 0 0 0 1] 0 0 1] 0 0
Faster 0 0 0 0 0 1] 1] 0 ] [} 0 1 0 [ 1] 0 0
Slower 1] 0 0 0 1] ] 1] ] ] ¢ 1] 0 1] 0 0 0 0
Convulsion

Clanic convulsion 0 0 0 [} 0 [1] ] 0 [ 0 ] 0 ] 1 0 0 1]
Tonic convulsion 1] 0 0 0 0 0 1] 0 0 0 ] 0 0 0 0 ] 1]
Abnormzl behavior

Apathy 0 ) 0 0 [ ] 0 4] 1] 0 0 0 0 0 0 0 1]
Darting 0 0 1] 0 0 0 a a 1 1 0 0 0 0 0 ] 0
Body pesition

Straub tail i} 0 0 1] 0 0 0 0 0 0 0 0 0 i} 0 0 0
Hunched position ] d 1 1] 1] 1 ] 0 0 0 g a 1] 0 1] 1] 0
Hind quariers raised [1] 0 0 0 0 0 0 0 0 [} [ 0 1 0 1] 0 0
Dragging hind [imbs 1] 1] 0 0 1] ] 1] 0 0 0 1 ] 0 0 ] [1] 0
Abnormal gait

Limbs spread further azpart 1] 0 0 1] 0 1] 0 0 0 ] 1] [} 0 1] 0 0 1]
Tip toe gait 1] 1] 0 0 0 0 0 1] [} 0 1] 0 0 1 0 0 4]
Rolling from side to side 0 ] 0 0 0 0 0 4 1 0 0 0 0 0 0 0 ]
Walking lowar on its linbs 0 & ] 0 ] ] [} i a 0 1] 0 0 ] 0 ] 0
Incapable of motor activity 0 0 1] 0 0 g a 0 0 0 0 0 1] 1] 0 0 1]
Exploratory behavior 4 4 4 4 4 4 4 q L] 4 4 4 4 4 4 4 4
Sedation 0 0 0 0 0 0 0 i 0 ] 0 0 1] 0 1] 0 1

PABSC : p-{acelylanino)benzenesul fenyl chloride
Normal $care=0, Abnarmal reactions are scored up range of 1~4
Normal score=4, Stimulation : score 5~8, Inhibition ; score 0~3
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Table 4-2 Neurotoxicological abservation of female rats treated orally with p-(acetylamino) benzenesul fonyl chlaride for 28 days
- Irwin's comprehensive tests -

Group-No. H 00 o1 02 03

o Yehicle PABSC PABSC PABSC

r & 40 200 1000
Dose (mg/kg) [

2

1
No.of animals 12 12 12 12 3 6§ 3 6 ] 6 3 3 12 12 12 12

Mean Hean Mezn Hean

Xoeks (B : Before treatment) B 1 2 3 B 1 2 3 B 1 2 k] B 1 ? 3
OBSERVATION I¥ THE HAND
Fearfulness 0 0 [1} ] 1] 0 0 0 1 [1} 0 a [1] ] 0 1} 0
Passivity 0 0 [1} 0 ) 0 0 [’} [’} 0 0 0 ] 0 1] 0 [1}
Exophthalmas D [} 1 b ] 0 0 1] 1 0 0 1 [ 0 ] 0 0
Pupil siza 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Loss of pinma reflex 0 0 0 0 ] 0 ] ] 1] 0 0 0 0 0 [ 0 0
Loss of corneal reflex [1] 0 0 0 ] 0 )] ] )] 1 0 0 [} 0 0 0 0
Hypotharaia ] 1 0 0 1] 0 1] 0 0 0 ) ] ] 1] 1] 1] 0
Skin color 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Rucous nembranes 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Occurrence of secretions 0 1] 0 0 0 0 0 0 0 0 0 0 0 0 0 0 L]
Cyanosis 0 0 0 1] 0 1 0 1 0 0 0 0 0 1 0 0 0
Ptosis 0 0 a 1] 1] Q 0 0 1] 1] 0 0 0 0 0 1] 0
tacrimation 0 0 0 0 0 0 1] 0 [1} 0 0 0 0 0 0 1] 0
Salivatijon 0 0 1] 0 1] 0 0 0 g 1 0 0 1] 0 0 )] 0
Muscle tone 4 4 4 4 4 4 4 4 4 4 4 4 4 4 L] 4 4
Pain response 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Aggressivenass 1] 0 [ b @ 0 0 1 Q 1] [1] a 1] )] 0 1] 1]
Yocalizatian ] 0 1 ] 1] 0 0 0 1 0 0 0 [ ] 0 0 0
Diarrhea 1 4 0 o 0 0 0 0 0 0 1] r 0 o 0 0 0

O8SERVATION ON RETURR TO HOME CAGE

Gropming 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
PABSC : p~{acetylamino)benzenesulfonyl chloride

Noraal score=0, Abnormal reactions are scored up range of 1-~4

Noraal score=4, Stimulation ; score 5~8, Inhibition ; score 0~1

PROJECT No.H-00357



61V

Table 4-3 Neurotoxicological observation of female rats treated orally with p-{acetylanino)benzenesulfonyl chloride for 28 days
- lrwin’ s comprehensive tests -
Group=No. N 00 01 02 03
o Vehicle & PABSC PABSC PABSC
t 0 40 200 1000
Dose{me/ke) '
a
|
No.of animals 12 B 3 [ 6 12 [ [
Wean Mean Nean Nean
R R R
feeks (R ; Recavery) 4 1 H 4 4 4 1 H

OBSERVATION IN THE HOME CAGE

Increased locomotor activity 4 4 4 4 4 4 4 4 4
Abnorazl behavior

Restlessness 0 0 0 [} a 0 1] 0 0
Writhing 0 0 2] 0 0 0 0 0 0
Fighting 0 0 0 0 0 0 ° ] 0
Alertness 4 4 L] 4 4 4 4 4 4
Startle response 4 4 4 4 4 4 4 4 4
OBSERVATION ON THE ARENA

Plloerection [} 0 0 [} 0 0 0 1] 0
Treaor '} 0 1} 0 0 0 0 0 0
Twitch 0 0 0 0 a 0 0 0 0
Respiralion

Abdominal 0 ¢ 0 0 0 0 0 0 1]
Gasping 0 0 0 0 0 1] 0 ] 0
Faster 1] 0 g 0 0 0 0 4 0
Slower 0 0 0 0 0 0 ] 0 0
Convulsian

Clonit convulsion b 1] 0 4 0 0 1] 0 0
Tonic convulsion 0 0 0 0 0 [} 0 0 0
Abnormal behavior

Apathy 0 0 0 0 ] 0 0 0 1]
Darting g 0 0 ] 1] 0 0 0 0
Bady position

Straub tail 0 0 0 0 0 0 0 0 0
Hunched position 0 ] 0 1] 1] 0 0 0 0
Hind quarters raised 0 0 0 [ i 0 ¢ 0 0
Dragging hind limbs 0 0 0 0 0 0 0 0 0
Abnoroal gait

Limbs spread further apart 0 1 [1] 1] 0 1} [ 1] 1]
Tip toe gail 0 0 0 1] 0 0 0 [ 0
Rolling frem side to slide 0 0 0 ] 0 0 [} 0 0
Walking lower on its [imbs 0 0 0 0 0 0 0 i 0
Incapable of motor activity 0 0 0 0 0 0 0 a 0
Exploratory behavior 4 4 4 4 4 4 4 4 4
Sedation 0 0 0 0 g 1] 0 0 0

PABSC : p-(acetylanino)benzenesuliony] chloride
Normal score=0, Abnormal reactions are scored up range of 1~4
Normal score=4, Stimulation ; score 5~8, Iahibition ; score 0~3
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Table 4-4 Heurotoxicological observation of female rals treated orally with p-{acetylamino}benzenssulfony! chloride for 28 days
- lrwin's comprehensive tests -

Group-No. N 00 01 02 03

o VYehicle PABSC PABSC PABSC

r 0 40 200 1000
Dose (ng/kg) n

. a

|

No.of anioals 12 B [] [ b 12 6 [3
Nean Nean Mean Mean
R

Weeks (R : Recovery) 4 1 H 4 4 4 1 H
DBSERVATION IN THE HAND
Fearfulness 0 [1] ] 0 0 ] 0 i a
Passivity L] 0 [ 0 0 D 0 0 0
Exophthalnos 0 0 0 0 0 ] 0 0 0
Pupil size 4 4 4 4 4 4 4 4 4
Loss of pinna reflex b ¢ 0 0 0 0 [1] 0 0
Loss of corneal reflex 0 0 1 1] 0 0 0 [ 0
Hypothermia 0 0 ] ] 0 0 0 0 0
Skin colar 4 4 ] 4 4 4 4 4 4
Mucous memhranes 4 4 L] 4 4 4 4 4 4
Occurrence of secretions o a 1] 0 1} 0 a a 0
Cyanosis 0 0 0 0 ] 0 0 i 0
Ptosis 0 0 0 0 [ 0 0 0 0
Lacrimation [1] 1 0 0 0 0 0 0 0
Salivation 0 0 0 1] 0 0 0 0 0
Nuscle tone 4 4 4 4 4 4 4 4 4
Pain response 4 4 4 4 4 4 4 4 4
Aggrassiveness 0 0 0 0 0 0 0 0 0
Yocalization 0 0 0 0 0 0 0 0 0
Diarrhea 0 ] 0 o i] [1} 1] 0 0

OBSERYATION ON RETURN TO HOME CAGE

Grooming 4 4 4 4 4 4 4 4 4
PABSC : p-(acetylamino)benzenesulfonyl chloride

Normal score=0, Abnormal reactions are scored up range of 1~4

Normal score=4, Stimulation ; score 5~8, Inhibition ; score 0~3
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Table § Functional tests of male rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days
- 4-week of treatment -
Group-No. Pinna Corneal Righting Pain Visual cliff Audition Grip strength test Spontaneous movement
Dose Grade reflex reflex reflex response test test forelimb kindlimb frequency
(mg/kg)  kg) { ke)
00 - 0 0 0 0 0 0 N 12 12 12
Vehicle + 12 12 12 12 12 12 Mean 0.511 0.453 443
0 S.0. 0.083 0. 096 138
] - 1} 0 0 0 0 0 N G 6 [
PABSC -+ 6 & 6 6 6 6 Mean 0.511 0.428 412
40 S.D. 0.074 0.104 142
0z - 0 0 0 0 0 0 N 6 6 ]
PABSC + 6 ] 6 6 B 6 Hean 0. 487 0.419 kEE
200 5.0, 0115 0. 068 106
03 - 0 0 0 0 0 0 N 12 12 12
PABSC -+ 12 12 12 12 12 12 Hean 0.507 0.425 480
1000 8.D. 0.107 0.076 112

PABSC : p-(acetylamino)benzenesulfony! chloride

N : No.of animals

— : appeared abnormal

<4 : appeared noraoal
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Tahle 6 Functional tests of female rats treated orally with p-{acetylamino)benzenesulfonyl chloride for 28 days
. - 4-week of treatment -
Group-Ho. Pinna Corneal Righting Pain Yisual cliff Auditien Grip strength test Spontaneous movement
Dose Grade reflex reflex reflex response test test forelimb hindlimb freguency
(ng/kg) { kg) { ke
00 - 0 0 0 0 0 0 N 12 12 12
Yehicle + 12 12 12 12 12 12 Mean 0,434 0.3 436
0 5.0, 0. 066 0.031 178
01 - 0 0 0 0 0 0 N 6 6 6
PABSC + 6 [ 6 6 ] 6 Mean 0.442 0.298 472
40 §.D. 0.036 0.025 114
02 - 0 0 0 0 0 0 N 6 ] 6
PABSC + 6 6 6 6 ] (i Mean 0. 468 0. 340 389
200 $.D. 0.089 0.068 98
(5] - 0 0 0 0 0 0 N 12 12 12
PABSC + 12 12 12 12 12 12 Mean 0. 461 0.331 454
1000 §.D. 0.080 0.034 143

PABSC : p-{acetyiamino)benzenasuffonyl chloride
N : No.of animals
— : appeared abnormal -4 : appeared normal
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Table T-1 Body weights of male rats treazted orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
Group-No. < Days of treatment 2
Dose
(mg/kg) 1 8 15 22 28
00 N 12 12 12 12 12
Vehicle Mean 253 308 357 97 421
0 S.D. 0 16 22 27 Ky |
01 ) ] 6 [ & 6
PABSC Mean 253 310 358 402 423
40 5.D. 14 15 18 23 20
02 N 6 6 6 6 6
PABSC Nean 252 310 358 403 427
200 S.D. 8 15 23 30 3z
03 N 12 12 12 12 12
PABSC Mean 255 3t2 359 a7 414
1000 $.D. 10 13 19 24 22

PABSC : p-{acetylamino)benzenesulfonyl chloride
Unit : g N : No.of animals
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Table 7-2 Body weights of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
Group-No. < Days of recovery
Dose
{mg/ke) 1 B 14
00 N 6 6 ]
Vehicle Mean 436 462 479
0 S.D. 21 25 26

03 N 6 6 6
PABSC Mean 415 449 476

1000 S.D. 27 iz 32

PABSC : p-(acetylamino)benzenesul fonyl chieride

Unit : g

N : No.of animals
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Table 8-1 Body weights of female rats treated orafly with p-(acetyiamino)benzenesul fonyl chloride for 28 days
Group-No. < Days of treatment )
Dose
{me/kg) ] 8 15 22 28
00 N 12 12 12 12 12
Vehicle Mean 168 190 208 225 233
0 3.D. 1 8 12 13 15
01 N 6 6 ] 6 6
PABSC Mean 1M 194 212 227 234
40 3.0, ] 7 4 3 8
02 N 6 ] 6 ] [
PABSC Hean 170 192 208 223 233
200 s.D. 9 g 12 13 14
03 N 12 12 12 12 12
PABSC Mean 171 192 21 224 230
1000 S.D. 6 11 12 17 27

PABSC . p-(acetylamino)benzenesul fonyl chloride
Unit : g N : Ne.of animals
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Table 8-2 Body weights of female rats treated orailly with p-{acetylamino)benzenesulfonyl chloride for 28 days
Group-No. { Days of recovery »
Dose
{mz/ke) ] 8 14
00 N 6 6 ]
Vehicle Mean 229 238 242
0 S.0. 20 22 23

03 N 6 6 ]
PABSC Mean 241 252 259

1000 $.0. 20 20 23

PABSC : p-(acetylamino)benzenesul fonyl chloride

Unit :

4

N : No.of animals
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Table 9-1 food consumption of male rats treated oraily with p-(acetylamino)benzenesulfonyl chleride for 28 days
Group=No, { Days of tratment »
Dose -1 1 8 15 22
{mg/kg) ~ 1 ~ 2 ~ & ~ 15 ~ 23
00 N 12 12 12 12 12
Vehicle Hean 26.5 23.7 24.9 24.3 24,8
0 S.D. 1.8 2.6 2.3 2.9 1
0t - N 6 b 6 6 6
PABSC Mean 26.2 25.0 23.9 24.4 23.1
40 S.D. 2.9 1.3 1.3 1.9 2.3
02 N 6 6 6 6 §
PABSC Mean 26.3 24.8 25.1 26.0 24.0
200 S.D. 2.2 1.3 2.4 2.8 2.9
03 N 12 12 12 12 12
PABSC Mean 1.7 25.3 25.7 26.4 24. 4
1000 S.D. 1.6 1.4 2.4 2.6 2.0

PABSC ; p-(acetylamino)benzenesul fonyl chloride
Unit : g/day/rat N : No.ef animals
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Table 9-2 Food consumption of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
Group-No. ¢ Days of recovery
Dose i L]
{mg/kg) ~ 2 ~ g
00 N ] 6
Yehicle Mean 28.2 28.6
0 S.D. 2.3 1.8

03 N 6 6
PABSC Hean 29.5 3.6 %

1000 S.D. 1.0 2.2

PABSC : p-(acetylamino)benzenesulfonyl chioride
Unit : g/day/rat N : No.of animals
% : Significantly different from vehicle group, p<0.0%
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Table 10-1 Food consumption of female rats treated orally with p-{acetyliamino) benzenesulfonyl chloride for 28 days
Group-No. ¢ Days of tratment >
Dose -1 1 8 15 22
(mg/ke) ~ 1 ~ 2 ~ 9 ~ 16 ~ 23
00 N 12 12 12 12 12
Yehicle Mean 17.5 16.8 17.1 17.7 18.1
0 s.D. 2.1 1.6 2.0 2.5 2.1
01 N 6 6 6 b 6
PABSC Mean 17.9 16.5 15.8 17.7 16.6
40 s.D. i.2 1.7 1.8 2.2 2.4
02 N b 6 6 ] B
~ PABSC Mean 17. 8 14.9 16. 2 17.7 16.5
200 s.D. 1.2 1.5 1.6 2.0 1.7
03 N 12 12 12 12 12
PABSC Mean 17.9 16.4 16.5 16.6 14.
1000 S$.D. 1.3 1.4 2.1 2.4 3.9

PABSC : p-(acetylamino)benzene;ulfonyl chloride
Unit : g/day/rat N : No.of animals
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Table 10-2 Food consumpticn of female rats treated orally with p-{acetylamino)benzenesulfonyl chloride for 28 days
Group=No. < Days of recovery »
Dose 1 3
(mg/kg) ~ 2 ~ 9
00 ] 6
Vehicle Mean 20. 4 18.3
0 5.D. 2.1 4.2

03 N 6 6
PABSC Mean 19.2 19,4

1000 S.D. 2.8 3.1

PABSC : p-(acetylamino)benzenesulfony! chloride
Unit : g/day/rat N : No.of animals
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Tabte 11 Ophthalmoscopy of male rats treated orally with p—(acgtyIamino)benzenesulfonyl chloride for 28 days
Before 4-week of 2-week of
Group  Dose treatment treatment ____ recovery
No. (me/ke) Right Left Right  Left Right Laeft
00 Vehicle
0 0/12 0/12 0/12 0/12 0/ 6 0/ 6
0 PABSC
40 0/ 6 0/ 6 0/ 6 0/ 6
02 PABSC
200 0/ 6 0/ 6 0/ 6 0/ 6
03 PABSC
1000 0/12 0/12 0/12 0/12 0/ 6 0/ 6

PABSC : p-(acetylamina)benzenesulfonyl chioride
No.of animals with abnormality / No.of animals examined
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Table 12 Ophthalmoscopy of female rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days
Before 4-week of 2-week of
Group Dase treatment treatment recovery
No. (mg/ke) Right Left Right Left Right Left
00 Vehicle
0 0/12 0/12 0/12 0/12 0/ 6 0/ 6
01 PABSC
40 0/ 6 0/ 6 0/ 6 0/ 6
02 PABSC
200 0/ 6 0/ 6 0/ 6 0/ 6
03 PABSC
1000 0/12 0/12 0/12 0/12 0/ 6 0/ 6

PABSC : p-{acetylamino)benzenesulfanyl chloride
No.of animals with abnormality / No.of animals examined
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Table 13-1 Urinalysis of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
~ 28-day of treatment -
Group-No. Occult blond Ketone bady Glucose Protein rH Urabilinagen Bilirubin Color
Dose (Ehrlich unit/dL)
(me/ke) Grade Grade Grade Grade Grade Grads Grade Grade
00 - 4 - 2 - 6 - D 5.0 0 0.1 6 - 6 A [
Vehicle *x 2 + 2 + 0 + 2 6.0 0 1.0 0 + 0 B 1
0 + 0 + 1 + 0 4+ 4 6.5 0 2.0 0 2+ 0 c 0
2+ 0 2+ 1 24 0 24+ 0 7.0 0 4.0 0 + 0 D 0
M+ o0 + 0 3+ 0 I+ 0 7.5 4 8.0 0
40 4+ 0 4 0 3.0 2
8.5 0
01 - 6 - 2 - 6 - 0 5.0 0 0.1 6 ~ B A 6
PABSC + 0 + 3 * 0 x 4 6.0 ] 1.0 © + 0 B 0
A0 + 0 4+ 1 + 0 + 2 6.5 1 2.0 0 24 0 C 0
2t 0 2t 0 2+ 0 2+ 0 7.0 0 40 0 it 0 D 0
I+ 0 i+ 0 + 0 I+ 0 7.5 2 3.0 0
4 0 4 0 4+ D 8.0 2
8.5 1
0z - 3 - 1 — b - 0 5.0 0 0.1 &6 — B A 3
PABSC + 2 £ 4 = 0 + 4 6.0 0 1.0 0 + 0 B 3
200 + 1 + 1 + 0 4+ 2 6.5 1 2.0 0 2+ 0 ¢ 0
2+ 0 4 0 24 0 2+ 0 7.0 3 4.0 0 H+ ¢ ] 0
i+ 0 I+ 0 3+ 0 I+ 0 7.5 2 3.0 0
4 0 4 0 44 0 8.0 0
8.5 0
03 - 6 - 3 - & - 0 5.0 0 0.1 & - 6 A 3
PABSC x 0 + + 0 x 3 6.0 2 1.0 0 + 0 B 3
1000 + 0 4+ 1 + 0 + 3 6.5 3 2.0 0 24 0 c 0
24 0 2 S 2+ 0 24 0 7.0 1 4.0 0 H+ 0 b 0
+ 0 3+ 0 ¥ 0 it 0 7.5 0 8.0 0
4 0 4 0 4+ 0 8.0 0
8.5 0
PABSC : p-(acetylamino)benzenesulfonyl chloride
Calor : A ; pale vellow B ; vellow C ; vellowish brown D ; other
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Table 13-2 Urinalysis of male rats treated oraliy with p-(acetylamino)benzenesulfony! chloride for 28 days
~ 28-day of treatment -
Group-No. Specific Yolume
Dose gravity
{mg/kg) { mL/17h )
(1]i] N 6 6
Vehicle Mean 1. 041 7.1
0 $.D. 0.011 4.4
01 6 6§
PABSC Mean 1.031 11.3
40 S.D. 0.014 6.9
02 N 6 ]
PABSC Mean 1.031 12.7
200 5.0. 0.018 1.7
03 N 6 6
PABSC Mean 1.032 14,1
1000 $.0. 0.011 7.8

PABSC : p~(acetylamino)benzenesul fonyl chioride

N : No.of animals

PROJECT No.H-00357



ce-v

Table 13-3 Urinalysis of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
- l4-day of recovery -
Group-No. Occult blood Ketone body Glucose Protein pH Urobilinogen Bilirubin Color
Dose (Ehrlich unit/dL)
{me/ke) Grade Grade Grade Grade Grade Grade Grade Grade
fifi] - 5 - 4 — B -] 5.0 0 0.1 & - 6 A B
Vehicle + 0 x 2 += 0 + 5 6.0 0 1.0 0 + 0 B 0
0 + 1 + 0 + 0 + 0 6.5 0 2.0 0 2+ 0 cC 0
2t 0 24 0 2+ 0 2+ 0 7.0 0 4.0 0 + 0 D 0
# 0 I+ 0 3+ 0 3+ 0 7.5 3 8.0 0
4 0 4 0 4 0 8.0 3
8.5 0
03 - 6 - 1 - b - 1 5.0 0 0.1 &6 - 6 A 6
PABSC + 0 + 3 + 0 + 4 6.0 0 1.0 ¢ + 0 B 'O
1000 + 0 + 0 + 0 + 1 6.5 0 2.0 0 24 0 C 0
2+ 0 2+ 0 2+ 0 2+ 0 7.0 1 40 0O i+ 0 D 0
3+ 0 I+ 0 3+ 0 #+ 0 7.5 3 8.0 O
44 0 4 0 4 0 B.0 2
8.5 0
PABSC : p—f{acetylamino)benzenesul fony| chloride
Color : A ; pale vellow B ; yellow C ; vellowish brown D ; other
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Table 13-4 Urinalysis of male rats treated orally with p—(acetylamino)benzenesul fony!l chloride for 28 days
- 14~day of recovery -
Group-No. Specific Volume
Dose gravity
{mg/kg) { alLAATh )
(1] [ 6
Vehicle Mean 1.056 6.2
1} $.D. 0.015 2.9

03 N 6 6
PABSC Hean 1.034 % 12.3 %

1000 S.0. 0.011 - 4.5

PABSC : p-{acetylamino)benzenesulfonyl chloride
N : No.of animals
+ : Significantly different from vehicle group, p<0.05
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Table 14-1 Urinalysis of female rats itreated orally with p-{acetylamino)benzenesul fonyl chloride for 28 days
- 28~day of treatment -
Group~No. Occult blood Ketone body Glucose Protein pH Urobilinogen Bilirubin Color
Dase {Ehrlich unit/dL)
(me/ke) Grade Grade Grade Grade Grade irade Grade Grade
00 - 6 - 6 - [ - 5 5.0 0 0.1 6 - [ A ]
Yehicle + 0 + 0 * 0 + 1 6.0 0 1.0 0 + 0 B 0
0 + 0 + 0 + 0 + 0 6.5 0 2.0 0 2+ 0 c i}
24 0 2+ 0 2+ 0 4 0 7.0 4 4.0 0 i+ 0 D 0
I+ 0 H+ 0 + 0 4+ 0 7.5 2 8.0 0
4 0 44 0 44 0 8.0 0
8.5 0
1] - 6 - b - 6 - 6 5.0 ] 0.1 6 - b A 6
PABSC 00 x D + 0 + 0 6.0 0 1.0 0 4+ -0 B i}
40 + 0 + 0 + 0 + 0 6.5 ] 2.0 0O 24 0 c 0
2+ 0 2+ 0 2t 0 2+ 0 7.0 2 4.0 0 i+ 0 D D
3+ 0 3+ 0 4 0 4+ 0 7.5 2 8.0 ¢
4 0 4 0 44 0 8.0 2
B.5 0
02 - b - 6 - b - 6 5.0 0 0.1 & - 6 A b
PABSC + 0 + 0 + 0 + @ 6.0 0 1.0 0 + 0 B 0
200 + 0 + D + 0 + 0 6.5 0 2.0 0 24 0 C 0
2+ D 2+ 0 2+ 0 2+ 0 7.0 3 4.0 0 i+ 0 D 0
+ 0 I+ 0 i+ 0 3+ 0 7.5 2 8.0 0
4 0 4 0 4+ 0 8.0 1
3.5 0
03 - 6 — B — B - 5 5.0 0 0.1 &6 — B A 6
PABSC + 0 + 0 + 0 + 1 6.0 0 1.0 0 + 0 B 0
1000 + 0 + 0 + 0 + 0 6.5 4 2.0 0 2+ ] c 0
2+ 0 24 0 2+ 0 2+ 0 7.0 I 40 0 i+ 0 D 0
I+ 0 I+ 0 H+ 0 3+ 0 7.5 0 8.0 0
a4 0 4 0 4 0 8.0 1
8.5 0
PABSC : p-{acetylaminoybenzenesulfonyl chloride
Color - A ; pale yellow B ; yellow C ; yellowish brown D ; other
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Table 14-2 Urinalysis of female rats treated orally with p~(acetylamino)benzenesulfonyl chloride for 28 days
- 28-day of treatment -
Group-No. Specific Volume
Dose gravity
{ng/ke) ( nl/17h )
(i]i] N 6 6
Vehicle Mean 1,038 1.7
] 5.0. 0. 025 4,6
01 N 5 6
PABSC Mean 1.026 9.3
40 S.D. 0.009 3.5
02 N 6 6
PABSC Mean 1.042 57
200 S.D. 0.018 i
03 N 6 6
PABSC Mean 1.051 5.4
1000 5.D. 0.030 4,1
PABSC : p-(acetylamino}benzenesulfonyl chloride

N : Ne.of animals
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Table 14-3 Urinalysis of female rats treated oraliy with p-(acetylamino) benzenesulfonyl chloride for 28 days
- 14-day of recovery -~
Group-No. Occult blood Ketone body Glucose Protein pH Urobilinogen Bilirubin Color
Dose (Ehrlich unit/dL)
{mg/kg) Crade Grade Grade Grade Grade Grade Grade Grade
60 - B — B - & - 6 5.0 0 0.1 & - 6 A 6
Yehicle * 0 = 0 +x 0 + 0 6.0 0 1.0 0 + 0 B 0
0 + 0 + 0 + 0 + 0 6.5 1 2.0 o0 2+ 0 ¢ 0
2+ 0 2+ 0 2+ 0 24 0 1.0 k] 4.0 0 3+ 0 D 0
+ 0 30 3+ 0 H 0 1.5 1 B.0 0
4 0 4 0 4 0 8.0 1
8.5 0
03 - 6 - &b - 6 - 5 5.0 ¢ 0.1 & - 6 A 6
PABSC + 0 + 0 + 0 + 1 6.0 0 1.0 0 + 0 B 0
1000 + 0 + 0 + 0 -+ 0 6.5 1 2.6 0 24 0 C 0
2+ 0 2+ 0 24 0 2t 0 7.0 0 4.0 0 it 0 D 0
+ 0 3+ 0 3+ 0 it 0 7.5 2 8.0 0O
4 0 4 0 4 0 8.0 1
8.5 2
PABSC : p-(acetylamino)benzenesulfonyl chloride
Color : A ; pale yeilow B ; vellow C ; yellowish brown D ; other
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Table 14~-4 Urinalysis of female rats treated arally with p-(acetylamino)benzenesulfonyl chloride for 28 days
= 14-day of recovery -
Group-No. Specific Yolume
Doss gravity
Ame/kg) { mL/17h )
00 [ 6
Yehicle Mean 1.029 14.13
0 5.D. 0.020 2.6

03 N 6 §
PABSC Mean 1,033 1.6

1000 $.D. 0.010 2.8
PABSC : p-{acetylamino)benzenesulfonyl chloride

N : No.of animals
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Table 15-1 Hematology of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
- 28-day of treatment -
Group-No.
Dose RBC Ht Hb MCV MCH MCHC Plateiet PT
(mg/kg) (x10°/ 1) (%) (g/dl) (fL) (pg) (%) (x10%/ L) (Sec.)
00 N 6 6 ] 6 6 [ 6 6
Yehicle Mean 805 47,8 16.5 59.4 20.5 34.4 104.7 19.7
0 3.D. 17 0.8 0.2 1.1 0.3 0.4 5.1 4.2
01 N 6 ] 6 6 6 6 6 6
PABSC Mean 781 47.6 16.3 60.9 20.9 34.3 95,2 20.2
40 S.D. 28 1.7 0.6 1.4 0.6 0.4 8.4 3.1
02 N 6 6 6 6 6 6 6 b
PABSC Mean 791 47.1 16.2 59.6 20.5 34.3 104, 2 17.5
200 S.D 35 2.0 0.7 1.6 0.6 0.3 8.5 0.7
03 N 6 6 ] 5 6 6 6 6
PABSC Hean 787 46.0 16.0 58.4 20.3 34.7 100.5 16. 2
1000 S.D. 16 0.6 0.2 0.8 0.4 0.3 7.8 0.9

PABSC : p-(acetylamino)benzenesulfony!l chlioride

N : No.of animals
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Table 15-2 Hematology of male rats treated orally with p-(acetylamino) benzenssulfonyi chloride for 28 days

~ 28-day of treatment -

ggggp No. APTT WBC Differential count (%)
(mg/kg) (Sec.) = (x10%/ ul) Lympho Eosino Mono Baso Stab Seg
00 N 6 6 6 6 b b [ 6
Yehicle Mean 26.2 100 84.1 1.5 59 0.0 0.7 7.9
0 S.D. 2.2 16 4.6 0.8 1.9 0.0 0.8 4.2
01 N 6 6 6 6 6 6 ] 6
PABSC Mean 26.1 108 87.5 0.8 5.5 0.0 0.3 59
40 S.D. 1.6 23 3.6 1.1 2.0 0.0 0.4 2.8
02 i 6 6 6 6 6 6 6 6
PABSC Mean 25.0 118 85.5 1.6 4,2 0.0 0.5 8.3
200 S.D. 1.6 33 4.4 0.7 1.9 0.0 0.6 4.9
03 N 6 6 6 ] 6 6 6 b
PABSC Mean 24.2 m 82.5 0.6 3.7 0.0 0.8 12.3
1000 S.D. 1.6 27 4.3 0.4 1.6 0.0 1.0 3.5

PABSC : p-(acetylamino)benzenesul fonyl chloride
N : No.of animals
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Tabie 15-3 Hematology of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 28-day of treatment -

g;ggp No. Differential count (%)
(mg/kg) Others
00 : N ]
Vehicle Mean 0.0
0 S.D. 0.0
01 N ]
PABSC Mean 0.0
40 S.D. 0.0
02 N 6
PABSC Mean 0.0
200 5.D, 0.0
03 N 6
PABSC Mean 0.0
1000 $.D. 0.0

PABSC p—(acetylamino)benzenesul}onyl chloride
N : No.of animals
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Table 15-4 Hematology of male rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days
- l14-day of recovery -
Group-No.
Dose RBC Ht Hb MCV MCH MCHC Platelet PT
(mg/kg) (x10%/ L) (%) {g/dL) (fL) - (pg) (%) (x10%/ u L) (Sec.)
00 N 6 6 ] [ 6 [ [ b
Vehicle Mean 850 48.5 16.6 57.1 19.5 34.1 100. 6 21.4
0 $.D. 36 0.8 0.2 1.7 0.8 0.5 7.6 7.0
03 N 5 6 6 b 6 6 6 6
PABSC Mean 842 48,1 16.2 57.1 19.3 33.8 97.0 24.4
1000 S.D. 29 1.9 0.5 1.4 0.5 0.7 10. 2 5.3
Group-No. . .
Dose APTT WBC Differential count (%)
(me/kg) (Sec.) (x10%/ L) Lympho Eosino Mong Baso Stah Seg
0p N 6 6 ] ] 6 6 ] 6
Vehicle Mean 27.3 108 87.1 0.4 5.8 0.0 0.2 6.6
0 S.D. 2.5 24 1.9 0.6 1.1 0.0 0.4 2.6
03 N 6 6 6 6 b 6 B 6
PABSC Mean 28.2 118 B6.7 0.7 5.6 0.0 0.1 6.8
1000 S.D. 1.6 21 2.9 0.4 3.3 0.0 ¢.2 2.7

PABSC : p-(acetylamino)benzenesulfonyl chloride

N : No.of animals
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Table 15-5 Hematology of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 14-day of recovery -

g;g:p No. Differential count (%)
{mg/ke) Others
00 N ]
Vehicle Hean 0.0
0 S.D 0.0

03 N 6
PABSC Mean 0.0

1000 S.0. 0.0
PABSC : p-(acetylamino)benzenesulfonyl chloride

N : No.of animals
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Table 16-1 Hematology of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
- 28-day of treatment -
Group-No.

Dose RBC Ht Hb MCV MCH MCHC Platelet PT
(mg/kg) (1071 L) %) (e/dL) (fL) (pg) (%) (x10%/ 1) (Sec.)

00 N b 6 3 b b b b 6
Vehicle Mean 763 45.4 15.9 59.6 20.8 35.0 102. 4 14.5
0 §.D. 18 1.1 0.2 1.3 0.5 0.6 1.7 0.5

01 N b 6 6 6 6 b 6 6
PABSC Mean 767 45.3 15.8 59.1 20.7 35.0 113.6 14.3
40 §.D. 21 1.0 0.4 0.9 0.5 0.6 1.0 0.5

02 N 6 6 6 6 6 6 6 6
PABSC Mean 786 45.8 16.1 58. 4 20.6 35.2 107.2 14.5
200 §.D. 21 1.0 0.4 1.6 1.0 0.7 13.1 0.6

03 N b & 6 b 6 6 b 6
PABSC Mean 792 45.7 16.1 57.7 20.3 35.2 104.8 14.5
1000 5.D. 91 4.7 1.8 1.4 0.9 0.8 17.4 0.3

PABSC : p-(acetyiamino)benzenesulfonyl chloride

N : No.of animals
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Table 16-2 Hematology of female rats treated orally with p~{acetylamino)benzenesulfany! chloride for 28 days

- 28-day of treatment -

ggggp No. APTT WEC Differential count (%)
(mg/kg) (Sec.) (x10%/ u L) Lympho Eosino Mono Baso Stab Seg
00 N 6 6 6 6 6 6 6 6
Vehicle Mean 20.1 67 89.1 1.2 4.1 0.0 0.2 5.5
0 S.D. 0.6 15 2.6 0.6 2.3 0.0 0.3 3.1
M N 6 6 6 6 ] 6 6 6
PABSC Mean 20.3 12 87.2 1.7 3.0 6.0 0.1 8.1
40 S.D. 1.1 19 4.3 1.1 0.6 0.0 0.2 3.9
02 i 6 6 ] 6 ] 6 6 b
PABSC Mean 20.3 78 80. 3 0.5 2.6 0.0 0.3 6.3
200 5.D. 1.0 19 2.0 0.6 0.7 0.0 0.3 1.3
03 N 6 6 6 b 6 b b 6
PABSC Mean 20.1 69 81.2 0.6 3.9 0.0 0.7 13.6
1000 S.D. 1.2 17 12.0 1.0 2.0 0.0 0.6 9.6

PABSC : p-{acetylamino)benzenesulfonyl chloride
N : No.of animals
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Table 16-3 Hematology of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
; ~ 28-day of treatment -
roup-No. , .
Dose Differential count (%)
(mg/kg) Others
ao 6
Vehicle Mean g.0
Q S.0. 0.0
01 | N 6
PABSC Mean 0.0
40 S.D. 0.0
02 N 6
PABSC Mean 0.0
200 S.D. 0.0
03 N 6
PABSC Mean 0.0
1000 5.D. 0.0

PABSC ; p-(acetylamino)benzenesulfonyl chloride

N : No.of animals
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Table 16-4 Hematology of female rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days
- 14-day of recovery -
Group-No.
Dose RBC Ht Hb MCv MCH MCHC Platelet PT
{(ng/ke) (x10°/ L) (%) (g/dL) (fL) {pg) (%) (x10%/ ) (Sec.)
00 N 6 [ ] 6 6 b 6 6
Vehicle Mean 798 45.3 15.7 56.8 19.7 34.7 102.7 15.4
0 $.D 26 1.6 0.5 0.9 0.3 0.5 5.9 0.6
03 N i 6 6 6 6 6 ] 6
PABSC Mean 788 45,6 15.8 57.9 20.0 34.6 108.0 15.9
1000 S.D. 25 1.7 0.5 1.6 0.5 0.4 9.4 0.7
iroup=No. Differential count (%)
Dose APTT WBC
{mg/kg) (Sec.) (x10%/ L) Lympho Eosino Mono Baso Stab Seg
00 N 5 b b 6 ] 6 6 b
Vehicle Mean 19.1 57 87.3 1.0 3.8 0.0 0.3 7.5
0 S.D. 0.9 17 3.2 0.6 1.0 0.0 0.4 3.1
03 N 6 6 6 ] 6 6 6 6
PABSC Mean 18.7 78 83.1 1.3 5.1 0.0 0.3 10.3
1000 S.D. 0.8 28 5.0 0.5 2.2 0.0 0.4 4.5

PABSC : p-f{acetylamino)benzenesulfonyl chloride

N : No.of animals
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Tahle 16-5 Hematology of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 14-day of recovery -

g;ggp No. Differential count (%)
(mg/kg) Others
00 N 6
Vehicle Mean 0.0
0 S.D. 0.0

03 N 6
PABSC Mean 0.0

1000 3.D. 0.0
PABSC : p-{acetylamino)benzenesulfanyl chloride

N : No.of animals
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Table 17-1 Blood biochemistry of male rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days
_ - 28-day of treatment -
Group-No. AST ALT r-GTP ALP ChE Total Total Triglyceride
Dose bilirubin cholesterol
(mg/kg) { 10/L ) ( 1U/L ) ( 1U/L) ( 1U/L) ¢ /L) {(mg/dL) {mg/dL) (mg/dL)
00 N 6 6 6 b 6 6 6 §
Yehicle Mean 95 32 . 0.79 490 409 0.03 56.1 54.5
0_ S.D. 13 4 0.83 135 7 0.03 6.9 11.6
01 N 6 6 6 6 6 6 6 B
PABSC Mean 90 26 0. 51 405 388 0.03 49,3 55.2
40 S.D. 15 3 0.59 48 59 0.02 5.8 9.3
02 N 6 6 6 B 6 6 6 b
PABSC Mean 95 32 0. 51 464 406 0.03 56.0 49,3
200 S.D., i4 6 0.40 152 56 0.02 14.2 19.8
03 N b b 6 6 6 6 6 6
PABSC Mean 103 28 0. 47 399 426 0.04 51.1 61.7
1000 S.D. 12 ? 0.29 72 22 0.0? 6.4 23.6

-

PABSC : p-(acetylamino)benzenesulfonyl chloride
N : No.of antmals

PROJECT No.H-00357



(A% 4

Table 17-2 Blood biochemistry of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
- 28-day of treatment -
Group-No. BUN Creatinine Glucose Total Albumin A/G Ca Inorganic
Dose protein phosphorus
(mg/ke) (mg/dL) (mg/dL) (mg/dL) ( g/dL )} ( g/dL ) (ratio) (mg/dL) (mg/dL)
00 N 6 6 [ 3 ] 6 6 6
Vehicle Mean 13.1 0.26 129.8 5.8 4.4 3.1 10.0 7.7
0 3. D. 1.8 0.05 16.8 0.2 0.1 0.4 0.4 0.6
01 N 6 b 6 6 6 6 85 6
PABSC Mean 12,2 0.25 127.3 5.6 4.4 3.8 9.9 7.7
40 S.D. 1.1 0.02 10.2 0.1 0.2 0.6 0.3 0.4
02 N 6 6 6 6 6 6 6
PABSC Mean 11.5 0.25 121.7 5.7 4.4 3.3 9.9 8.1
200 S.D. 1.8 0.03 17.4 0.2 0.2 0.5 0.2 ¢
03 N 6 6 6 6 6 6 6 6
PABSC Mean 9.4 %% " 0.26 142.0 ] 4.5 4,1 % 9.8 7.7
1000 S.D. 1.2 0.02 15.6 0.1 0.2 0 0.? 0.4
PABSC : p-(acetylamino)benzenesulfonyl chloride

N : No,of animals
# : Significantly different from vehicle group, p<0.05
% ; Significantly different from vehicle group, p<0.01
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Tahle 17-3 Blood biochemistry of male rats treated orally with p-{acetylamino)benzenesulfonyl chloride for 28 days
- 28-day of treatment -
Group-No. Na K Cl
Dose
(mg/kg) (mEq/L) {mEa/L) (mEg/L)
00 N 6 6 6
Vehicle Mean 142.2 4. 56 105.5
0 3.D 1.4 0.09 1.5
01 N b 6 6
PABSC Mean 142.9 4,38 107.2
40 S.D. 1.3 0.25 1.9
02 N 6 6 6
PABSC Mean 143.0 4.39 105. 7
200 S.D. 0.8 0.26 0.9
03 N 6 ] 6
PABSC Mean 142.0 4.33 103.2 %
1000 5.0, 1.3 0.21 1.3

PABSC : p-(acetylamino)benzenesuifonyl chloride
N : No.of animals

¥ : Significantly different from vehicle group, p<0.05
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Table 17-4 Blood biochemistry of male rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days
—- 14-day of recovery -
Group-No. AST ALT T~GTP ALP ChE Total Totai Trigiyceride
Dose bilirubin cholesterol
{mg/kg) (/L) { 1U/L) ( 10/L) ( /L) (/L) (mg/dL) {mg/dL) (mg/dL)
(i) N [ ] 6 6 3 6 b [
Yehicle Mean a5 33 0.17 363 77 0.03 58.6 66.2
0 S.D. 12 4 0.20 64 49 0.01 8.3 24.4
03 6 6 B 6 6 6 6 6
PABSC Mean 98 38 0.16 328 408 0.01 % 40,4 58, 2
1000 S.D, 16 11 0.28 52 93 0.01 7.1 11.3
Group-No. BUN Creatinine Glucose Total Albumin A/G Ca fnorganic
Dose - protein phasphorus
{mg/kg) {mg/dL) {(mg/dL) {mg/dL) ( g/dL ) { g/dl ) {ratio) (mg/dL) {mg/dL)
00 N 6 6 B 3 6 6 - 6 6
Vehicle Mean 18.8 0.28 139.4 6.0 4.4 2.7 10,2 7.3
0 S.D. 2.4 0.05 22.0 0.2 0.2 0.1 0.3 0.6
03 N 6 6 6 6 6 6 6 b
PABSC Mean 16.3 # 0.25 130.9 6.0 4.4 3.0 10.0 7.4
1000 S.D. 0.8 0.03 16.4 0.3 0.3 0.6 0.3 0.5
Group-No. Na K Ci
Dose
{mg/kg) {(mEa/L) {mEg/L) {mEq/L)
00 N ] [ 6
Vehicle Mean 141.5 4.60 105.9
0 S.D. 1.1 0.29 1.9
03 N 6 6 6
PABSC Mean 141.2 4,42 105.0
1000 $.D, 1.0 0.11 1.7

PABSC : p-{acetylamino)benzenesulfonyl chioride
N : No.of animals

* . Significantly different from vehicle group, p<0.05
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Table 18-1 Blood biochemistry of female rats treated orally with p~(acetylamino)benzenesulfonyl chloride for 28 days
: _ - 28-day of treatment -
Group-No. AST ALT T -GTP ALP ChE Total Total Triglyceride
Dose bilirubin cholesterol
(mg/ke) (/L) (/L ) /L) ( 1u/L ) C1u/L) (mg/dL) (mg/dL) (mg/dL)
00 N b b b ] b 6 6 b
Vehicle Mean % 25 0.54 236 2110 0.03 60.8 29.1
0 S.D. 15 3 0.35 71 427 0.02 6.6 12.3
01 N b 6 B ] 6 6 6 6
PABSC Mean 104 23 0.92 239 2175 0.03 66.5 17.8
40 S.D. 29 3 0.47 68 988 0.01 16. 1 7.3
02 N 6 6 ) 6 b 6 6 6
PABSC Mean 101 24 1. 11 280 1899 0.03 68.5 14,5
200 S.D. 19 4 0.47 56 585 0.01 4.9 2.5
03 N 6 6 ] 6 6 6 6 6
PABSC Mean 132 44 1.12 234 2027 0.04 70.5 18.6
1000 S.D. 70 41 0. 80 47 656 0.03 15.9 9.2

PABSC : p-{acetylamino)benzenesul fonyl chloride
N : No.of animals

PROJECT No.H-00357



96-v

Table 18-2 Blood biochemistry of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
- 28-day af treatment -

Group-No. BUN Creatinine Glucose Total Albumin A/G Ca Inorganic
Dose protein phosphorus

(mg/kg) (mg/dL) {mg/dL) (mg/dL) ( g/dL ) ( g/dL ) (ratio) (mg/dL) {mg/dL)

00 N ] b 6 6 6 6 6 ]
Vehicle Mean 11.9 0. 25 125.7 5.9 4.8 4.6 9.8 7.6
] S.D. 1.2 0.0? 7.8 0.2 0.3 0.8 0.3 0.5

1 N 6 6 6 6 6 6 6 6
PABSC Mean 12.8 0.28 125.3 6.2 5.1 5.0 9.9 7.8
40 S.D. 1.1 0.03 18.2 0.4 0 0.9 0.4 0.3

02 N 6 6 6 6 b 6 6 6
PABSC Mean 12.0 0.25 135.4 6.1 4.9 4.3 9.9 7.5
200 S.D. 1.2 0.02 8.8 0 0.3 1.2 0.2 0.8

03 N 6 6 6 6 6 6 6 6
PABSC Mean 13.2 0.25 114.9 5.9 50 5.5 9.7 7.3
1000 S.D. 6.1 0.0? 25,4 0.4 0.4 0.4 0.4 0.6

PABSC : p-{acetylamino}benzenesul fonyl chloride
N : No.of animals
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Table 18-3 Blood biochemistry of female rats treated orally with p-{acetylamino)benzenesulfonyl chloride for 28 days
~ 28-day of treatment -
Group-Na. Na K Cl
Dose
(mg/ke) (mEg/L) (mEg/L) (mEa/L)
00 N 6 6 6
Vehicle Mean 142.6 4. 36 108. 4
0 S.D. 1.0 0.39 0.7
0t N ) ] ]
PABSC Mean 142.8 4. 46 107. 2
40 S.D. 1.3 0.42 1.9
02 N 6 6 6
PABSC Mean 142.9 4,41 108.1
200 S.0. 0.9 0.19 0.7
03 N 6 ] 6
PABSC Mean 142.1 4,27 106.0 *
1000 S.D. 2.5 0.48 1.3

PABSC : p-(acetylamino)benzenesulfonyl chloride
N : No.of animals
¥  Significantly different from vehicle group, p<0.05%
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Table 18-4 Blood biochemistry of female rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days
- 14-day of recovery -
Group-No. AST ALT r-GTP ALP ChE Total Total Triglyceride
Dose bilirubin cholesteral
{mg/ke) { 1U/L) { 1U/L) (/L) ( 1u/L) Cu/L) {mg/dL) (mg/dL) {mg/dL)
06 N 6 ] 6 6 6 [ [ 6
Vehicle Mean 102 27 0.43 145 1981 0. 06 66.4 32.7
0 S.D. 22 4 0.67 30 758 0.01 18.5 10.8
03 N ] ] & ] 6 6 6 B
_PABSC Mean 106 26 0.64 223 1819 0.04 69.9 29.0
1000 5.D. 20 4 0.33 53 205 0.02 17.7 15.1
Group-No. BUN Creatinine Glucose Total Albumin A/G Ca Inorganic
Dase protein phospharus
(mg/kg) (mg/dL) (mg/dL) (mg/dL) { g/dL ) (g/dl ) (ratio) (mg/dL) (mg/dL)
1T} N 6 6 6 b [ [ ] ]
Vehicle Mean 14.1 0.25 109, 7 6.1 4.9 4.6 9.9 6.4
0 S.D. 2.1 0.01 17.6 0.3 0.2 1.2 0.2 0.5
03 N 6 6 6 6 6 6 6 6
PABSC Hean 16.1 0.28 £+ 117.0 6.1 4.6 3.2+ 9.9 6.4
1000 S.D. 1.3 0.02 10.9 0.3 0.3 0.8 0.4 0.9
Group-No. Na K []]
Dose
{mg/ke) (mEa/L) {mEq/L) (mEa/L)
06 N . 6 ] 6
Vehicle Mean 143.0 4. 44 109, 2
1] S.D. 0.8 0.22 0.9
03 N 6 6 ]
PABSC Kean 141.2 % 4. 44 108.2
1000 S.D. 1.6 0.19 2.2

PABSC : p-(acetylamino)benzenesul fonyl chloride

N : No.of animals

¥ : Significantly different from vehicle group, p<0.05
++ : Significantly different from vehicle group, p<0.01
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Table 19-1 Absolute and relative organ weights of male rats treated orally with p-{acetylamino) benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group=No. i1} a1 02 03
Dose Vehicle PABSC PABSC PABSC
(mg/kg) 0 40 200 1000
Final body weight N [ [3 [ ]
(g) Mean=$§.D. 388 + 35 401 + 20 402 + 32 398 + 22
Brain N 6 6 ] &
(g) MeanzS.D. 2.12 &£ 0.05 2.15 4+ 0.05 2,15+ 0.03 2.06 + 0,06
(Rel.) MeanzS.D. 0.55 + 0.04 4+ 0.04 0 + 0.04 0.52 £ 0.03
Thymus H [ 6 6 6
(mg) Meanx$5.D. 501.7 £ B88.7 584.4 £ 118.4 56i.6 £ 81.1 454.8 = 64.8
(Rel.) Mean£S.D. 128.6 £ 15.3 145.9 £ 27.56 139.5 £ {51 4.5 = 18.4
Heart N 6 6 6 6
(g) MeantS.D. 1.30 £ 0.09 1.42 + 0,14 .33 £ 0.13 1.30 £ 0.15
{Rel.) Mean®S.D. 0.33 &£ 0.02 0.36 & 0.03 + .02 0.33 &£ 0.02
Liver N 6 6 6 [
(g} Meanz3$. 0. 12,07 £ 2.04 12.48 & 0.53 12.64 £ 1.6 12.47T & 1.11
(Rel.) Mean=35.D. 3.09 + 0.2% j.124+ 0.08 3.13 4+ 0.19 3134+ 0.1
Spleen N 6 6 6 (]
(mg) Mean=S.D. 702 £ 148 MI L 183 804 £ 53 679 86
(Rel.) MeanZ5.D. 180 30 194 + 32 200 £ 19 1M + 21
Kidney (R} H & ] 8 6
() Mean$.0. .38 0.12 1.35 £ 0.08 1.43 & 0.1% 1.49 &£ 0.13
(Rel.) Mean£S.D. 0.3 £ 0.34 £ 0.02 0.36 = 0.38 & 0.04
Kidney (L) N 6 [ [ 6
(») Meanz£85.D. .39 £ 0.15 1,36 £ 0.08 1.4 £ 0.1 1.50 £ 0.13
(Rel.) Mean=$.D. 0.36 % 4+ 0.01 6 + 0.3 £ 0.03
Adrenal (R) N 6 6 6 [
{mg) Mean£$.D. 249+ 2.6 7.8 2.8 2.0 3.1 5.7+ 4.4
(Rel.) Mean£S.0. 6.5 0.9 7.0+ 0.8 6.5+ 0.7 6.5+ 1.2
PABSC : p-(acetylamino)benzenesulfanyl chloride
Rel. : Relative organ weight { g ar mg / 100g final body weight } N : No.of animals
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Table 19-2 Absolute and relative organ weights of male rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

- 28-day aof treatment -

Group-~No. 00 01 02 03
Dose Yehicle PABSC PABSC PABSC
(mg/kg) 0 40 200 1000
Adrenal (L) ] 3 ] [ [
{mg) Mean=5.D, 5.1 £ 2.3 29.7 & 3.0 8.0 £ 3.2 6.9+ 4.8
(Rel.} Mean::35.D. 6.5+ 0.9 7.4 £+ 1.0 7.0+ 0.9 6.8 1.4
Testis(R} N ] ] ] 6
(g) Mean:£S.D. 1.30 £ 1.56 £ 0.13 1.5 £ 0.07 1.9 £ 0.05
(Rel.) Mean=$.D. 0,36 £ 0.11 0.39 + 0.40 £ 0.04 0.39 % 0.0
Testis (L) N 6 6 6 [
() MeanL$5.0D. 1.38 &= 0.42 .56 £ 0.14 1.61 + 0.07 1.52 £ 0.05
{Rel.) MeanxS$.D. 0.36 % 0.N 0.3+ 0.04 0.40 £ 0.04 0.39 + 0,03
Epididymis{R) N 6 6 6 [
E Mean+S.D. 0.45 £ 0.09 0.50 £ 0.07 0.51 £ 0.04 0.49 + 0.02
(Rel.) Mean#S5.D. 0.12 £ 0.02 0.13 £ 0.02 0.13 £ 0.01 0.12 £ 0.01
Epididymis(L) N 6 ] 6 ]
g Mean=$5.D. 0.46 £ 0.09 0.4 £ 0.09 0.49 £ 0.05 0.49 £ 0,03
{Rel.) Mean=35.D. 0.12 £ 0.02 0.12 £ Q.02 0.12 & 0.02 0.12 &£ 0.01
PABSC : p-(acetylamino)}benzenesulfonyl chloride
Rel. : Relative organ weight ( g or mg / 100g final body weight ) N : No.of animals
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Table 19-3 Absolute and relative organ weights of male rats treated arally with p-(acetylamino}benzenesulfony| chloride for 28 days

- 14-day of recovery -

Group-No. [i]] 03
Dose Yehicle PABSC
(mg/keg) 0 1000
Final body weight N [ 6
{g) Meanz:S.D. 448 + 29 439+ N
Brain N 6 [
(g Mean$.D. 2.20 £ 0.10 2,16 = 0.06
(Rel.) Meant§. D, 0.49 £ 0.04 0.49 + 0.02
Thymus N 6 6
{mg) Mean=S$.D. 495.4 + 4 528.6 = 92.5
{Rel.) Mean=$.D. Lo+ 1.4 120.2 & 16,4
Heart N [ [
() MeanS$.D. 1.42 £ 0.10 + 0.13
{Rei.) © Mean+5.D. 0.32 £ 0.03 x 0.0
Liver N 6 6
(g) Mean=S$.D. 12,74 + 12,70 £ 1,
(Rel.} Mean£3$.0, 2.84 £ 7 2.80 % 0
Spleen N & 6
(mg) Meank35.D. 774 £ 150 839 = 67
(Rel.) Mean£S.D. 174 £ 19 192 £ 20
Kidney (R) N 6 6
() Mean#§.D. .57 £ 0.2 .50 0.1
{Rel.) Mean=+5.D. 0.35 + L35 £
Kidney(L) N 6 6
{g) Meanx5.DB, 1.55 £ 0.15 .60 £ 0.13
(Rel.) Mean=5.D. 0.35 + 0.04 0.37 £ 0.04
Adrenal {R) . N 6 6
(mg) Meant$.D. 26.4 &+ 3.9 29.2 & 4.0
(Rel.) Meanx§,D. 5.9+ 1.0 .7 1.1
PABSC : p-(acetylamine)benzenesulfonyl chloride
Rel. : Relative orpan weight ( g or mg / 100g final bedy weight ) N : No.of animals
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Absolute and relative organ weights of male rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days

Table 19-4
- 14-day of recovery =
Group-No. 00 03
Jose Vehicle PABSC
{mg/kg) 0 1000
Adrenal (L) N 3 3
(mg) MeantS.D. 1.1 £ 5.1 0.7+ 41
(Rel.) Mean+3S.D. 6.1+ 1.3 .0 0.8
Testis{R) N 6 6
{g) Meanxs.D. 1.53 = 0.09 LBl £ 0.1 -
(Rel.) MeantS§.0. 0.3 & 0.03 0.37 £ 0.0
Testis{L} N 6 6
(g Mean+S.D. .53 & 0.1 .61 £ 0.1
(Rei.} MeansS§.D. 0.3 & 0.0 0.36 + 0.02
Epididymis(R) N 6 6
B Meand:S.D. 0.56 + 0.04 0.62 4+ 0.04
{Rel.) MeanZx$.D. 0.13 & 0.02 0.14 £ 0.01
Epididymis{L) i 6 6
(g) MeanZ$.D. 0.56 £ 0.06 0.61 £ 0.04
(Rel.) Mean$.D. 0.13 £ 0.02 0.t4 £ 0.01

PABSC : p-{acetylaminojbenzenesul fonyl chloride
Rel. : Relative organ weight { g or mg / 100g final body weight )

N : No.of animals

PROJECT Ho.H-00357
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Table 20-1 Absolute and relative organ weights of female rats treated orally with p-(acetylamino)benzenesulfony!| chloride for 28 days

- 28-day of treatment -

Group-No. 00 01 0z 03
Dose Vehicle PABSC PABSC PABSC
(ng/ke) 0 40 200 1000
Final body weight N 6 6 [ 6
() Mean®S.D. 224 £ 6 220 + 8 2i6 £ 15 207 £ 3t
Brain H 6 ] 6 6
(g} MeantS$.D. 1.89 £ 0.06 1.95 % 0.06 1.88 £ 0.06 1.89 = 0.07
(Rel.) Meanz+S$.D. 0.85 &£ 0.02 0.89 + 0.02 0.83 £ 0.05 0.93 £ 0.15
Thymus N 6 6 [ &
(mg} Mean=$.D. 416.8 = 84.7 i86.6 £ 82.5 & 9.1 £ 1430
(Rel.} Meanx$.D. 186.4 £ 37.8 176.3 £ 31,9 177.1 £ 10,4 148.2 £ 55.5
Heart N 6 6 ] b
() Mean+S$.D. 0.8 & 0.09 0.8 £ 0.03 0.78 + 0.05 0.75 = 0.09
(Rel.) Meanz$.D. 0.18 + 0.03 + 0.02 0.36 £ 0.03 0.37 £ 0.05
Liver N 6 § 6 [
(&) Mean=$.D. 6.89 = 0.50 6.94 + 0,54 6.49 £ 0.55 6.0T = 0.97
(Rel.) Mean+35.D, 3.g8 £ 0.15 J.ie6 £ 0.29 .01 £ 0,13 2.4 £ 0.31
Spleen N 6 6 6 6
{mg) Mean=+35.0. 467 % 76 479 £ 15 451 & 50 413 & 94
{Rel.) Mean£S5.0. 208 N 218 + 20 209 % 252 198 + 33
Kidney (R) N ] 6 b §
(e Mean+3$.D. 0.83 £ 0.09 0.81 £ 0.03 0.80 = 0.05 0.78 & 0.10
(Rel.) Meanzt$S.D. 0,37 £ 0.04 + 0.02 0.3r £ 0.01 0.38 £ 0.05
Kidney{L) N 6 6 6 [
(g) Mean=$.D. 0.83 & 0.08 0.81 £ 0.03 0.81 £ 0.05 0.77 £ 0.07
(Rel.) Mean=S§.D. 0.37 £ 0.03 0.37 +£ 0.02 0.38 £ 0.02 0.38 + 0.04
Adrenal (R) N 6 6 6 6
(mg) MeanE$.0. 5.9+ 4.2 NIt 39 2.4 + 4.4 0.4 3.4
{Rel.) Mean=£5.D. i6.0 & i.6 15.1 £ 1.8 15.1 £ 2.4 15.0 & 3.2
Adrenal (L) N 6 6 6 [
{mg) MeanX$.D. i1 4.3 .1 £ 5.1 .o+ LS nr+ 3.1
{Rel.) Mean+£8.D. 7.0 1,6 16.0 £ 2.2 16.3 £ 2.3 15.6 £ 3.0
PABSC : p-(acetylamino}benzenesul fonyl chloride
Rel. : Relative organ weight { g or mg / 100g final body weight ) N : No.of animals

PROJECT HNo.H-00357
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Table 20-2 Absolute and relative organ weights of female rats treated orally with p-(acetylamino)benzenesulfony! chleride for 28 days

- 14-day of recovery -

Group-No. 00 03
Dose Yehicle PABSC
(ng/ke) 0 1000
Final bady weight N b [
() Mean=X35.D, 224 X 22 240 + 20
Brain N 6 B
(g) Mean+S5.D. .94 £ 0.0 + 0.08
(Rel.) MeanzS$.D. 0.87 & 0.11 1 & 0.05
Thymus N 6 6
{mg) " MeanzS.D. 336.0 £ 7.7 347.5 £ 58.2
(Rel.) MeanXS.0. 148.6 &£ 22.8 145.0 + 20.6
Heart N 6 6
(g) MeanZk§. 0. 0.82 £ 0.07 p0.82 £ 0.10
(Rel.} Mean+S5.D. 0.37 £ 0.02 0.35 £ 0.03
Liver N 6 6
(£) Meanx$.D. 6.04 & 6.35 £ 0.61
(Rel.) Mean£S$.D. .70 & 0.16 2.65 & 0.08
Spleen N 6 6
(mg) Mean=£S.D. 468 a0 526 =+ 87
(Rel.) Mean=+S.D. 208 £ 26 219 £ n
Kidney (R) N 6 6
(g) MeanZ$.0. 0.82 £ 0.07 0.86 £ 0.1
(Rel.} Meanx$.0. 0.3t £ 0.02 0.3 £
Kidney{L) N 6 6
(g) Mean£$.D. 0.87 £ 0.07 0.85 % 0.12
(Rel.) Meant 3, D, 0.8 £ 0.01 0.35 & 0.03%
Adrenal (R) N G 6
(mg) Mean=S.D. .0+ 2.7 M4 4.8
{Rel.) Meanz$.D. 4.5+ L9 14.4 &+ 2.2
Adrenal (L) N 6 6
(mg) MeanxS$.D, e x 17 35,9+ 5.9
(Rel.) Mean=§.D, 15.3 4+ 2.5 15,1+ 3.0
PABSC : p-{acetylaminu)benzenesuifonyl chiaride
Rel. : Relative organ weight ( g or mg / 100g final body weight ) N : No.of animals

t : Significantly different from vehicle group, p<0.05
PROJECT No.H-00357
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Table 21-1 Necropsy of male rats treated orally with p—(acetylamino)benzenesul fonyl chioride for 28 days
— 28-day of treatment —
Group-No. 00 01 02 03
Vehicle PABSC PABSC PABSC

Dose (mg/kg) 0 40 200 1040
Organs : No. of animals b [ . B 6

Findings
Cecum :

dilated lumen 0 0 0 6
Kidney (Left) :

cortical cyst 0 ] 1 0
Testis :

smail (Bilateral) 1 0 0 0

PABSC:p~(acetylamino)benzenesul fonyl chleride

PROJECT No. H-00357
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Table 21-2 Necropsy of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
— 14-day of recovery —
Group=-No. 00 03
Vehicle PABSC

Dose (mg/kg) 0 1000
Organs : No. of animals [ 6

Findings
Kidney(Right) :

enlargement ] 0

light brown plaque 1 0

dilated renal pelvis 0 1

PABSC:p-(acetylamino)benzenesul fony! chloride

PROJECT No. H-00357
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Tabte 22-1 Necropsy of femaie rats treated orally with p-(acetylamino)benzenesul fony! chloride for 28 days

— 28-day of treatment —

Group-No. 00 01 02 03
Vehicle PABSC PABSC PABSC

Dose (me/ke) 0 40 200 1000
Organs : No. of animals 6 ] 6 b

Findings
Liver :

light yellow plaque 0 0 0 1

light brown plaque 0 0 0 1
Cecum :

dilated lumen 0 0 0 ]
Small intestine :

dilated lumen 0 0 ] 1
Large intestine :

dilated lumen 0 0 0 1

repletion of gas 0 Q 0 : ]
Thymus :

atrophy 0 0 0 ' ]
Uterus :

dilated lumen 1 0 0 0
Uterus(Right) :

rudimentary horn 1 0 0 0

PABSC:p-(acetylamino)benzenesul fonyl chloride

PROJECT No. H-00357



89-v

Table 22-2 Necropsy of female rats treated orally with p—(acetylamino)benzenesulfonyl chloride for 28 days
— 14-day of recovery —
Group-No. 00 03
Vehicle PABSC
Dose (mg/kg) : 0 ' 1000
Organs : No. of animals 6 6
Findings :
abnormal change 0 0

PABSC:p-(acetylamino) benzenesul fonyl chloride

PROJECT No. H-00357



Table 23-1 Hisiopathology of male rats treated orally

with p—(acetylamino)benzenesulfonyl chloride for 28 days

— 28-dav of treatment -

Group 00 02 03
Test substance {¥ehicle)  {—-—PABSC--———- >
Dose (mg/kg) 0 200 1000
Organs / Findings No. of animals ] i ]
Brain: cerebrum 0 / 0
cerebellum 0 / 0
pons 0 / 0
Spinal cord: cervical 0 / 0
thoracic 0 / 0
lumbar 1] 7 0
Mandibelar lymph node 0 / 0
Thyroid:
ectopic thymic tissue 0 / 1
Thymus: 0 / 0
Trachea: 0 / 0
Lung: 0 / 0
Heart: 0 !/ 1}
Liver:
mononuclear cell infiliration 2 / 0
Spleen: . 0 / 0
Adrenal: 0 / 0
Kidney:
atrophy of renal tuble 0 0 |
mononuclear cell infiltration 0 0 [
fibrosis of interstitial tissue 0 ] l
cyst 0 1 0

PABSC : p-(acetylamino)benzenesulfonyl chloride

A-69
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Table 23-2 Histopathology of male rats treated orally
with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 28-day of treaitment -

Group 00 02 03
Test substance {Vehicle}  {~——- PARSC—————- >
Dose (mg/kg) 0 200 1000
Organs / Findings No. of animals 6 1 6
Forestomach: ] 0 / 1}
Glandular stomach: 0 / 0
Duodenum: 0 / 0
Jejunum: 0 / 0
Ileum: 0 / 0
Cecum: ¢ / 0
Coton: 0 / 0
Rectum: 0 / 0
Mesenteric lymph node: 0 / 0
Testis: /
airophy of seminiferous tuble l 0
decreased germ cell | 0
spermatid giant cell formation | ]
increased Leydig cell l 1]
Epididymis: /
degeneration of spermatozoa l 0
in duct
Prostate: 0 / 1]
Seminal vesicle: 0 / 1]
Urinary bladder: 0 / ]
Femoral bone: 0 / 0
Femoral bene marrow: o / 0
Sternal bone: 0 / 1]
Sternal bone marrow: 0 / 1]
Sciatic nerve: 0 / 1]

PABSC : p-(acetylamino)benzenesut{onyl chloride
PROJECT No. H-00357
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Table 24-1 Histopathology of female rats treated orally
with p-(acetylamino)benzenesul fonyl chloride for 28 days

~ 28-day of ireaiment -

Group 00 03
Tesl subsiance {Vehicle)> {--PABSC——>
Dose (me/ke) 0 1000
Organs / Findings No. of animals 6 6
Braim: cerebrum 0 0
cerebel lum 0 0
pons 0 ¢
Spinal cord: cervical ] 0
theracic 0 0
lumbar 0 0
Mandibelar lymph node: 0 0
Thyroid:
ecfopic thymic tissue 0 1
Thymus : 0 0
Trachea: 0 0
Lung: 0 D
Heardi: ] 0
Liver:
monenuclear cell infiltration 2 2
necrosis 0 1
Spleen: 0 0
Adrenal: 0 0
Kidney: 0 0
Forestomach: 0 0
Glandular stomach: 0 0
Duodenum: 0 0
Jejunum: . 0 0
Fleum: 0 0
Cecum: ' 0 0
Colon: 0 0

PABSC : p-(acetylamino)benzenesulfonyl chloride
PROJECT No. H-00357
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Table 24-2 Histopathology of female rats treated orally
with p-(acetylamino}benzenesul fonyl chloride for 28 days

— 28-day of treatment -

Group 00 03
Test substance {Vehicley {-~PABSC—)
Dose (mg/kg) 0 1000
Organs / Findings  No. of animals ] 6
Rectum: 0 i}
Mesenteric lymph node: 0 0
Ovary: 0 0
Uierus: ] 0
Yagina; 0 0
Urinary bladder: 0 0
Femoral bomne: 0 0
Femoral bone marrow: ¢ 0
Sternal bone: t 0
Sternal bone marrow: 0 0
Sctatic nerve: 0 ]

PABSC : p-(acetylamino) benzenesulfonyl chloride
PROJECT No. H-00357

A-72




Table 25 Histopathology of male rats treated orally
with p-{acetvlamino) benzenesulfonyl chloride for 28 days

- 14-day of recovery -

Group

Test substance

Dose (mg/kg)

Organs / Findings No. of animals

00

03

0

{Vehicley {—PABSC--)

1000

1

1

Kidney:
atrophy of renal tuble
mineralization of tuble
mononuclear cell infiltration
fibrosis in interstitial tissue
cyst

PABSC : p-{acetvlamino) benzeresulfonyl chloride

A-73

PROJECT Ro. H-00357
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Appendix 1-1 Clinical signs of male rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days

< Days of treatment

Group-No. 1 2 3 4 8 6 7 8 9 10 i1 12 13 14
Dose Animal
(mg/ke) No, A B A B A B A B A B A B A B A B A B A B A B A B A B A B
00 00W07 - - [ [ — - - E— P p—— pRa— p—— pa— —— u— —
Yehicle 00M02 - - - - - - - - - - - - - - - - - - - - - - - - - . - -

0 DOMO3 - - - - - - - - - - - - - - - - - - - - - - - - - - .

o
MOs - - - - - - - - - - .- .. oo e oo oL oo Lo
00MOs - - - - - - - - - - - - - .. o . o ... oL o .o
0007 - - - - - - - - - - - . - o . ... oo oo oo o
DOMOS - - - - - - - - - - - . - o . ..o ..o L Lo
Moy - - - - - - - - - - - . o o oo ..o oL oo oo o
QMID - - - - - - - - - - - - o oo e Lo Lo oo oo
L e T S T T T T
M2 - - - - - = = = e = = s = == e = e e e oo o e e - o
i ooer— - - - - - - - - - - - - - - = - - - = - - - - == - ——=

PABSC OtM02 - - - - - - - - - - - - - - - = - - - - - - - - - -
40  01M03 - - - - - - - = - - - - - - - - - - - - - - - - - - - -

L S R R T T T
0Mes - - - - - - - - - - - - - - .- .. oL oo oo
OMOs___ = - - - - - - = = = = = = = e e e e o= e e e

PABSC : p-(acetylamino)benzenesul fony! chlaride
- : no abnormality A . Before administration B : After administration
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Appendix 1-2 Clinical signs of male rats treated orally with p-{acetylamino) benzenesul fonyl chloride for 28 days

Group-No.

Dose

< Days of treatment »

] 2 3 4 5 6 7 8 9 10 1 12 13 14

Animal
No. A B A B A B A B A B A B A B A B A B A B A B A B A B A B

(mg/kg)
0?

PABSC
200

T =
ogwoz - - - - - - - - - - - - - - .o oL o ..o .o oL
e T T
0Mp4 - - - - - - - - - - - - - .. oo ..o Lo Lo
omos - - - - - - - - - - - - - .. - oo .o Lo . oo
O2M0§ - - - - - - - - = - - = - e e = e o= = .- e o -

03
PABSC
1000

oy - - - - - - - - - - - - - - < - - - - =
Bmez - - - - - - - - - - - - . o L. L Lo,
0303 - - - - - - - - - - .- ..o o T oo - a2 -

04 - - - - - - - - - o - o . oL o

03Mos - - - - - - - - . - - - - . .o oo Lo oL
o3moE - - - - - - - - - - - - . - - L oL Lo
L
008 - - - - - - - - - . o o .. oL oL - -

3Mos - - - - - - - - - - - - - - .- - ..o oo Lo
oM - - - - - - - - - - - - ..o o oL oL Lo
L - a
M2 - - - - - = = = - - - = e e e oo = e - el - -

PABSC : p-(acetylamino)benzenesul fonyl chloride
- : no abnormality A : Before administration B : After administration

a ! salivation

PROJECT No.H-00357
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Appendix 1-3 Clinical signs of male rats treated oraliy with p-(acetylamino}benzenesul fonyl chloride for 28 days

¢ Days of treatmeni »

Group-No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Dose Animal _

(me/kg) No. A B A B A B A B A B A B A B A B A A B A B A B A B A B
00 00KO1 - - e - - - - - - - - - - - - - = - = - - - - g -
Vehicle 00M02 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
0 00M03 - - - - - - - - - - - - - - - - - - - - - - - - - - -
00M04 R T - - - - - - - - - - - - - - - - - - - - -

00MOS - - - - - - - - - - - - - - - - - - - - - - - - - - - -

00MO6 - - - - - - - - - - - - - - - - - - - - - - - - - - -

00M07 - - - - - - - - - - - - - - - - - - - - - - - - - - - -

00M08 - - - - - - - - - - - - - - - - - - - - - - - - - - - -

0K09 - - - - - - - - - - - - - - - - - - - - - - - -

00M10 - - - - - - - - - - - - - - - - - - - - - - - -

0OM11 - - - - - - - - - - - - - - - - - - - - - - - - - -

00M12 - - - - - - - - - - - - - - - - - - - - - - - - - - -

01 01RO - - - - - - - - - - - - - - - = - - - - - - - - - - - -
PABSC 01M02 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
40  01MD3 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
01M0D4 - - - - - - - - - - - - - - - - - - - - - - - - - - - -

01M05 - - - - - - - - - - - - - - - - - - - - - - - - - - - -

01M06 - - - - - - - - - - - - -
PABSC : p-{acetylamino)benzenesulfony! chloride
- : no abnormality A . Before administration B : After administration

PROJECT No.H-00357
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Appendix 1-4 Clinical signs of male rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

¢ Days of treatment )

Group-No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28

Dose Animal

{mg/ke) No. A B A B A B A B A B A B A B A B A B A B A B A B A B A B

02 02M01 - - - - - - - - - - - - - - - - -~ - - - - - - - - = - -

PABSC 0zM02 - - - - - - - - - - - - - - - - - - - - - - - - - - - -

200 Q2M03 - - - - - - - - - - - - - - - - - - - - - - - - - - - =

02M04 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
0ZM05 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
02M06 - - - - - - - - - - - - - - - - - = = - - - - - - -

03 03M01 - - - = - - - - - - - - - a - = - - - - - a - a - - - -

PABSC 03Mo2 - - - - - - - - - - - - - a - - - - - - - - a - a - 2

1000 03MO3 - a - a2 - - a -2 - - - a - a - a - - - a - a - a

03M04 - - - - - - - = - - - - - - - - - - - - - - - - - -
03M05 - - - = - - - - - - - - - - - - - - - - - - - - - - -
03M06 - - - a - 2 - a - a - a - - - a - - - - - - - - a - a
03mo7 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
03M08 - - - - - a - i - a - a - - - - 2 - - - - - = - a - a
03MD9 - - - - - - - - - - - & - - a - - - - - - a - & - a
g3mao - - - - - - - - - - - - - - - - - - - - - - - -
03Mn - - - a - a - - - a - a - - - - - - - - - -~ a - a - a
03M12 - - - - - - - - - - - - - - - - - - - - - - - - - - -

PABSC : p-(acetylamino)benzenesul fonyf chloride

- : no abnormality A : Before administration B : After administration

a : salivation
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Appendix 1-5

Clinical signs of male rats treated orally with p-(acetylamino)benzenesulfonyl chleride for 28 days

Group~No.

Dose

rd

29
Animal
No. C

AY

Days of treatment

N

I

(mg/kg)
00

Vehicle
0

00mM01 -
0oMO2 -
00M03 -
00MD4 -
00K05 -
00M06 -
00MO7
ooMos
00M09
00M10
ooM11
00M12

1
PABSC
40

01M01 -
01402 -
Bimo3 -
01M04 -
01M0S -
01M06 -

PABSC : p~-(acetylamino)benzenesulfonyl chloride
- : no abnormality C : Before autopsy

PROJECT No.H-00357
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Appendix 1-6

Clinical signs of male rats treated oraily with p-(acetylamino)benzenesul fonyl chloride for 28 days

Group—No.

Dose
(mg/ke)

¢

29
Animal
No. C

AY

Days of treatment

Y

4

02
PABSC
200

02n01 -
02M02 -
02M03 -
0ZM04 -
02M05 -
02M0é6 -

03
PABSC
1000

03M01 -
3mM02 -
03M03 -
03M04 -
03M0S -
03M06 -
03MO7
03M08
03M09
03M10
03N
03Mi12

PABSC : p—(acetylamino)benzenesul fonyl chloride

- : na abnormafity

C : Before autopsy

PROJECT No.H-00357



Appendix 1-7 Chinical signs of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride far 28 days
< Days of recovery » ——
Group-No. 1 2 3 4 5 &6 7T 8 9 10 11 12 13 t4 15
Dose Animal
{mg/Kg) No. C
00 ooMa7T - - = = = e - - - - - - - -
Vehicle 00MO8 R T T
0  00OMOS - = = = = = = = = = e e e - -
GOM10 - - - - - - = = - = = = =~ = =
ooMN - - - = = - - - - - - - - - -
00M12 e
03 03M07 - - = = = = = = e - = e = - -
PABSC 03m0s - - - - - - - - 2 4 A e e = -
1000  03M09 - - - - = = = = = = = s~ - -
0IM10 e R R
03mMI R e
M2 = = = = e = a a = s = = = = =
PABSC : p-(acetylamino)benzenesulfonyl chloride
- : no abnormality C : Before autopsy

PROJECT No.H-00357




Appendix 2-1 Clinical signs of female rats treated orally with p-{acetylamino)benzenesul fonyl chloride for 28 days

{ Days of treatment »

Group-No. i 2 3 4 5 6 7 8 9 10 11 12 13 14

Dose Animal :

{mg/kg) No. A B A B A B A B A B A B A B A B A B A B A B A B A B A B

oo 00F0 - - - - - - - - - - - - - - - - - - - - -~ - - - - - - -

Vehicle 00F02 - - - - - - - - - - - - - - - - - - - - - - - - - - -
0 00FO3 - - - - - - - - - - - - - - - - - - - - - - - - - - - -

00F04 - - - - - - - = - - - - - - . o o o .. oo e e e oo
00FO5 - - - - - - - - - = - - - . ... - ..o . e Lo
T T
00F07 - - - - - = - - . - . - o oo ..o oo Lo oo L
00F08 - - - - - = - - = - - - - o oo o oo a .o o e e e .
S e T T
00FI0 - - - - - - - = - = - - . o oo o . e e .. oo oo o
00FI1 - - - - - - - - - - - - - - o e .. oo o .o oo
00F12 - - = = = = = e e = = = = = == == e = == e e o
a1 oFl - - - - - - - - - - - - - - - - T - - - - - - - - -

PABSC DIFD2 - - - - - - - - - - - - . - - - e - - oo oo oo

40 O0IF3 - - - - - - - - - - - - - - - = - . - oo o oo o
DIFB4 - - - - - - - - - - - - .. ..o oo oo oo
0IF0S - - - - - - - - - - - - - - . oo .o .o oo
T S

PABSC : p-(acetylamino)benzenesulfonyl chloride
- : no abnormality A : Before administration B : After administration
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Appendix 2-2 Clinical signs of female rats treated arally with p-{acetylamino)benzenesul fonyl chloride for 28 days

<{ Days of treatment

Group-No. 1 2 3 4 5 6 7 8 9 10 1h 12 13 14

Dose Animal
(mg{ﬁg) No. A B A B A B A B A B A B A B A B A B A B A B A B A B A B

02 RF0T - - - - - - - - - - - - - - - - = - = - - T — = == =
PABSC L

200 02F03 - - - - - - - - - - - - - - T oo Lo
02F4 - - - - - - - - - - - - - - - - - oo ..o Lo
02F05 - - - - - - - - - - - - - - - .. oo oL oL oL
02F06 - - - - - - = = = = - - = = == = = e e e oo e e e

03 ogF0r - - - - - - - - - - - - - - - - = T - T T - T - - - ——=
PABSC 03F02 - - - - - - - - - - - - .. ...

1000 03FO3 - - - - - - - - - - - . . . - . - oL
MF4 - - - - - - - - - - - - .. oo
03F05 - - - - - - - - - - - - - .. oL
03F06 - - - - - - - - - - - - o oo -
03F07 - - - - - - - - - - - - - - - - . -
03F08 - - - - - - - - - - . . - .. Lo

|

1

|
I | o)

]

1

t

03F09 - - - - - - - = - - - - .. .o e o oL oo oo oL L
03FI0 - - - - - - - - - - - - o - . - oo . g - o e ..o
) T S T T T T T
R R R T - -

PABSC : p-(acetylamino)benzenesul fonyl chlorjde
= : no abnormality A : Before administration B : After administration

a : salivation
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Appendix 2-3 Clinical signs of female rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days

{ Days of treatment )
Group-No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Dose Animal
(mg/kg) No. A B A B A B A B A B A B A B A B A B A B A B A B A B A B
00 0oFOr - - - - - - - - - = - - = = = - - = - T - =
Vehicle 00F02 - - - - - - - - - - - - - - - - - - - - - - - - - - - -

0 00FO3 - - - - - - - - - = - - - - - - . .o ..o oo

00F04 - - - - - - - - - - - - - . . - .o . oo ..o
00FO5 - - - - - - - - - - - - - - - . . L .o . oL L
00FOS - -~ - - o~ -~ - - - - - - - .. ..o oo oo oo
QF07 - - - - - - - - - - - - .o o . oo .o oo oo L
00FO8 - - - - - - - - - - - - . . ... .o Lo o oL
00F08 - - - - - - - - - - - - - . .- o .. oo Lo oL
00F10 - - - - - - - - - - - . o oo ... oo oL oL o
0FIT - - - - = - - - - - - - - - - - . - .. Lo .o o
QF12 - - - - - - = = = - = - = == e = e e e oo e e e e
0] ofFer - - - - - - - - - - - - - - - - = - - - T - = - - = —=

PABSC L T T
o 0IF03 - - - - - - - - - - oL oo oo Lo oL

L e
01F05 - - - - - - - - - - - - - . . .. oo oL ..o
0IF08  ~ ~ - - = = = = = = = = = = e e m e e oo e e e oo

PABSC : p-(acetylamino)benzenesulfonyl chloride
- : no abnormality A : Before administration B : After administration
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Appendix 2-4

Clinical signs of female rats treated orally with p~{acetylamino)benzenesul fonyl chloride for 28 days

{ Days of treatment )

Group=No. 15 16 17 18 19 20 21 22 23 24 25 26 27 28

Dose Animal

(mg/Kg) No. A B A B A B A B A B A B A B A B A B A B A B A B A B A B

02 02F01 - - - - - - - - - - - - - - - - - - - - - - - - - -

PABSC 02F02 - - - - - - - - ~ - - - - - - - - - - - - - - - - - - -

200  02F03 - - - - - - - - - - -~ - - - - - - - - - - - - - - - - -

(12F04 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
02F05 - - - - - - - - - - - - - - - .- S
02F06 - - - - - - -~ - - - - - - - - - - - - - - - - - - - =

03 03F01 - - - - - - - - - - - - - - - - - - - - - - - - - - - -

PABSC 03F0? - - - - - - - - - - - - - - - - - - - - - - - - - - -

1000 03F03 - - - - - - - - a - - - - - - - - - - -

03f04 - - - - - a - - - - - a - a bab b b b b b oa b b b b b
03F05 - - - - - - - - - - - - - - - - - - - - - - - a - -
03F06 - a - - - a - - - 2 - a - - - = - - - - - - - - -
03F07 - a - - - - a - a - a - 4 - a - - a - a - a - a -
03F08 - - - - - - - - - - - - - - - - - - - - - -
03F09 - - - - - - - - - - - a - - - = - - - - - - - - - - - -
03F10 - - - - - - - - - - - - - - - - - - - - - - - - - = - -
03F11 - - - - - - - - - - - - - - - - - - - - - - - - - - - -
03F12 - - - - - - - - - = - - - = - = - - - - - - - - - - - -

PABSC : p-{acetylamino)benzenesul fonyl chloride

- : no abnormality A . Before administration B : After administration

a : salivation

b

rale
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Appendix 2-5 Clinical signs of female rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

¢ Days of treatment

Group~No. 29
Dose Animal

(me/kg) No. C
00 GOF01 -
Yehicle 00F0? -

0 0OF03 -
00FD4 -
00FQ5 -
Q0F06 -
00FD7
00FQ8
00F09
00F10
00F11
00F12

01 01F0 -
PABSC 01F02 -
40  DIFD3 -
01F04 -
01F05 -
01F06 -
PABSC : p-f(acetylamino)benzenesul fonyl chloride
- : no abnormality C : Before autopsy
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Appendix 2-6 Clinical signs of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

{ Days of treatment

Group-No. 29
Dose Animal
(mg/kg) No. [
0? 02F01 -
PABSC 02F02 -
200 02F03 -
02F04 -
02F05 -
02F06 -
03 03FD0T -
PABSC 03F02 -
1000  03F03 -
03F04 b
03F05 -
03F06 -
03F07
03F08
03F09
03F10
03F11
03F12
PABSC : p-(acetylamino)benzenesul fonyl chloride
- . no abnormality C : Before autopsy
b : rale

PROJECT Neo.H-00357
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Appendix 2-7 Clinical signs of female rats treated orally with p-{acetylamino}benzenesulfony! chloride far 28 days
< Days of recovery
Group-No. 1 2 3 4 5 & 7 8 9 10 11 12 13 14 15
Dose Animal
(mg/kg) No. c
00 00FQ7 S
Vehicle 00F08 T T R
0 00FO9 e I
00F10 - =~ =~ = = - - - - - - - - - -
00F 11 e T
QOF12 - - - = =« = = = = =« - - - - =
03 03F07 - - - - - - - - - - - - = - ~-
PABSC 03F08 e R R
1000 03F09 - - - - - - - - - - - - - - -
03F10 L
03F11 e T
03F12 = - = = = = = = = = e = = = =
PABSC : p-(acetylamino}benzenesulfonyl chloride
- : no abnormality € : Before autopsy
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p-(acetylamino) benzenesul foenyl chloride for 28 days

Naurotoxicolagical observation of male rats treated orally with

- Irwin's comprehensive tests -

Appendix 3-1
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¥ with p-(acetylamino)benzenasulfonyl chloride for 28 days

Neurotoxicolagical observation of male rats treated orall

Appendix 3-2

- lrwin s comprehensive tests -
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y with p-{acetylamino)benzenesulfonyl chloride for 28 days

Neurotexicological observation of male rats treated orall

= lrwin's comprehensive tests -

Appendix 3-3

= 1-week of treatment -
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Neurotoxicological observation of male rats treated orally with p-(acetylamino)banzenssulfony| chloride for 28 days

- Irwin"s comprehensive tests -

Appandix 3-4

= 1-week of treatment -
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DBSERVATION ON RETURN TO HOME CAGE
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p-(acelylamino)benzenasulfonyl chloride

0, Abnormal reactions are scored up range of i~4

Normal score

Ishibition ; score O~3

4, Stimulation ; score 5~8,

Normal scare
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¥ with p-(acetylanino) benzenesulfonyl chloride for 28 days

Neurotoxicological obsarvation of @ale rats treated orall

- Irwin's comprehensive tests -

Appendix 1-5

- 2-week of treatment -
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~ lrwin's comprehensive tests -

Appendix 3-6

~ 2=week of treatment -

02

[]]

00

Group-No.

PABSC

PABSC

PABSC

Yehicle

1000

200

40

E v e C

B L= B ]

=

Dosa(ng/ke)

= SE e— —
= IE = O
o T IE O
o o IF O 3
=R =N
O™ IE O W
= o3 S O WD
[ ¢ N © =t
o Eo™
—Eu i E-F N

IO M RO —

e e
akat E-X']
S cumown
(O N O
=R - XN ]
o o X O o

[ o O e

2 owc
O — 2 O w
O — E QW
= — o
O —F O
S —F oo

=2 — ZE O

= o n o
(== -]
D IF v— v
=S 2 — O
k- a=K-
0O X O m
o< O~
= 9 3 O w
= O X O
Do ma -
O O o™
= O RO

S o O -

C — B -

Animal No,

OBSERVATION [N THE HAND

Fearfulness
Passivity

COoOO0OTOoOOoOOY T OO OOTYTaAOoOo
COoOOoOYTOQOTTOOoOOoOOoOOYYTaoo
CoowoOoOoOwTOaoooewTwoOoo
CoOoOwOoOOoOOSYdTooOOOoOY Yoo
(== 2 - i3 -0 A F-F-F_N_N_E B N
oo WTOoOOoOOoOYYTOoOOoODoOoOwTwTOoOOoOO
COoOO0OTAaA0OTITOOODOOY TS S
= R —-E-R- A N-F_N-F_N_R -3 N-¥-¥-
OO OoOOoOOYW Yoo oOOOTToOOo O
COoOOYOoOOOWTOOOODY OO
CoOOYTOoOOOYWwYTOoOOODRWwTooOo
COoOTOOOYITOoOoOOoOTYTOOoo

OO oOITTOOOoOO S TOOO

(=R A A F-F-Y_F_F_% N F_Fog_1
CoOOYTOoOOoOOYYOoOOoOOODATITOoOOoOO
A A E-X-E K J-N-F-F-F_-R X" N.F_¥_1
=R hi-2-2-L A B-F-F-F_N_N X F_¥F_¥_1
COoOOToOCOWTHTOOOOOY TS O
A A A-E-X-E L Z-F-FF-X-5 & F-¥-¥-1

OO TOoOOOYwYTOoOOOOoOoOwTTOoOOO

COoOoOTOoOOOYYTOoOoOOoOoOwTTOoOOD
COOoOYOoOOTTOODOoOOYT OO
SRR 2L 0 X J-F-3_F L B ¥-¥-¥-)
OO OoOOOYMTOoDoOOoOOTTO O S
COoOOoOTOoOQOITTOoOOoOOoOoOOoOY Yoo
RS- X-N-L L N _J¥_F_ N _-N_R - NF-¥-¥.)

OO TOoOOoOoOY OO oOwTYTOoOOoOO

COOTOoOOoOOYdTooOoODOY <O
COoOO0OTOOOITTOOODO YT Qoo
COoOQETQoOWTOoOOoaw T oo
RN A E-I-F-E L J-F-¥-N-¥_-R B N-¥-¥.-
CoOOoOwTOoOoOYTITOoOOoOoDoDoOoOYTTooo
(=R =N - A S-N-F_N_N_RE R NN
2= a-E-2-L A J-F-¥_-F ¥R & F-¥-¥-1
SRR R AR J-F-3-F_N_RK .- ¥_N¥_1
COoOOWMOoOOoOOYYIoDO0ODODY T OO
OO OoO0AOYTTOoOOoODDOoOYYToOS o
= AR N-F_Y_F_N_R R NN
A= L A -0 -F YR & F-¥-¥-1

oD TOoOOOO YT OO OOOoOYY OO S

LAl = R R E-X-F-F_N_E- N NN

Occurrence of secretions

Cyanosis

Loss of corneal reflex
Ptosis

Loss of pinna reflex
Hypothermia
Mucous membranes

Exophthalmos
Puptl size
Skin color
Lacrimation
Salivation
Huscle tone
Pain response
Aggressiveness
Yocalization
Diarrhea

B-20

OBSERYATION ON RETURN TO HOME CAGE
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Normal scare
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¥ with p-(acetylanino)benzenasulfony| chloride for 28 days

Neurotoxicological observation of male rats treated orall

- Irwin's comprehensive tests -

Appendix 3-8

- 3-week of treatment -
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OBSERVATION ON RETURN TO HOME CAGE

Grooming
PABSC

4 4 44 444444444

4 4 4 4444

4 4 44444444444 4 4 4 44 44

: p-(acetylamino)benzenesuifonyl chloride

0, Abnormal reactions are scored up range of 1~4

Normal score

Inhibition ; score 0~3

Normal score=4, Stimulation ; score 5~8
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Neurotoxicological observation of male rats treated orall

- Irwin"s comprehensive tests -

Appendix 3-9

= 4-week of treatment -
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ylamino)banzenasulfonyl chloride for 28 days

Neurotoxicological observation of male rats treated orally with p-{acet

= lrwin"s comprehensive tasts -

Appendix 3-10

- 4-week of treatment -
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OBSERVATION ON RETURN TO HOME CAGE

Grooning
PABSC

4 4 444 44444444

4 4 4 44 4 4

4 4 4 4 4 4 4 4444 44 4 4 4 4 4 4 4

. p-(acetylamino)benzenesulfonyl chloride

0, Abnarmal reactions are scored up range of 1~4

Normal score

Inhibition ; score 0~3

4, Stinulation ; score 5-~8,

Normai score

PROJECT Ho.H-00357




Szd

Appendix 3-11 Neuratexicological observation of maile rats treated orally with p-(acetylamino)benzenasulfony| chioride for 28 days

- lewin's comprehensive tests -
= 1-week of recovery -

Group-No. 00 03
Yehicle PABSC
0 1000
Dase{mg/kg) N
o 0000000 0000 UQ0Q0D
Animal No. r DooCDDODON 333331131
n 4 N BENUMNS MHHUMNHeEe
2 D0OO0O1 11 a o0t 11 a
1 7 88901 2n 7 89 012n
OBSERVATION IN THE HOME CAGE
Increased locomotor activity 4 4 4 4 44 4 4 4 4 4 4 4 4 4
Abnormal behavier
Restlessness 0 6000000 go0oDO0OOODTCO
Krithing 0 0 0Q0CO0OO0DCDO 6 000O0O0TCD
Fighting 0 poooo0D0D0O0 0D oo0DOOOD
Alertness 4 4 4 4 4 4 404 4 4 4 4 4 4 4
Startie response 4 4 4 4 4 44 4 4 4 4 4 4 4 4
OBSERVATION ON THE ARENA
Piloerection D 0000O0CO00 00DOCOODOODO
Tremor 0 0 000O0C000 oocDO0OD0DODOO
Twitch 0 000O0O0C0COUO 0 000QO0TCDTC
Respiration
Abdaminal 0 o ocooo0o0o0 0000O0O0OQD
Gasping 0 DO0O0ODDDOOD 0 00CO0DO0OODOUD
Faster 0 D ooo0oO0ODO pooo0DoDO0OOD
Slower 0 DOGCOOODOD CooodO0OD0QOD
Canvulsian
Clenic convulsion 0 0 DO0OOCOCOOD 0 0QCO0DOOD
Tonic convuision 0 0 00 000D 0D 0DOODBOD 0
Abnormal behkavior
Apathy 0 004900 0o 00DOQCOOD0OD
Darting 0 o0oo00DO0O0TUD 000O0CO0O0OCO0
Body positian
Straub tail 0 oo0oo0oD0DD0DODOUG 0000O0QO0O0
Hunched positian 0 Do0OCOODOUD oooQo0ODOD
Hind quarters raised 0 po0oO0O0ODOOD D oCODOOOD
Dragging hind 1imbs 0 pDO0OOOODODOD DoOQO0OO0OQO0 D
Abnormal gait
Limbs spread further apart ] 00D0DD0O0O0GOO 0 0OO0ODOTUGQ
Tip toe gait 0 000D0DD0O0T0D 00000200
Rolling from side to side 0 co0oo0D00O00D0 00D0OQQOCO0O
¥Walking lower on its limbs 0 oco0oo0DOOTD 00 0D0O0CO0TOCD
Incapable of motor activity 0 goQD0Q0O0TCD D 0ODCODO
Explaratory behaviar 4 4 4 4 4 4 4 4 4 4444414
Sedation 0 0 00DDOOD 0 0D0DODDOD

PABSC : p-(acetylamino)benzenesulfonyl chloride
Normzl score=D, Abnormal reactions are scored up range of 1~d
Normal score=4, Stimulatian : score 5~8, Inhibition ; score 0~1
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Appendix 3-12 Neurotoxicological obsarvation of male rats treated orally with p—(acetylamino)banzenasulfony! chlforide for 25 days

- lrwin's comprehensive tests -
- 1-week of recovery -

Group-Na. 00 03
Yehicle PABSC
0 1000

Dose{mg/kg) N

] [ 0d0O0TU0COD
Animal HNo. r 60000 O0NK 333333 M

m HMHMNNHUEe HHHUMHeEe

a 000111 a o001 11 a
_ | 7 889801 2n T 89 01 2n
OBSERVATION !N THE HAND
Fearfulnass 0 c000O0CO0D 000 O0DOOD
Passivity ] 0 00O0DO0CO0TUD 0000O0OCO0O¢D
Exophthalmps 0 0o0900O0T0 goDOoOOOO
Pupil size 4 4 4 4 4 444 4 4 44444
Loss of pinna reflex 0 0 00DO0CD0DO00D go0o00O0CO0OTUD
Loss of corneal reflex 0 6 oo0oo00DO oooDOoOOQO
Hypothermiz 0 pDoOO0OO0OOODOUD 0D OO0OO0OO0OTOD
Skin colar 4 4 4 4 4 4 4 4 4 4 4 4 4 44
Nucous sembranes L] 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Occurrence of secretions 0 00ODO0OOTDOUOD 00D0DO0DCOCTUG
Cyanosis 0 000D0O0CO0O 0000O0DCO0TCD0
Plosis 0 0o000O0O0TH g0o00O0O00
Lacrimation 0 co0oo0Q0D0O0TCK ge0D0O0OOD0OUD
Salivation i} goo0D0O0O0OU0 0GD0DO0CO0OOD0ODO
Muscle tone 4 4 4 4 4 44 4 4 4 4 44 44
Pain response 4 4 4 4 4 4 414 4 4 4 4 4 44
Aggressiveness 0 ooo0D0O0O00 goo0o00OD00RD
Yocalization 0 ocoo0000O00TC0 s 0o0D0DO0OD0OOUD
Diarrhea 0 0000 DDOD o oo0Q0OODOUD

OBSERYATION ON RETUAN TO HOME CAGE

Grooming 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
PABSC : p—{acetylaminp)benzenesulfonyl chloride

Normal score=D, Abnarmal reactions are scored up range of 1~4

Normal score=4, Stimulation ; score 5~8&, Inhibition ; score 0~3
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Appendix 3-13 Neurotoxicological observation of male rats treated orally with p-(acetylamine)benzenesulfony| chloride for 28 days

- Irwin's comprehensive tests —
- 2-week of recovery -

Group-No. [\ 03
Vehicle PABSC
0 1000
Dose{mg/kg) N
0 000O00D0TGCO g0eD0C0CO0OD
Animzl No. r go0oo0O0D0DOCN 33313313 N
m HNRMNMMUE N HHUMNMNE
1 b 00111 a poo11 1 a
| 7 89012n 7 89 012n
OBSERVATION 1N THE HONME CAGE
Increased locomator activity 4 4 4 4 4 4 4 4 4 4 4 4 4 44
Abnormal behavior
Restlessness 0 o'ac 00O0CO0TOD 0 000O0OD0OC0
Writhing D go0oo00O0O0GOD 0ebooOO0OO
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PABSC : p-{acetylamino)benzenesulfonyl chloride
Normal score=0, Abnormal reactians are scored up range of 1~4
Normal score=4, Stimulation ; score 5~8, Inhibition ; score 0~3
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Appendix 3-14

Neurgtoexicological observation of male rats treated orally with p-{acetylaminc)benzenesulfonyl chloride for 28 days

.

- lrwin's comprehensive tests -

- 2-week of recovery -
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PABSC : p~(acetylamino)benzenesulfony| chloride

Normal score=0, Abnormal reactions are scored up range
Normal score=4, Stimulation ; score 5~8,

Inhibition ;

of 1~4
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Neurotoxicological observation of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- irwin's comprehensive tests -

Appendix 4-1
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ylaninn)benzenésulfonyl chioride for 28 days

Neurotoxicological observation of female rats treated orally with p-{(acet

~ Irwin's comprehensive tests -

Appendix 4-2

- Before treatment -
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¥ with p-(scetylzmino) benzenesulfony! chloride for 28 days

Neurotaxicological observation of female rats treated orall

- [rwin's comprehensive tests -

Appendix 4-3
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y with p-(acelylamine)}benzenesul fony! chloride for 28 days

Neurotoxicological obsarvation of female rats treated orali

- lrwin's comprehensive tests -

Appendix 4-4
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y with p~(acetylaminc)benzenasul fony| chloride for 28 days

Neurotoxicological observation of female rats treated arall

~ lrwin's comprehensive tests -

Appendix 4-5

~ 2-week of treatment -
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Neurotoxicological observation of female rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days

- lrwin’s comprehensive tests -

Appendix 4-6

- 2-week of treatment -
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y with p-(acetylanino) benzenesulfonyl chleride for 28 days

Neurotoxicological observation of female rats treated orall

= lrwin's comprehensive tests -

Appendix 4-7

- 3-week of treatment -
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y with p—(acetylamina)benzenesulfony! chloride for 28 days

Neurotoxicological observation of female rats treated orall

- Irwin"s comprehensive tests -

Appendix 4-8

= 3-week of treatment -
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4, Stimulation ; score 5~8, Inhibition ; score 0~3

Normal score
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Neurotoxicolegical abservation of female rats treated orally with p-(acet

- lrwin's comprehensive tests -

Appendix 4-9

ylamino}benzenesul fonyl chloride for 28 days

~ 4-week of treatment -

02

01

00

Group-No.

PABSC

PABSC

PABSC

Yehicle

1000

200

40

=

Dase(mg/kg)

&E v e
=T B E ]
S —
=l T = ]
oML O om
(=R N Ty -]
(=R WISy _ N
O™ Ow
S oW
L=l O — o
S I TEY = N
= RUEE - ]

= TR I

= a4 o
jo v o w
[@ W owm
[ W, O -
e TR — ]
=R T Y]

[ Il O -

Mo we
=Tl T — ]
o — 1L ow
o == L, &3 =
=Y o — ]
(=Rl NI — I )

== U O -

= o™ Cc
O O W, ™ oy
Y D L -
= O W o
o oUH. oo,
O oW oo
=N TH -
=9 O U O
SO S W
A= TR — -
SoS W o™
= o u o e

= O O

O = E g —

Animal No.

OBSERVATION 1N THE HOME CAGE

44 4 444444442434

4 4 444 44

4 4 4 44 44

4 4 4 4444444441414

Incraased locomotor activity

Abnorma) behavior

=R —N—=1C
(=N =N-— -
[=R=N -
00 = <
L= RN
-N—N—R
[=J=N— 0 g
oo
(=N =0 =R -
[=N_R_—R 2 J
[=R—X R 2 4
(=R =R=1

=R |

cooww
SO0 O ww
SO ONY
coaoww
cooww
coooww

OO

OO
[—Y-F_X -3
[=E-E B & J
OO
(=N N
SO o

(=R = =1 d

[=R=NK=1 2 J
OOo Q-
RN~
=R == 3
(=N =N_ -
o QT
[—R—N— ]
=R =N = J
[= R ==
[=R_ N
[=R-—N— R ]
=00 W

=R ==

(= XN

«
“
c
v Q
“ a
@ i
= @«
el
ol = —
i )
— T -
-—— T A
e oY A
A e aw @
T WL — e
- 7

OBSERVATION ON THE ARENA
Piloerection

Tremor

oo
ooog
(= — 3 —)
=N —)
oDoo
[—N—N—)
oo
[—E—N—)
oo o
ooo
S oo
oo

ooo

[=N=N-)
oo
[—E—X—]
oo
[=N-=3_]
ooo
oo

(X3 -]
(=R =X =]
[—E—N ]
=Soo
oo o
S

oo

oo
L= —
Soo
=a o
ooo
[=N_N—1
SoDo
oo
oo
(=N = -]
SoSoo
L= — %]

Q0o

Twitch

L= = — ]
OO0 oC o
oo o
[ == =N=3
= E—N_N_)
(= — N — =]
(=N =N=_]
ococaoo
cooo
[—E—N—N-—]
co oo
oooo

oo oo

coocoa
X —X—N-)
[=X=N=N=)
cooos
cooo
oogOo

oo o

(=R =N~ =]
=K —N—N—]
oo oo
[=X=N =~} =)
oooo
SO oo

oooo

ooo o
coooo
oL oo
coooa
[~ NN —N—]
Sooaoa
cooo
oooo
=N =N _—]
oo
cocoooo
cocooo

oooo

oo o

Respiration
Abdominal
Gasping
Faster
Slower

Convulsion

B-37

oo
a o
oo
[= N =]
= o
oo
=N -]
oo
(=N =]
oo
oo
[ —]

=20

[N}
oo
oo
[-X—J
=R
oo

=R =)

=S
[N}
oa
(=]
[ — -]
oo

]

[N}
oo
(=N =]
(=]
[N}
(==
[ =]
[—N—]
[—K—1
==
(==
=]

a e

Clonic convelsion
Tonic convulsion
Abnornal behavior

(=N =1
= o
[~ N =}
=R =]
oo
oo
20
[ ==
[— N
oo
=]
[N~}

oo

oo
[ =N —3
oo
oo
oo
oo

]
oo
oo
[ —]
oo
[N -]

oo

(=]
oo
- —1
[—K—J
oo
=K -1
K=}
Qoo
oo
oo
(= —1
oo

[—N—}

Apathy

Darting
Body position

ScSCooo
Do oo
o oo
oOooo
f= e — ]
oo
aoocoo
oocoo
Qoo o
[= R =N
oooo
ocooDao

oooo

SO Qo
ScSooo
cooo
cCooo
coooo
*ooo

oooDo

[=K=N—N—]
oSooo
oocoo
oooo
oooo
Qoo o

(=N =N =N

(=N ===
[ RN
(=R —]
[=R=—N=1 =)
[= NN — N —]
(=R~ -]
[ =R =N ==
oDOoOo
oo o o
=R
=R~ — =]
ocCooo

(=N =]

[— K —N— -]

Straub tail

Hunched position

Hind quarters raised

Dragging hind limhs
Abnormal gait

[= N == )
SoooOoOYwo
[=— == = - R Y — ]
Soooowwa
oo oowo
Cooocoda
oooOoowo
(== =R=l_— - ]
=R =R N ]
[—N-E-N-N-1 =]
oooOooowo
Qoo owo

(== ===

[=R=R=R~R=1 N
O0QOoOOTo
Sooooowo
(=R —=R=N=0 ]
oo oYwo
cCoooawo
cCooDoowo

oQooowo
CcCooooxtoa
COoO0QDTOo
Soooowo
CoooOoco<a
CoOOo oo

SCooQo T o

COoOQOoOoDYT o
OO ooOwo
(=R === = -]
[N NN K]
oo ooOw o
[=N=R=N-~F=1 =]
[—N--N—N— N ]
[—N—N—N—K— ]
cooooo Yo
cCooooowo
[= === - ]
[N NN ]

oo owo

[=N~R=N=1y-1 N_]

bl
-— v
ot =
- " B >
[ STy
- 1 —
[N
— o wa
W Py -
£ — e D
— o O -
~ O Qo
b= = Q o m
-— " B o
— a
T a B L0
.- o ¥ o
& m e >
P g T
[=3 —_—
L R ]
O = = Mmoo
O ot i i O e a—
£ —_—a ' O o
EQA—— U=—m
= O ™M C O
- 3 — o &
ur 7

p-{acetylamino)benzenesul fanyl chloride

PABSC

D, Abnormal reactians are scared up range of 1~4

Normal score

Inhibition ; score 0~3

4, Stimulation ; score 5~4,

Normal score
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ylamino)benzenesulfony! chloride for 28 days

Neurotoxicofogical observation of female rats treated orally with p-(acet

~ Irwin"s comprahensive tasts -

Appendix 4-10

- 4-week of treatment -
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Passivity
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Pupil size
Occurrence of secretions
Cyanosis

Loss of corneal reflex
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Loss of pinna reflex
Hypothermia

Skin calor
Mucous membranes
tacrimation
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Nuscle tone

Pain response
Aggressiveness
Yocalization
Diarrhea

B-38

OBSERVATION ON RETURN TO HOME CAGE

Grooming
PABSC

4 4 4 44444444434

4 4 44444

4 4 4 4444444444 4 4 4 4 4 44

p-{acetylamino)benzenesul fonyl chloride

D, Abaormal reactions are scored up range of 1~4

Normal score

Inhibitian ; score D~1

4, Stimulation ; score 5~8,

Normal score
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Appendix 4-11 Neurotoxicological observation of female rats treated arally with p-(acetylamino)hanzenesel fony! chlaride for 28 days

- lewin's comprehensive tests -
- 1-week of recovery -

Group-Na, 0o 03
Vehicle PABSC
0 1000
Dase{mg/kg) N
0 000000 000OQOTUD
Animzl No. r 0 000DO0O0N 333333
m FFFFFFee FFFFFFe
a D001 11 a oo0o0ti1la
| 7 88 012n T 8901 2n
OBSERVATION IN THE HOME CAGE
Increased lecomotor activity 4 4 4 4 4 4 4 4 4 4 4 4 4 44
Abnormal behavior
Restlessness 0 000DDOOD 000O0OCGCODTCD
¥rithing 0 oco00DO0OCD 00o00O0OD0TUD
Fighting 0 poaeCDODOOUD 0 ocCo9D0DO0ODOUD
Alertness 4 4 4 4 4 4 44 4 4 4 4 4 4 4
Startle response 4 4 4 4 4 4 4 4 4 4 4 44 44
OBSERYATION ON THE ARENA
Piloerection 0 000D0DO0O0T0D 0000OCGCO0OD
Trenor 0 00oQD00D00 6c0000ODC
Twitch 0 0000 D0DO0OUD 000 0O00D0D
Respiration
Abdominal 0 DoooooD0o ooo0oDOODO
Gasping 1] 0000QODOOD D00 O0OODTGOGOD
Fastar ] 00 0O0O0OTD DooO0ODOOD
Slower 0 0o 00O0CO0O0OD 000CO0CODOTOQ
Convulsion
Clonic convulsion 0 0000000 0 00O0DDOOUD
Tonic convulsion 0 0000O0O0CTUO 00 00O0OD0CQ
Abnormal behavior
Apathy 0 gsooo0o0a0 000O0QOD0O0OOC0
Darting 0 oocoo0D0DO0C 00000O00C0
Body position
Straub tai) ] 00000 O0OG0 0 0O0DOTGCOD
Hunched position 0 t000O0ODD DoOO0OO0OD0O9 D
Hind quarters raised 0 goo0D0D0OD0O0T0 000CQCDOO
Dragging hind limbs 0 000D0DCO0CO0TUOQ o0DO0O0ODOOUD
Abnormal gait
Linbs spread further apart 0 ooo0D0DO0O00 0000 O0O0OCO
Tip toe gait [} 0Doo0oo00D0GQ 000OQO0ODO
Rolling from side to side 0 0o00DOOD 00o00O0ODDOUD
Walking lewer on its 1imhs 0 pooo0OoODOD go0oo0o0O0O0O0D
tncapable of moter activity 0 DOQCDOOOD 0 0OQCO0OOODOUD
Exploratary behavior 4 4 4 4 4 4 4 4 4 4 4 4 444
Sedation 0 0 0D0O0CODDOD D ocoDoo0D

PABSC : p-(acetylamino)benzenesulfonyl chloride
Hormal score=D, Abnormal reactions are scored up range of 1~4
Normal score=4, Stimulation ; score 5~8, Inhibition ; score 0~3
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Appendix 4-i2

Neuratoxicological observation of female rats treated orally with p-(acetylamino)beanzenssul fony! chloride for 28 days

- Irwin's comprehensive tests -

~ t-week of recovery -

Group-No.

Dose{me/kg)

Animal No.

—®m B ~0 =

G0

Yehicle
0

03
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2 B moaEm

OBSERVATION IN THE HAND
Fearfulness

Passivity

Exophthaimos

Pupil size

Loss of pinna reflex
Loss of corneal reflex
Hypathermia

Skin celor

Mucous membranes
Occurrence of secretions
Cyanosis

Ptosis

Lacrimatian

Salivation

Mustle tome

Pain response
Aggressiveness
Vocalization

Diarrhea

SO ADOOOOCOLLDSTDAODOOCO

OBSERVATION ON RETURN TO HOME CAGE

Grooming

4
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PABSC : p-(acetylamino)benzenesul fonyl chloride

Normal score=0, Abnormal reactions are scored up range
Normai scare=4, Stimulation ; score 5~8,

Inhibition ;

of 1~4
s¢ore O0~3
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Appendix 4-13 Neurotoxicological observation of female rats treated araily with p-(acetylamino)benzenesulfony! chlforide for 28 days

- Irwin" s comprehensive tests -
- 2-waek of recovery -

Group-No. 1] 03
Yehicle PABSC
0 1000
Dose (mg/ke} N
¢ D DQOO0OD 0D 00O0OOD0OD
Aninal Na. r 0000CO0O0M 333313 1nm
] FFFFFFe FFFFFFe
a 0001 11 a 000111 a
| 78801 2a 78 901 2an
DBSERYATION IN THE HOME CAGE
Increased locomotar activity 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Abnormal behavior
Restlessness 0 poooGo0OO00D coooo00D0DE0O
Writhing 0 Db oocooOOOUD 000 O0OO0O0OD
Fighting 0 0000CO0DTO0TD 000CO0DDOTOD
Alertness 4 4 4 4 4 4 4 4 4 4 4 4 4 44
Startle rasponse 4 4 4 4 4 4 4 4 4 4 4 4 4 44
OBSERVATION ON THE ARENA
Piloerection 0 000D0O0C0C20 00D0O0TOD0OO0
Tremor 0 oo0oo0O0D0DO00D0 0 0o00O0ODOU
Twitch ] 000O0O0O00D0 000O0O0O0QO0D
Respiration
Abdeminal 0 poo0oGoCDODOOUD poGocoOOOOD
Gasping 0 poooeoDOD 0 0oo0CO0DO0OODOOD
Faster 1] DoOQO0O0OO0OO0D pcooap0DaQooD
Slower 0 DoGCOOODO DOOCOOUOOD
Convulsion
Clonic convulsion 0 0o 0DOOCDTD pooOoOOOO
Tonic convulsion 0 00Q0C0CO0DO0OO0D 0DOOCODOTOD
Abnormal behavior
Apathy 0 000O0OCO0TD 0 00CO0DTCUOCO
Darting 0 0D0O0QOU0 000 O0DOOUO
Body position
Straub tail b gooo0Q0QVD 000O0O0O0CO0
Hunched pasition 1] 0 00CO00CD00 00D0DCGQODOTODO OO
Hind quarters raised 0 0 0bO0ODDEO 0 0DO0O0DOODOUO
Dragging hind limbs 0 poooD0oDOOQ 0o 000O0O0D
Abnormal gait
Limbs spread further apart 0 DOOCDODODOD 000D QOTUCOD
Tip toe gait 0 DODOOOOOD DO O0ODOOOD
Rolling from side to side 0 0 0D0O0O0ODODTD 0D OO O0DO0COOD
Walking lower on its limbs 0 00D0DO0O0CODTD 0000 O0CO00D
Incapable of motor activity 0 00Q0O0CO0OODOD DoO0OO0OOD0OOQ
Exploratory behavior 4 4 4 4 4 4 4 4 4 4 4 4 4 44
Sedatian 0 0 00 0CD0DO0OO0D 0 00 0O0O0OUO

PABSC : p-(acetylamino)benzenesulfonyl chloride
Normal scare=0, Abnormal reactions are scored up range of 1~~4
Normal scare=d, Stimulation : score 5~8, Inhibition ; score 0~3
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Appendix 4-14

Neuratoxicological observation of femala rats treated orally with p=-{acatylaminc)benzenssulfony| chloride for 28 days

- lrwin's comprehensive tests -

- 2-week of recovery -

Group~No. 00 03
Vehicle PABSC
0 1000

Dase(mg/kg) N

0 000000 00D00DGO
Animal No. r 000D0O0O0N 3332313113

o FFFFFFa FFFFFF e

2 D601 11 a 000111 a

| 7 88012n T 8901 2n
OBSERVATION IN THE HAND
Fearfulness 0 go00O00O0 tO00O0ODCOTD
Passivity 0 000D0OD0O0TC0 gopoo0oa0o0
Exophthalmos 0 000D0O0C0Q0 o0oDO0OODOO
Pupil size 4 4 4 4 4444 4 4 4 4 4 4 4
Loss of pinna reflex ] 000 o0D0O0OUD0 0oo0DO0DO0OOOUD
Loss of corneal reflex 0 pDoOoOO0DOODOD oooodo0o0G0
Hypothermia 0 c0DOQ0O0CO0OOD DoooOO0OOD
Skin color 4 4 4 4 4 4 4 4 4 4 4 4 4 4 4
Hucous membranes 4 4 4 4 4 4 4 4 4 4 4 4 444
Occurrence of secretions 0 0o0co00O0OBOD 00D0D0O0OO0OCO
Cyanosis D goQ0o0oDO0DOOUD 00DOCOODOOD
Plosis 0 o0oD0DO0DOOD 0o00QO0OD0DGU0
Lacrimation 0 pDoo0oOo0DODOOGO 000D0O0OOD
Salivation 0 D000 OODO DOoOOCOODO
Muscle tone 4 4 4 4 4 4 44 4 4 4 444 4
Pain response 4 4 4 4 4444 4 4 4 4 4 4 4
Aggrassiveness 0 000O0C0ODTD 000O0DO0TD
Yocalization ] 6 0000U0CO0 0o0CCODOTCO
Diarrhea 0 a0DO0O0O0O 6 00O0DOOUD
OBSERVATION ON RETURN TO HONE CAGE
Grooming 4 4 4 4 4 444 4 4 4 4 4 4 4
PABSC : p-{acetylamino)benzenesulfonyl chloride
Normal score=0, Abnormal reactions are scored up range of 1~4
Normal scare=4, Stimuelation ; scare 5~8, |nhibition ; score 0~3
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Appendix 5-1 Functional tests of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
- d-week of treatment -

Group-Ho. Pinna Corneal Righting Pain Visual cliff Audition Grip strength test Spontaneous movement

Dose Animal reflex reflex reflex response test test forelimb hindlimb frequency

(mg/ke) Ne. {ke) (kg)

00 00N + + + + + + 0.443 0.370 415

Yehicle ooMo2 + + + + -+ 4+ 0.560 0. 344 708

1} 00M03 + + + -+ + + 0.438 0. 406 528

00M04 + + + + + 4 0. 551 0.379 304
00MD5 + + + + + + 0. 429 0. 408 Kk}
00MO6 + + + + + + 0.418 0. 456 315
00K07 + + + + -+ + 0.424 0.39 396
00MO8 + + + + + + 0. 507 0. 402 515
00MD9 -+ - + + + + 0.668 0.597 613
0oM10 + + + + + + 0.613 0.629 251
eoMII + + + + + + 0. 569 0.567 393
QoM12 + + + + + -+ 0.510 0. 492 534
N 12 12 12
Mean 0. 511 0. 453 443
S.D. 0.083 0. 096 138

0l R -+ -+ + + 4 + 0.527 0. 359 202

PABSC 01M02 + + + + + + 0.503 0. 428 279

40 01M03 + + + + + + 0. 455 0.320 439

01M04 + + + + + -+ 0.439 0.597 522
01M05 + + + + + + 0. 494 0. 364 565
G1M06 + + + + + 4+ 0.648 0. 497 463
N 6 [ B
Kean 0.511 0.428 412
8.0. 0.074 0. 104 142

PABSC : p-(acetylamine)benzenasulfony! chloride
+ : appeared normal
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Appendix 52 Functional tests of male rats treated orally with p-(acetyiamine) benzenesul fony! chloride for 28 days
- 4-week of treatment -
Group=-No. Pinna Corneal Righting Pain Visual cliff Audition Grip strength test Spontaneous movement
Dose Animal reflex reflex reflex response test test forelimb hindlimb frequency
(mg/ke) No. (ke) (ke)
02 02M01 + + + + + + 0. 500 0. 446 313
PABSC 02Mo2 + + + + + + 0.299 0.308 363
200 02M03 + -+ + + + + 0. 504 0. 457 : 606
02M04 + + + + + + 0.624 0. 363 344
02M05 + + + + + + 0.423 0. 475 411
02M06 + + + + + + 0.573 0.467 357
N 6 b 6
Mean 0. 487 0.419 399
S.D. 0.115 0.068 106
03 03K01 -+ + + + + + 0.687 0. 468 524
PABSC 03M02 + + + + + + 0. 555 0. 562 619
1000 03M03 + + + + + + 0. 431 0.423 kL]
03M04 + + + + + + 0.321 0.282 551
03M05 + + + + + + 0.370 0.411 560
03M06 + + 4 + + + 0.576 0.339 663
03Mo7 + + + + + + 0.569 0.359 264
(3M08 + + + + + + 0. 404 0. 505 458
03K09 + + + + + -+ 0. 560 0. 450 385
03410 + + + + -+ + 0. 580 0.383 424
03M11 + + + + -+ + 0. 469 0. 457 498
oMz + + -+ + + + 0.561 0. 455 433
N 12 12 12
Kean 0. 507 0. 425 480
3.D. 0,107 0.076 112

PABSC : p-(acetylamino)benzenesulfony! chleride
+ : appeared normal
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Appendix 6-1 Functional tests of female rats treated oratly with p-{acetylaminc)benzenesul fonyl chloride for 28 days
- 4-week of treatment -
Group-No. Pinna Corneal Righting Pain Visval cliff Audition Grip strength test Spontapeous movement
Dose Animal reflex reflex reflex response test test forelimb hindlimb frequency
(mg/ke) No. (kg) (kg)
[ili] 00F01 + + + + + + 0. 445 0. 339 276
Yehicle Q0F02 + + + + + + 0.472 0. 360 429
0 00F03 + + + + + + 0.569 0.274 847
00F04 + + + -+ + 4+ 0.413 0. 294 398
COFO05 + + + + + + 0. 502 0.321 285
00F06 + + + + + + 0.371 0.272 601
00F0? + + + + + -+ 0. 425 0.288 560
00F08 + + + + + - 6. 302 0. 321 267
00FDY + + + + -+ + 0.407 0. 360 315
00F10 + + + 4+ + + 0. 421 0. 325 306
00F11 + + + + + + 0.426 0.293 362
0OF12 + + + + 4+ + 0.459 0.288 58t
N 12 12 12
Mean 0.434 0.31 436
S.D. 0. 066 0.031 178
01 01F01 + + + + + 4+ 0. 441 0.296 398
PABSC 01F02 + + + + 4+ + 0.458 0.327 551
40 G1F03 + + + + + -+ © 0.394 0.271 342
01F04 + + + + + + 0. 405 0.314 397
01F05 + + + + -+ + 0.457 0.263 645
DiF06 < + <4 + + + 0. 485 0.318 501
N 6 6 6
Mean 0. 442 0.298 472
S.D. 0. 036 0.026 114

PABSC : p-{acetylamino)benzenesul fony!| chleride
+ : appeared normal
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Appendix 6-2 Functional tests of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
— 4-week of treatment -

Group-No. Pinna Corneal Righting Pain Visual cliff Auvdition Grip strength test Spontaneous movement

Dose Animal reflex reflex reflex response test test forelimb hindlimb frequency

{me/ke) No. (kg) {kg)

0z 02F01 + + + + + + 0.474 0. 380 41t

PABSC 02F02 + + + + + -+ 0.514 0. 362 562

200 02F03 + + 4 + + -+ 0. 441 0.267 324

02F04 + + + + + + 0.518 0.320 274
02F05 + + + + + 4 0.342 0.270 380
02F06 4 + + + + + 0. 521 0. 441 382
N 6 6 6
Mean 0. 468 0.340 189
S.D. 0.069 0. 068 98

03 3F01 + + + + + + D. 557 0. 356 397

PABSC 03F02 + -+ + + + + 0. 468 0.321 284

1000 03F03 + + + + + + 0.437 0. 309 385

03F04 + + + + + + 0.530 0.307 327
03F0% + + + + + + 0. 409 0.313 186
03F06 + + + + + + 0. 445 0.318 704
03F07 + + + + + + 0. 350 0.382 592
03F08 + + + + + -+ 0.539 0. 283 462
03F09 + + + + + + 0. 402 0.382 636
03F10 + + + + + + 0.589 0. 360 592
03F1 + -+ -+ + + + 0. 363 0. 302 280
03F12 + —+ + + + + 0.391 0. 325 406
N 12 12 12
Mean 0. 461 0.3 454
$.D. 0. 080 0.034 143

PABSC : p-{acetylamino)benzenesul fonyl chloride
+ : appeared normal
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Appendix 7-1 Body weights of male rats treated orally with p-{acetylamino)benzenesulfony! chloride for 28 days
Group-No. < Days of treatment >
Dose Animal
(mg/kg) No. 1 8 15 22 28
00 00Mo1 269 333 381 421 440
Vehicle ooMo2 263 316 314 415 433
0 00M03 234 273 302 325 340
00M04 260 34 358 394 416
00M05 247 307 347 382 400
00M06 260 38 364 412 434
00Mo7 248 305 358 404 431
00M08 241 297 348 399 432
00M09 252 292 344 386 403
0oM10 254 314 N 408 443
00M11 249 3N 353 391 412
00M12 263 327 384 431 462
i 12 12 12 12 12
Mean 253 309 357 397 421
S.D. 10 16 22 27 31
01 01M01 262 318 312 410 436
PABSC 01M02 275 336 384 431 448
40 01M03 240 302 349 386 415
01M04 246 304 gl 412 426
01M05 238 297 350 405 425
01M06 257 300 332 366 388
N 6 [ 6 6 b
Hean 253 310 358 402 423
S.D. 4 15 18 23 20

PABSC : p-(acetylamino)benzenesul fony! chloride
Unit : g N : No.of animals

PROJECT No.H-00357




84

Appendix 7-2 Body weights of male rats treated orally with p-(acetylamino) benzenesulfony! chloride for 28 days
Group-No. < Days of treatment >
Dose Animal
{mg/ke) No. 1 8 15 22 28
02 o2Mmo1 252 312 367 409 437
PABSC 02M02 243 300 353 403 431
200 02M03 264 328 382 433 455
02M04 255 326 381 435 461
02M05 243 294 330 365 383
02M06 255 298 333 371 392
N 6 6 6 6 6
Mean 252 310 358 403 427
5.D. 8 15 23 30 32
03 03M01 255 314 361 407 434
PABSC 03m02 252 320 366 409 415
1000 03M03 243 301 348 384 411
03M04 269 32 382 425 451
03M05 243 290 327 363 391
03M06 261 323 368 392 399
03M07 263 j22 381 436 450
03Mo8 261 K¥a | 363 3N 398
03M09 262 Jat 378 422 421
03M10 238 290 329 360 382
03NN 264 316 363 392 399
Gam12 252 302 346 385 413
N 12 12 12 12 12
Mean 255 312 359 397 414
S.D. i0 13 19 24 22

PABSC : p~(acetylamino)benzenesul fonyl chloride
Unit @ g N : No.of animals
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Appendix 7-3 Body weights of male rats treated orally with p-{acetylamino)benzenésulfonyl chloride for 28 days

Group-No. { Days of recovery
Dose Animal

(mg/kg) No. 1 8 14
00 00MO7 437 466 492
Vehicle 00MO8 439 469 484
0 ooM0Y 410 433 448
00M10 444 472 487
00M1 416 434 449
0omM12 468 497 513
N 6 [ [
Mean 436 462 479
S.D. 21 25 26
03 N7 460 499 525
PABSC 03M08 405 437 463
1060 03M09 427 462 482
63M10 182 402 430
03M11 402 453 492
03M12 415 440 461
N g 6 6
Mean 415 449 476
3.0, 27 32 32

PABSC : p-{acetylamino)benzenesulfonyl chloride
Unit : g N : No.of animals
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Appendix 8-1 Body weights of femaie rats treated orally with p-(acetylamino)benzenesul fony! chioride for 28 days
Group-No. { Days of treatment
Dose Animal
(mg/kg) No. 1 8 15 22 28
00 00FO01 71 185 211 228 239
Yehicle 00F02 161 185 204 220 223
] 0F03 167 194 212 225 241
00F04 172 189 216 235 244
C0F05 174 197 223 236 244
00F06 175 198 208 232 233
00F07 163 188 211 228 243
00F08 164 7 185 193 194
00F09 167 188 204 222 229
00F10 178 197 223 240 249
00F11 167 195 214 225 234
00F12 154 177 190 210 218
N 12 12 12 12 12
Mean 168 180 208 225 233
S.D. 7 8 12 13 15
01 01FD1 180 207 219 227 237
PABSC 01F02 165 187 208 225 226
40 01F03 170 188 207 224 222
01F04 168 193 213 231 242
01F05 176 194 214 23 239
01F06 168 195 213 224 235
N 6 6 8 6 b
Mean 171 194 212 227 234
5.D. b i 4 3 8
PABSC : p-{acetylamino)benzenesulfonyl chloride
Unit : g N : No.of animals
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Appendix 8-2 Body weights of female rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days
Group=-No. ¢ Days of treatment >
Dose Animal
(mg/kg) No. 1 8 15 22 28
02 02F0i 160 185 205 224 227
PABSC 02F02 174 200 220 237 245
200 02F03 166 186 202 217 222
02F04 164 184 195 207 221
02F05 172 189 201 214 226
02F06 184 207 226 241 256
N 6 6 6 6 6
Hean 170 192 208 223 233
S.D. 9 9 12 13 14
03 03F01 173 195 215 229 238
PABSC 03F02 172 195 210 220 224
1000 03F03 168 190 205 226 224
03F04 155 166 188 181 156
Q3F05 178 203 225 240 250
03F06 175 187 212 222 228
03F07 169 178 188 205 207
03F08 178 206 221 229 237
03F09 174 197 216 224 243
03F10 165 193 214 227 244
03F11 169 194 227 251 255
03F12 171 199 207 231 295
N 12 12 12 12 12
Mean ifl 192 211 224 230
5.D. ] 1 12 17 27

PABSC : p-(acetylamino)benzenesul fonyl chloride
Unit : g N : No.of animals

PROJECT No.H-00357



¢s-d

.' .

Appendix 8-3 Body weights of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
Group-No. < Days of recavery )
Dose Animal
(mg/ke) No. 1 8 14
00 00F07 238 253 252
Yehicle 00F08 192 196 198
0 t0F09 - 235 243 245
00F10 251 258 266
00F 23 245 247
00F12 225 234 243
N 6 6 ]
Mean 229 218 242
5.D. 20 22 23
03 03Fo7 208 216 222
PABSC 03F08 233 253 263
1000 03F09 242 250 249
03F10 241 250 254
03FH1 262 271 286
03F12 261 272 279
N [} 6 [
Mean 24 252 259
5.D. 20 20 23
PABSC : p-(acetylamino)benzenesulfonyl chloride
Unit : g N : No.of animals
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Appendix 9-1 Food consumption of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
Group=-Na. < Days of treatment )
Dose Animal -1 1 8 15 22
{mg/kg) No. ~ ] e~ 2 o~ 0 o~ 1§ o~ 23
[H1] 00MD1 27.7 27.9 25.6 23.3 25.4
Vehicle 00M02 27.9 23.8 24,3 22.3 25.7
0 00M03 23.5 18.4 19.8 18.0 16.7
00M04 24,3 23.8 26.5 23.6 25.7
00M05 26.5 22.6 23.8 24.3 1.3
00M0G 29. 8 23.7 26.9 29.1 27.6
00M07 28.0 22.9 28.9 27.9 25.1
00M08 24.4 20.7 25.13 25.5 27.8
00M09 25.6 22.5 22.6 24,2 24.1
00M10 20.4 26.1 24.1 22.2 24.5
00M11 27.5 25.5 24.1 25.8 26.5
0omM12 26.5 26.2 26,5 25.8 27.8
N 12 12 12 i2 12
Mean 26.5 23.7 24.9 24.3 24.8
s.D. 1.8 2.0 2.3 2.9 3.1
3] 01M0? 29.1 23.9 24.4 22.1 22.8
PABSC 01M02 28.3 26.7 24.6 24. 1 22.0
40 B1M03 25.1 24.5 25.8 23.0 21.4
01M0D4 21.9 23.5 22.4 23.7 20.5
01M05 24.0 25.5 23.4 27.5 26.0
01M06 28.6 26.1 22.9 25,2 25.9
N 6 b [ 6 6
Mean 26.2 25.0 23.9 24, 4 23.1
S.D. 2.9 1.3 1.3 1.9 2.3

PABSC : p-{acetylamino)benzenesulfonyl .chloride
Unit : g/day/rat N : No.of animals
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Appendix 9-2 Food consumption of male rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days
Group-No. { Days of treatment ) -
Dose Animal -1 1 8 15 22
(mg/kg) No. ~ ~ 2 ~ § ~ 16 ~ 23
02 02M01 26.4 24.6 23.4 23.5 23.0
PABSC 02M02 24.0 24.3 23.3 26.5 23.2
200 02M03 27.6 25.7 29.2 30.7 25.3
02404 29.0 25.7 26.7 27.4 29.1
02M05 23.3 22.5 24.4 24.2 20.9
02M06 27.7 25.7 23.3 23.7 22.5
N 6 6 [} 6 6
Mean 26.3 24.8 25.1 26.0 24.0
5.0, 2.2 1.3 2.4 2.8 2.9
03 03M01 27.3 25.9 25.2 24.7 24.2
PABSC 03M02 29.9 27.8 28.4 27.8 23.8
1000 03MD3 : 25.3 24.2 24,4 24,2 24.4
03M04 28.1 24.8 25.5 26.0 28.4
D3Mos 26.0 23.8 23. 4 24.0 22.8
03M06 30.4 25.5 31.5 31.6 24,2
03M07 28.8 24.7 25.8 28.1 22.4
03M08 27.7 23.1 23.17 22.5 21.3
03M09 28.4 25.4 26.9 28.7 23.6
03810 26.9 24.6 26.5 26.8 25.0
03M1 26.8 26.9 23.4 26.5 25.6
03M12 26. 2 26.7 24.1 24.4 27.4
N 12 12 12 12 12
Mean 27.7 25.3 25.7 26.4 24.4
S.D. 1.5 1.4 2.4 2.6 2.0

PABSC : p-(acetylamino)benzenesulfonyl chlaride
Unit : g/day/rat N : No.of animals
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Appendix 9-3 Food consumption of male rats treated orally with p-(acetylamino)benzenesulfonyl chioride for 28 days
Group-No. { Days of recovery
Dose Animal i 8
(mg/ke) No. ~ 2 ~ 9
] 0oMo7 27.0 27.8
Yehicle 00M08 28.1 29.9
0 00M08 25.5 26.7
00M10 28.6 27.0
00M11 27.4 28.1
00M12 32.3 31.8
N 6 6
Mean 28.2 28.6
S.D. 2.3 1.9
03 03M07 30.1 29.2
PABSC 03Mo8 28.9 29.0
1000 03M09 30.3 33.5
03M10 28.5 33.3
03Mn 28.2 33.7
03M12 30.7 30.8
N 6 6
Mean 29.5 31.6
S.D. 1.0 2.2

PABSC : p-(acetylamino)benzenesulfonyl chloride
Unit : g/day/rat N : No.of animals
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Appendix 10-1 Food consumption of female rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days
Group-No. ¢ Days of treatment »
Dose Animal -1 1 8 15 22
{mg/kg) No. ~ ] e~ 2 ~ 8§ ~ 1§ ~ 23
00 00F01 18.3 17.7 16.9 19.7 17.5
Vehicle 00F02 15.0 15.9 16,1 5.1 16.0
' 0 00F03 18.1 15.1 18.3 19.4 17. 4
00F04 21.0 18.4 20.2 18.9 19.0
00F05 18.7 17.8 16.2 17.3 20,2
00F06 21.0 19.0 19.3 20.7 20.0
00F07 14.9 17.2 13.6 20.3 21.1
00F08 16.7 13.7 16. 2 12.1 4.5
00FQ9 16.9 15.7 18.0 15.3 16.8
00F10 16.9 15.6 17.1 16.6 16.1
06FN 7.4 17.8 17.4 18.7 18.7
00F12 15.0 17.6 14.3 17.7 20.2
N 12 12 12 12 12
Mean 17.5 16.8 17.1 17.7 18.1
5.D. 2.1 1.6 2.0 2.5 2.1
01 01F01 16.1 15.4 15.0 i7.5 14.7
PABSC 01F02 18.9 17.6 17.4 14.0 19.0
40 01F03 18.8 15.4 14.0 17.6 13.6
01F04 19.0 16.1 15.6 17.8 17.3
01F05 16.7 15.1 18.4 18.5 15. 4
01F06 18.1 19.5 14, 2 21.0 19.6
N 6 6 ] 6 ]
Mean 17.9 16.5 15.8 17.7 16.6
5. D. 1.2 1.7 1.8 2.2 2.4

PABSC : p-(acetylamino)benzenesulfonyl chloride
Unit :; g/day/rat N : No.of animals
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Appendix 10-2 Food consumption of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
Group-No. { Days of treatment
Dose Animal -1 1 8 15 22
{me/kg) No. ~ ~ 7 ~ 9 ~ 16 ~ 23
02 02F01 17.4 15.7 14.1 15. 4 13.6
PABSC 02F02 17.0 15,8 14.8 16.6 18.0
200 02F03 18.7 16.0 16.4 6.4 15.7
02F04 16.0 13.3 16.1 17.17 16.4
02F05 18.2 12.8 18.1 19.1 16.9
02F06 19. 4 16.0 17.7 20.8 18.2
N 6 6 b [ 6
Mean 17.8 14.9 16.2 17.7 16.5
S.D. 1.2 1.5 1.6 2.0 1.7
03 03FQ1 19.0 15.9 17.2 15.3 14. 4
PABSC 03r02 17. 4 15.5 13.9 16.1 13.0
1000 03F03 16.7 14.9 17.4 15. 4 12.0
03F04 16.7 17.1 14,8 12.5 6.4
03F05 17.4 15.5 18.1 20.0 15.6
03F06 20.9 17.4 8.3 14.3 18.0
03F07 17.8 15.0 15.7 14.5 10.3
03F08 16.8 17.1 12.9 17.3 16.3
03F09 17.4 14.5 16.7 19.4 16. 1
03F10 17.4 18.5 15.2 17.2 20.2
03FN 17,7 17.3 18.8 16.5 19.3
03F12 9.3 18.5 19.5 20.2 16. 6
N 12 12 12 12 12
Mean 17.9 16.4 16.5 16.6 14.9
5.D. 1.3 1.4 2.1 2.4 3.9

PABSC : p-{acetylamino)benzenesulfonyl chloride
Unit : g/day/rat N : No.of animals
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Appendix 10-3 Food consumption of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
Group-No. { Days of recovery )
Dose Animal 1 8
(mg/ke) No. ~ 2 ~ 3
00 00F07 22,2 17.0
Yehicle 00Fa8 16.5 10.7
] 00F09 21.6 21.1
00F10 20.3 19.0
00F1i 21.7 19.3
0CF12 20.2 22.8
N 6 6
Mean 70.4 18.3
3.D. 2.1 4.2
03 03F07 18.5 16.5
PABSC 03F08 7.4 17.1
1000 03F09 15.8 19.2
03F10 19.8 17.5
03F 11 19.8 22.1
03F12 23.9 24.1
N 6 ]
Mean 19.2 1%.4
3.0, 2.8 3.1

PABSC : p-{(acetylamino)benzenasulfony! chloride
Unit : g/day/rat N : No.of animals
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Appendix 11-1 Ophthalmoscopy of male rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days

Group-No. Before 4-week of Z2-week of
Dose Animal treatment treatment recovery
(ng/kg) No. Right Left Right Left Right Left

00 00MO1
Vehicle 00MO02 - - - -
0 00MO3 - - - -
00M04 - - - -
00MD5 - - - -
00MQ6 - - - -
0OMO7 - - - - - -
00M0D8 - - = - - -
ooMo9 - - - - - -
00M10 - - - - - -
00M11 - — - - ' - -
00M12 : - — - _ _ _

01 01M01 - = - -
PABSC 01M02 - - - -
40 01M03 - - - -

01404 - - - -

01MO5 - - - -

01M06 - - _— -

PABSC : p-(acetylamino)benzenesu!fony!l chloride
— : no abnormality
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Appendix 11-2

Ophthalmoscopy of male rats treated orally with p-(acetylamino)benzenesulfony!l chioride for 28 days

Group-No.

Dose
(mg/ke)

Animal
No.

Before
treatment

4-week of
treatment

Right

Left

Right

Left

Right

02
PABSC
200

02MO1
02m02
02M03
02M04
02M05
02M06

03
PABSC
1000

03M01
03mM02
03M03
03M04
03MO0S
03MO6
03MO7
03M08
03M09
03M10
03M11
03m12

PABSC : p-(acetylamino)benzenesulfony! chloride
- : no abnormality
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Appendix 12-1 Ophthalmoscopy of female rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

Group-No. Before 4-week of 2-week of
Dose Animal treatment treatment recovery
(me/ke) No. Right Left Right Left Right Left
00 00F01 - - —
Vehicle 00F02 - - - -
0 00F03 - - — —
00F04 - - - -
00F05 - - - -
00F06 - - - -
00F07 — - - - — -
00F08 — — - - - -
00F09 - - - - — —
00F10 - - - - - -
00F1 - — - - - -
00F12 - - — - _ _
01 01F01 = - - -
PABSC 01F02 — - - -
40 01F03 — - - —-
01F04 - - — -
01F05 - - - -
gi1F06 - - — —
PABSC : p-(acetylamino)benzenesulfony! chloride
— : no abnormality
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Appendix 12-2

Ophthalmoscopy of female rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

Group-No.

Dose
(mg/kg)

Animal
No.

Before
treatment

Right

Left

4-week of
treatment

Right

Left

2-week of

Right

02
PABSC
200

02F01
02F02
02F03
02F04
02F05
02F06

03
PABSC
1000

03F01
03F02
03F03
03F04
03F05
03F06
03F07
03F08
03F09
03F10
03F 1
03F12

PABSC : p—(acetylamino)benzenesulfonyl chloride
— : no abnormality
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Appendix 13-1 Urinalysis of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 28-day of treatment -~
Group-No. Occult Ketone Glucose Protein pH Urobilinocgen Bilirubin Color
Dose Animal blood body
(mg/ke) No. (Ehriich unit/dL)
1] ooMOo1 — .1 -
Vehicle aomo?
0 JOmo3
00M04
00MO5
0OM06
N
01 g1MOI
PABSC 0tM02
40 01M03
. 01M04
01MG5
01M06
N
02 02M01
PABSC 02M02
200 02M03
02M04
02M05
02M06
N
PABSC : p-(acetylamino)benzenesulfonyl chloride
N : No.of animals
Color : A ; pale yellow B ; yellow
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Appendix 13-2 Urinalysis of male rats treated orally with p-(acetylamino)benzenesulfenyl chioride for 28 days

- 28-day of treatment -

Group-No, Specific Volume
Dose : Animal gravity

(mg/kg) No. ( mL/17h )
00 ooM0 1.036 10. 4
Vehicle Qomo2 1.045 4.1
0 00M03 1.048 2.7
00M04 1.045 4.6
00M05 1.021 14.4
00M06 1.049 6.1

N 6 ]
Mean 1.041 7.1
S.D. 0.081 4.4
01 01M01 1.029 11.2
PABSC 01M02 1.055 4.6
40 01M03 1.033 6.9
01M04 1.022 14,2
01M05 1.035 7.4
01M06 1.014 23,5

N 6 [
Mean 1.031 11.3
S.D. 0.014 6.9
02 02401 1.021 14.4
PABSC 02mo? 1.020 15.6
200 02M03 1.029 16.0
02M04 1.028 12.8
02M05 1,022 14.0
02M06 1.068 3.5

N 6 6
Mean 1.031 12.7
S.D. 0.018 4,7

PABSC : p-{acetylamino)benzenesu]fonyl chloride
N : No.of animals :
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Appendix 13-3 Urinalysis of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days
- 28-day of treatment -
Group-No. Occult Ketone Glucose Protein pH Urobilinogen Bilirubin Color
Dose Animal blood body
(mg/kg) No. _ (Ehrlich unit/dL)
03 03M01 - — - = 7.0 0.1 — A
PABSC 03M02 — - — b 6.0 0.1 - B
1000 03M03 - + - + 6.5 0.1 - B
03M04 - o - =+ 6.0 0.1 - A
03M05 - 24 - + 6.5 0.1 - B
03M06 — — - -+ 6.5 0.1 — A
N 6 [ ] 6 6 6 6 6
Group-No. Specific Volume
Dose Animal gravity
(mg/kg) No. (ol/17h )
03 03M01 1.027 13.8
PABSC 03M02 1,050 6.0
1000 0303 1.031 10.8
03M04 1.034 13.0
03M08 1.030 11.8
03M06 1.017 29.0
N [ 6
Mean 1.032 14.1
S.D. 0.011 7.8

PABSC : p-(acetylamino)benzenesulfonyl chloride
N : No.of animals
Colar : A ; pale yeliow B ; yellow
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Appendix 13-4 Urinalysis of male rats treated orally with p-{acetylamino)benzenesulfony! chloride for 28 days

- 14-day of recovery -
Group-No. Occul t Ketone Glucose Protein pH Urobiiinogen Bilirubin Color
Dose Animal blood body
(mg/kg) No. {Ehrlich unit/dL)
00 00MOT - - - . -
Vehicle 00M03 -
0 00Mo9 -
00M10 +
00M11 -
0oM12 -
, N [
03 03Imo7 -
PABSC 03M08 -
1000 03M09 -
03M10 -
03M11 -
03M12 —
N ] ] 6
PABSC : p-(acetylamino)benzenesulfonyl chioride
N : No.of animals
Color : A : pale yellow
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Appehdix 13-5 Urinalysis of male rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days

- 14-day of recovery =~

Group-No. Specific Volume
Dose Animal gravity

(mg/ke) No. (mL/17h )
a0 00MO7 1,062 6.4
Vehicle 00M08 1.070 3.9
0 00MOD9 1.044 8.0
00M10 1.048 7.5
oM 1.076 1.8
ooM12 1.038 9.6

N ] 6
Mean 1.056 6.2
S.D. 0.015 2.9
03 03M07 1.026 17. 4
PABSC 03M08 1.029 11.8
1000 03M09 1.046 8.0
03mo 1.024 17.4
03M11 1. 030 12.2
03M12 1. 050 6.8

N 6 6
Mean 1.034 12.3
S.D. 0.011 4.5

PABSC ; p-(acetylamino)benzenesulfonyl chloride
N : No.of animals
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Appendix 14-1 Urinalysis of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

~ 28—-day of treatment -
Group-No. Occult Ketone Glucose Protein pH Urobilinogen Bilirubin Color
Dose Animal blood body '
(mg/kg) No. (Ehrlich unit/dL)
00 00FO01 — - - - . -
Yehicle 00F02 - - — -
0 DOF03 - — -
00F04 - - -
00F05 - - —
00F06 - - —
N 6 6 ]
01 J1F01 — - -
PABSC 01F02 - - -
40 D1F03 - - — -
01F04 - —
01F05 - - - -
01F06 - — - -
N b 6 [} 6
02 02F01 - — - —
PABSC 02F02 - - — -
200 02F03 ‘ - - - -
02F04 - - - -
02F05 - - - -
02F0D6 - — — -
N 5 6 6 6
PABSC : p-(acetylamino)benzenesulfony! chloride
N : No.of arimals
Color : A ; pale yellow
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Appendix 14-2 Urinalysis of female rats treated orally with p~(acetylamino)hbenzenesul fonyl chioride for 28 days

- 28-day of treatment -

Group-No. Specific Yolume
Dose Animal gravity

(mg/ke) No. { mL/17h )
00 00r01 1.018 12. 4
Vehicle 00F02 1.020 10.0
0 DOF03 1.019 12.8
00F04 1.082 2.5
00F05 1.041 4.3
00F06 1. 046 4.0

N 6 6
Mean 1.038 1.7
S.D. 0.025 4,6
01 G1F01 1.014 14.0
PABSC 01F02 1.019 12.0
40 DI1F03 1.036 5.4
01F04 1.022 10.8
01F05 1.033 7.0
01F06 1.031 6.4

N 6 6
Mean 1. 026 9.3
S.D. 0.00% 3.5
a2 02F0 1.072 1.6
PABSC 02F02 1.024 9.1
200 02F03 1.046 4.6
02F04 1.023 9.7
02FG5 1.047 4,9
02F06 1.041 4,2

N 6 6
Mean 1.042 5.7
S.D. 0.018 3.1

PABSC : p-{acetylamino)benzenesul fonyl chloride
N : No.of animals
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Appendix 14-3

Urinalysis of female rats treated orally with p-(acetylamino)benzenesul fony! chloride for 28 days

- 28-day of treatment -

Group-No. Occult Ketone Glucose Protein pH Urobilinogen Bilirubin Color
Dose Animal blood body
(mg/ke) No. (Ehrlich unit/dL)
03 03F01 — — - - 7.0 0.1 - A
PABSC 03F02 - - — - 6.5 0.1 — A
1000 03F03 - - - — 6.5 0.1 - A
03F04 - - — + 6.5 0.1 - A
03F05 — - - - 8.0 0.1 - A
03F06 — - - — 6.5 0.1 - A
N b b 6 b b 6 6 6
Group—No. Specific Volume
Dose Animal gravity
(mg/kg) No. { mL/17h )
03 03F01 1.038 5.3
PABSC 03F02 1,065 3.6
1000 03F03 1.020 8.6
03F04 1.098 0.2
03F05 1.023 11.6
03F06 1.064 3.0
N [ b
Mean 1.051% 5.4
§.D. 0.030 4.1

PABSC : p-(acetylamino)benzenesul fonyl chloride

N : No.of animals

Color : A ; pale yellow
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Appendix 14-4 Urinalysis of female rats treated orally with p~(acetylamino)benzenesul fonyl chloride for 28 days
- 14-day of recovery -
Group-No. Occul t Ketone Glucose Protein pH Urobilinogen Biliruhin Color
Dose Animal blood body
(mg/kg) No. __ (Ehrlich unit/dL)
00 00F07 - ~— - - 7.0 0.1 — A
Vehicle 00F08 - - - - 6.5 0.1 - A
0 00F09 - - - - 7.0 0.1 - A
00F10 - - - - 7.5 0.1 - A
00F11 - - — - 7.0 0.1 — A
00F12 ~ — - - 8.0 0.1 - A
N [ ] ] 6 [ ] 6 3
03 03F07 - - — — 8.5 0.1 - A
PABSC 03F08 - - - - 7.5 0.1 - A
1000 03F09 - - - — 6.5 0.1 - A
03F10 - - - - 8.5 0.1 - A
03F11 ~ - - - 8.0 0.1 - A
03F12 — - - u o 7.5 0.1 - A
N 6 ] 6 6 6 6 [} 6

PABSC : p-(acetylamino}benzenesul fonyl chloride
N : No.of animals
Color : A ; pale yellow
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Appendix 14-5 Urinalysis of femaie rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- l4-day of recovery -

Group-No. Specific Volume
Dose Animal gravity

(mg/kg) No. ( mL/1Th )
00 00FO07 1.033 7.9
Vehicle 00F08 1.032 5.0
0 00F09 1.008 31.0
00Ft0 1.022 13. 4
00F11 1.015 19.2
00F12 1. 066 3.1

N b 6
Mean 1.029 14,3
S.D. 0. 020 12.6
03 03FQY 1.031 5.9
PABSC 03F08 1.025 12.0
1000 03F09 1.027 8.0
03F10 1.025 9.6
03F11 1.044 5.2
03F12 1.047 4.7

N 6 6
Mean 1.033 7.6
S.D. 0.0i0 2.8

PABSC : p-{acetylamina)benzenesul fonyl chloride
N : No.of animals
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Appendix 15-1 Hematology of male rats treated arally with p-(acetylamino)benzenesu! fonyl chloride for 28 days

- 28-day of treatment -

Group-No. .
Dose Animal RBC Ht Hb MCv MCH MCHC Platelet PT
(mg/kg) No. (x10%pL) (%) (e/dL (fL) (pg) (%)  (x10%/ul)  (Sec.)
oo ooMO1 822 48,5 16.5 59.0 20.1 34.0 111.3 201
Vehicle 00M02 792 47.2 16.3 59.6 20.6 34.5 105.7 15.4
0 00M03 8113 AT.7 16.5 58.7 20.3 34.6 96.6 25.7
0oM04 820 47.5 16.6 57.9 20.2 34.9 102. 4 18.4
00M05 801 48.9 16.6 61.0 20.7 33.9 103.6 23.3
00M06 780 46. 8 16.2 60.0 20.8 34.6 108.3 15.5
N 6 b 6 ] [ 6 [ 6
Mean 805 47.8 16.5 59.4 20.5 34.4 104.7 19.7
s.D. 17 0.8 0.2 1.1 0.3 0.4 5.1 4.2
01 0TMOY 792 47.3 16.3 59.7 20.6 34.5 100.8 24.1
PABSC 01M02 757 48. 1 16.7 63.5 22.1 34.7 80.0 18.7
40 01M03 755 45.2 15.5 59.9 20.5 34.3 103.8 19. 4
01M04 170 46.7 15.7 60.6 20.4 33.6 99.1 16.8
01M05 782 47.9 16.4 61.3 21.0 34,2 94.2 18.1
01406 331 50. 3 17.2 60.5 20.7 34.7 93.1 23.9
N 6 6 6 6 6 6 6 6
Mean 781 47.6 16.3 0.9 20.9 34,3 95.2 20.2
5.0, 28 1.7 0.6 1.4 0.6 0.4 - 8.4 3.1
02 02M01 813 47.1 16.0 57.9 19,7 34.0 111.3 17.6
PABSC 02M02 761 45,1 15.5 59,1 20.4 34. 4 94.0 18.7
200 02M03 794 44,5 16. 8 62.3 21.2 33.9 106.8 16.7
02M04 834 49,4 17.1 59.2 20.5 34.6 115. 9 17.2
02M05 739 44,7 15.5 60.5 21.0 4.7 97.0 16.8
02106 803 46.9 16.1 58. 4 20.0 34.3 100. 4 17.7
N 6 6 6 6 6 6 6 6
Mean 79 47.1 16.2 59.6 20.5 34,3 104.2 17.5
S.D. 35 2.0 0.7 1.6 0.6 0.3 8.5 0.7
PABSC : p-(acetylamino)benzenesul fonyl chloride

N : No.of animals
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Appendix 15-2 Hematology of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 28-day of treatment -

Group~No. . .
Dose Animal APTT WaC Differential count (%)
(mg/kg) No. (Sec.)  (x10%/uL) Lympho Eosino Mano Baso Stab Seg
00 0007 25,2 102 80.1 1.0 8.5 0.0 0.0 10.4
VYehicle 00M02 25.7 113 78.5 1.0 3.9 0.0 2.0 14.6
0 00MO03 27.5 74 85.2 1.0 5.4 0.0 0.5 7.9
00M04 26.5 92 90.0 1.0 6.0 0.0 0.0 3.0
{oMO0S 29.5 101 82.0 2.8 7.8 0.0 0.5 6.8
00M06 23.0 119 88.5 2.0 4.0 0.0 1.0 4.5
N 6 [ 6 6 6 [ 6 6
Mean 26.2 100 84.1 1.5 5.9 0.0 0.7 7.9
S.D. 2.2 16 4.6 0.8 1.9 0.0 0.8 4.2
[t}] 01MO01 25.5 147 89.2 0.0 6.4 0.0 0.5 3.9
PABSC 01M02 27.6 106 85.5 0.5 9.0 0.0 0.0 5.0
40 01403 26.6 113 81.0 0.5 4.5 0.0 0.0 4.0
01404 24.9 100 37.¢2 L0 3.9 0.0 0.0 5.9
01MO5 23.8 108 90.5 0.5 3.9 6.0 0.5 5.0
01M06 27.9 76 81.6 6.5 5.5 0.0 1.0 11.4
N 6 6 6 [ [ 6 6 6
Mean 26.1 108 87.5 0.8 5.5 0.0 0.3 5.9
S.D. 1.6 23 3.6 1.1 2.0 0.0 0.4 2.8
02 02801 26.4 148 84.7 1.0 7.4 0.0 1.5 8.4
PABSC 02102 25.1 108 91.6 1.5 4.9 0.0 0.0 2.0
200 02M03 22.8 167 84.2 0.5 4.4 0.0 1.0 9.9
02M04 26.2 96 88.6 2.0 .0 0.0 0.5 5.9
02M05 23.3 103 85.0 2.5 2.0 0.0 0.0 10.5
02M06 26.0 83 78.6 2.0 3.5 0.0 0.0 15. 9
N 6 [ 6 [ 6 6 6 [
Mean 25.0 118 35.5 1.6 4,2 0.0 0.5 8.3
S.D. 1.6 33 4.4 0.7 1.9 0.0 0.6 4.9

PABSC : p-(acetylamino)benzenesul fonyl chloride
N : No.of animals
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Appendix 15-3 Hematology of male rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group-No. : -
Dose anima) Differential count (%)

(mg/kg) No. Others
00 00M01
Vehicle 0oM02
0 00M03
00M04
00M05
00NO6
N
Mean
5.D.
01 0IM01
PABSC gimMo2
40 01M03
01M04
01MD5
01M06
N
Mean
S.D.
02 02K01
PABSC 02M02
200 02M03
02M04
02M05
02M06
N
Mean 0
S.D. .0
PABSC : p-(acetylamino)benzenesul fonyl chloride
N : No.of animals
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Appendix 15-4 Hematology of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 28-day of treatment -

Group-No.

Dose Animal RBC Ht Hb MCV MCH MCHC Platelet PT

(mg/kg) No. (x10%/ L) (%) (g/dL) (fL) (pg) (%) (x10%/ul)  (sec.)

03 03M01 192 45.7 15.9 577 20.1 34.8 85.5 16. 1

PABSC 03M02 755 45,2 15.9 59.9 21.1 35.2 99.7 15.3

1000 03M03 788 45,7 15.9 58.0 20.2 34.8 105.4 17.1

03M04 745 46.2 16.1 58.1 20.3 34,8 107.6 15.6
03M05 794 46.1) 15.8 57.9 19.9 34.3 101.6 17.5
03M06 860 46.9 16. 2 58.6 20.3 34.5 103. 1 15.7
N 6 6 6 6 6 6 [ 6
Mean 787 46.0 16.0 58.4 20,3 34.7 100.5 16. 2
$.D. 16 0.6 0.2 0.8 0.4 0.3 7.8 0.9

Group-No. Differential count (%)

Dose Animal APTT L]

{mg/kg) No. {Sec.)  (x10%/ul) Lympho Eosino Mona Baso Stab Seg

03 03M01 22.0 144 90.1 1.0 2.0 0.0 0.0 6.9

PABSC 03ImMo2 24.4 83 77.0 0.0 4.5 0.0 1.0 17.5

1000 03N03 26.7 110 82.1 1.0 5.5 0.0 0.0 11.4

03M04 22.8 106 83.1 0.5 3.0 0.0 2.0 11.4
03M05 24.7 140 81.4 0.5 5.4 0.0 0.0 12.7
03M0O6 24.6 83 31.5 0.5 2.0 0.0 2.0 14.0
N 6 6 6 6 6 6 6 6
Mean 24,2 111 82.5 0.6 3.7 0.0 0.8 12.3
S.D. 1.6 27 4.3 0.4 1.6 0.0 1.0 3.5

PABSC : p-(acetylamino)benzenesulfonyl chloride
N : No.of animals
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Appendix 15-5 Hematology of male rats treated orally with p-(acetylamino}benzenesul fonyl chloride for 28 days

- 28-day of treatment -

ggggp-ﬂo. Anima) Differential count £9)
{mg/kg) No. Others
63 03N01 0.0
PABSC 03Mo2 0.0
1000 G3M03 0.0
03M04 0.0
03M05 0.0
03M06 0.0
N 6
Mean 0.0
S.D. 0.0

PABSC : p-{acetylamino)benzenesulfonyl chloride
N : No.of animals
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Appendix 15-6 Hematology of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 14-day of recovery -

Group-No.

Dose Animal RBC Ht Hb MCV MCH MCHC Platelet PT
(mg/kg) No. (x10%ul) (%) (g/dL (fL) (pg) (%) (x10%ul)  (Sec.)
00 Qomar 854 44,1 16.8 57.5 19.7 34.2 103.6 20.2
Yehicle 00M08 819 48.2 16.6 58.9 20.3 34.4 88.7 21.0
0 oamos 918 49.8 16.5 54,2 18.0 331 110.4 16. 4
00M10 836 47.6 16.3 56.9 19.5 34.2 95.5 17.5
oMY 828 48.5 16.8 58.6 20.3 4.6 104.9 35.3
Q0M12 843 47.7 16. 3 56. 6 19.3 34,2 100. 2 18. 2

N b ] 6 6 6 b ] 6
Mean 850 48.5 16.6 57.1 19.5 34.1 100.6 21. 4
S.D. 36 0.8 0.2 1.7 0.8 0.5 7.6 7.0
03 03Mo7 798 46.0 16.0 57.6 20.1 34.8 107.3 15.7
~ PABSC 03M08 861 50.7 16.7 58.9 19.4 32.9 83.5 23.0
1000 03M09 868 49.7 16.9 57.3 19.5 34.0 100.9 27.5
Q3m10 833 46.2 15.6 55.5 18.7 33.8 108. 4 23.1
03Mn 823 47. 8 15.9 58.1 19.3 33.3 93.3 31.6
03M12 868 48.0 16. 3 55.3 18. 8 34.0 88.7 25.4

N 6 b 6 6 b 6 6 6
Hean 842 48.1 16.2 57.1 19.3 33.8 97.0 24.4
S.D. 29 1.9 0.5 1.4 0.5 0.7 10. 2 5.3

PABSC : p-(acetylamino)benzenesul fony! chloride
N : No.of animals
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Appendix 15-7 Hematology of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 14-day of recovery -

Group-No. . .
Dose Animal APTT WBe Differential count (%)
(mg/ke) No. (Sec.)  (x10°/ul) _ Lympho Eosino Mono_ Baso Stab Seg
00 oomo7 26.6 141 87.0 0.0 6.5 0.0 0.0 6.5
Vehicle 00MO3 26.6 95 88.5 0.5 3.0 0.0 1.0 5.0
0 00M09 25.9 129 89.6 1.5 6.4 0.0 0.0 2.5
Q0OMt0 25.3 79 86.0 0.0 1.0 ¢.0 0.0 7.0
oM 32.3 89 87.0 0.0 4.0 0.0 0.0 9.0
0oMi2 26.8 118 84.2 0.5 5.9 0.0 0.0 9.4
N b 6 6 6 6 6 6 6
Mean 27.3 108 87.1 0.4 5.8 0.0 0.2 6.6
5. D. 2.5 24 1.9 0.6 1.1 0.0 0.4 2.6
03 03M07 26.1 114 87.1 1.0 7.9 0.0 0.0 4.0
PABSC 03m08 26.4 115 82.0 1.0 6.5 0.0 0.5 10.0
1000 03M09 28.5 135 85.6 0.5 9.9 0.0 0.0 4.0
G3M10 28.0 149 90.0 0.0 0.5 0.0 0.0 9.5
03M11 30.2 107 86.0 0.5 8.5 0.0 0.0 8.0
g3mM2 29.1 90 89.5 1.0 3.5 0.0 0.0 6.0
N 6 b ] 6 b 6 ] &
Mean 28.2 118 86.7 0.7 5.6 0.0 0.1 6.9
S.D. 1.6 21 2.9 0.4 3.3 0.0 0.2 2.7

PABSC : p-(acetylamino)benzenesulfonyl chloride
N . No.of animals
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Appendix 15-8 Hematology of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 14-day of recovery -

Group-No. . -
Dose anima; Differential count %

(me/kg) No. Others
00 ooMo7
Vehicle 00M08
0 00M09
00M10
0oM1
0OM12
N
Mean
S.D.
03 03407
PABSC 03M08
1000 03M09
03M10
03M1
03M12
N
Mean 0
S.D. .0
PABSC : p-(acetylamino)benzenesulfonyl chloride
N : No.of animals
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Appendix 16-] Hematology of female rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group-No.

Dose Animal RBC Ht Hb MCV MCH MCHC Platelet PT
(mg/kg) No. - (x10*/ L) (%) {(g/dL) (fL) (pg) (%) (x10%/ul)  (Sec.)
00 00F01 784 45,4 16.0 57.8 20.4 35.2 116.2 14.2
Vehicle 00F02 743 43.9 15.6 59.1 21.0 35.5 115.0 14.3
0 00F03 777 47.4 16. 1 61.0 20,7 34.0 89.4 15.5
00F04 758 45.7 15.9 60.3 21.0 34.8 100. 8 14.5
00F05 741 45.0 16.0 60.7 21.6 15.6 103.4 14.5
00F06 775 45.2 15.7 58.3 20.3 4.7 89.5 14.1

N 6 6 6 6 6 6 6 [
Mean 763 45.4 15.9 59.6 20.8 35.0 102.4 14.5
3.D. 18 1.1 0.2 1.3 0.5 0.6 11.7 0.5
01 01F01 773 44,9 15.8 58,1 20.4 35.2 127.0 14,2
PABSC 01F02 791 45,9 15.9 58.0 20.1 34,6 110.3 14. 4
40 01F03 769 45.8 16.5 59.6 21.5 36.0 100. 2 14.1
01F04 730 44,0 15.3 60,3 21.0 34.8 102.4 14.3
01F05 780 46.6 16.0 59.7 20.5 34.3 122.5 15.2
01F06 758 44.6 15.5 58.8 20.4 34.8 119.4 13.8

N 6 [ 6 6 6 6 6 [}
Mean 767 45.3 15.8 59.1 20,7 35.0 113.6 14.3
8.0, 21 i.0 0.4 0.9 0.5 0.6 11.0 0.5
02 02F01 741 44,1 16.0 59.5 21.6 36.3 126.8 14,2
PABSC 02F02 795 45.5 15. 8 57.2 19.9 4.7 114.9 14.2
200 02F03 798 46.7 16. 4 58.5 20.6 35.1 82.0 14.8
02F04 801 45. 8 15.8 57.2 19.7 34.5 103.6 14.2
02F05 813 46.2 16.0 56.8 19.7 34.6 111.3 15.5
02F06 765 46.7 16.7 61.0 21.8 . 35.8 94. 8 13.9

N 6 6 6 6 6 6 b 6
Mean 786 45.8 16. 1 58.4 20.6 35.2 107.2 14.5
5.D. 27 1.0 0.4 1.6 1.0 0.7 13.1 0.6

PABSC : p-(acetylaminojbenzenesul fonyl -chloride
N : No.of animals
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Appendix 16-2 Hematology of female rats treated orally with p-(acetylamino)benzenesulfonyl chioride for 28 days

- 28=-day of treatment -

g;g:p No. Animal APTT WBC Differential count (%)

{mg/ke) No. (Sec.) (x10%/ L)  Lympho Eesino Mono Baso Stab Seg
00 GOFO01 19. 4 49 88.0 1.5 6.5 0.0 0.0 4.0
Vehicle 00F02 19.8 69 91.0 1.5 2.0 0.0 0.0 5.5
0 00F03 20.9 69 90.4 1.5 6.1 0.0 0.5 1.5
00F04 19.5 9] 86.7 i.0 5.9 0.0 0.5 5.9
00F05 20.5 74 g2.5 0.0 2.5 0.0 0.0 5.0
00F06 20.3 52 86.0 1.5 1.5 0.0 0.0 11.0

N 6 6 [ b 6 6 6 6
Mean 20.1 67 89.1 1.2 4.1 0.0 0.2 5.5
S.D. 0.6 15 2.6 0.6 2.3 0.0 0.3 3.1
01 01F01 22.0 85 86.0 0.5 3.5 0.0 0.0 10.0
PABSC 01FQ2 20.5 93 86.6 1.0 3.0 0.0 0.5 8.9
40 G1F03 19.0 56 20.1 2.0 3.5 0.0 0.0 14. 4
C1F04 19.7 b8 93.0 1.0 2.0 0.0 0.0 4.0
01FQ5 19.7 83 89.5 3.5 2.5 0.0 0.0 4.5
01F06 20.9 53 88.0 2.0 3.9 0.0 0.0 6.5

N 6 6 [ 6 6 6 6 6
Mean 20.3 72 B7.2 1.7 3.0 0.0 0.1 8.1
S.D. 1.1 19 4.3 1.1 0.6 0.0 0.2 3.9
02 02F01 19.4 81 90.5 0.5 1.5 0.0 0.5 7.0
PABSC G2F02 21.0 94 28.0 1.5 3.5 0.0 0.0 7.0
200 02F03 20.3 93 83.0 0.0 2.5 0.0 0.5 4.0
02F04 19.2 46 91.0 0.0 2.5 0.0 0.5 6.0
02F05 22,0 63 91.5 0.0 2.5 0.0 0.0 6.0
02F06 20.0 39 87.9 1.0 2.9 0.0 6.5 7.7

N 6 6 [ 6 6 [ & 6
Mean - 20,3 78 90.3 0.5 2.6 0.0 0.3 6.3
S.D. 1.0 19 2.0 0.6 6.7 0.0 0.3 1.3

PABSC : p-(acetylamino}benzenesulfonyl chloride
N : No.of animals
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Appendix 16-3 Hematology of female rats treated orally with p-(acetylamino) benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group-No. - X
Dose Anima) Differential count (%)

(mg/kg) No. Others
00 00F0!
Vehicle COFO02
0 00F03
00F04
00F05
00F06
N
Mean
S.D.
[i]] 01F01
pABSC 01F02
40 01FD3
01F04
01F05
01F06
N
Mean
S.D.
02 02F01
PABSC 02F02
200 02F03
02F04
02F05
02F06
N
Mean
§.D. .0
PABSC : p-(acetylamino)benzenesul fonyl chloride
N : No.of animals
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Appendix 16-4 Hematology of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 28-day of treatment -

Group~No. .
Dose Animal RBC Ht Hb MCV MCH MCHC Platelet PT
(ng/kg) No. (10%7ul) (%) (g/dL (fL) (pe) (%) (x10*/L)  (Sec.)
03 03F01 760 43.5 15.3 57.2 20.1 35.2 108.8 14.6
PABSC 03F02 713 41,3 14.2 57.9 19.9 34.4 114.5 14,2
1000 03F03 785 45.5 - 16.0 58.0 20.4 35.2 122.7 14,9
03F04 871 54.8 19.3 56. 4 19.9 35.2 72.3 14.7
03F05 748 45.0 16.5 60.2 22.1 36.7 108. 8 14.6
03F06 775 43. 9 15.2 56.6 19.6 34.6 101.5 14.1
N 6 6 [ 6 6 6 6 b
Mean 7492 45.7 16.1 7.7 20.3 35.2 104.8 14.5
S.D. 91 4.7 1.8 1.4 0.9 0.8 17. 4 0.3
Group-No. Differential count (%)
Dose Animal APTT WBC
(mg/kg) No. (Sec.)  (x10%/ul)  Lympho Eosino Mono Baso Stah Seg
03 03r0¢ 18.2 84 31.8 0.0 3.4 0.0 1.0 13.8
PABSC 03F02 20.5 90 93.5 0.5 2.0 0.0 0.0 4.0
1000 03F03 19.9 63 76.6 2.5 5.0 g.0 0.0 15.9
02F04 21.2 44 60.8 0.0 7.5 0.0 1.5 30.2
03F05 19.4 58 92.5 0.5 2.5 0.0 0.5 4,0
03F06 21.4 74 §2.1 0.0 3.0 0.0 1.0 13.9
N 6 6 6 6 6 [ 6 6
Mean 20. 1 69 81.2 0.6 3.9 0.0 0.7 13.6
S.D. 1.2 17 12.0 1.0 2.0 0.0 0.6 9.5

PABSC : p-(acetylamino)benzenesul fonyl chloride
N : No.of animals
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Appendix 16-5 Hematology of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 28-day of treatment -

g;g:p No. anina) Differential count (%)
(mg/kg) No. Others
03 03F01 0.0
PABSC 03F02 0.0
1000 03F03 0.0
03F04 0.0
03F05 0.0
03F06 0.0
N 6
Mean 0.0
$.D. 0.0
PABSC : p-(acetylamino}benzenesulfonyl chloride

N : No.of animals
PROJECT No.H-00357
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Appendix 16-6 Hematology of female rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

- 14-day of recovery -

Group—No.

Dose Animal RBC Ht Hb MCY MCH MCHC Platelet PT
(mg/ke) No.  (x10%ul) (%) (g/dL) (fL) (pg) (%)  (x10%ul)  (Sec.)
00 00F07 773 44,5 15.7 57.7 20.3 35.2 106.0 16.6
Vehicle 00F08 824 46.1 16.0 55. 9 19.4 34.7 110.6 15.1
0 00F09 793 45.6 15.5 57.5 19.5 34.0 95. 2 15.2
DOF10 762 42.4 14.9 55.6 19.6 35.1 96. 4 15. 1
00F11 823 46.6 16.0 56.6 19.4 34.3 102.7 14.8
00F12 813 46.5 16. 1 57.2 19. 8 34.6 105. 4 15. 6

N 6 5 6 6 6 6 § 6
Mean 798 45.3 15.7 56. 8 19.7 34.7 102.7 15. 4
5.D. 26 1.6 0.5 0.9 0.3 0.5 5.9 0. 6
03 03F07 749 42.6 15.0 56. 9 20.0 35.2 102.6 15. 4
PABSC 03F08 782 45,7 15.8 58.4 20.2 34.6 108. 5 15.7
1000 03F09 819 47.7 16.6 58.2 20.3 34.8 122.1 16.0
03F10 791 45.3 15.6 57.3 19.7 34.4 114.3 16.9
03F1 776 46. 8 15.9 60. 3 20.5 34.0 95.0 16.2
03F12 812 45. 5 15.6 56.0 19.2 34.3 105. 4 14. 9

N 6 5 6 6 6 6 6 6
Mean 788 45.6 15.8 57. 9 20. 0 34. 6 108.0 15.9
$.D. 25 1.7 0.5 1.5 0.5 0.4 9.4 0.7

PABSC : p-f(acetylamino)benzenesul fony! chioride
N : No.of animals
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Appendix 16-7 Hematology of female rats treated orally with p-(acetylamino)benzenesulfonyl chioride for 28 days

- l4-day of recovery -

Group-No. . ]
Dose Aninal APTT WBC . Differential count (%)
(mg/ke) No. (Sec.)  (x10%/ul) _ Lympho Eosino Mono Baso Stab Seg
00 00F07 18.9 [} 82.5 0.5 5.0 0.0 0.0 12.0
Vehicle 00F08 19.8 34 92.5 1.5 3.0 0.0 0.0 3.0
0 00FG9 19.4 63 87.0 2.0 4.5 0.0 0.5 6.0
00F10 20.0 73 86.5 0.5 4,5 0.0 1.0 7.5
00F11 18.9 49 88.0 1.0 3.5 0.0 0.5 7.0
00F12 17.5 48 87.5 0.5 2.5 0.0 0.0 9.5
N 6 6 ] 6 6 6 B b
Mean 19.1 57 871.3 1.0 3.8 0.0 0.3 7.5
5.D. 0.9 17 3.2 0.6 1.0 0.0 0.4 3.1
03 03F07 19.4 63 74.6 0.5 6.0 0.0 1.0 17.9
PABSC 03F08 18.9 65 83.5 1.0 3.0 0.0 0.0 7.5
1000 03F09 17.4 87 81.1 1.5 6.5 0.0 0.0 10,9
03F10 19.3 64 84.1 1.0 4.0 0.0 0.5 0.4
03F11 18.2 56 85.5 2.0 2.0 0.0 0.0 10.5
03F12 19.2 130 89.7 1.5 3.9 0.0 0.5 4.4
N b b b b B ] b )
Mean 18.7 78 83.1 1.3 5.1 0.0 0.3 10.3
3.D. 0.8 28 5.0 0.5 2,2 0.0 0.4 4.5

PABSC : p-(acetylamino)benzenesulfonyl chloride
N : No.of animals
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Appendix 16-8 Hematology of female rats treated orally with p~(acetylamino) benzenesul fonyl chloride for 28 days

-~ 14-day of recovery -

ggggp No. Animal Differential count (%)

(mg/ke) No. Others
00 . 00F07 0.0
Vehicle 00FO08 0.0
0 00F09 0.0
00Fi0 0.0
00F11 0.0
00F12 0.0

N §
Mean 0.0
S.D. 0.0
03 03F07 0.0
PABSC 03F08 0.0
1000 03F09 0.0
03F10 0.0
03F11 0.0
03F12 0.0

N 6
Hean 0.0
s.D. 0.0

PABSC : p-(acetylamino)benzenesul fony! chioride
N : No.of animals
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Appendix 17-1

Blood hiochemistry of male rats treated orally with p-(acetylamino) benzenesulfony! chloride for 28 days

_ - 28-day of treatment -
Group-No. AST ALT T -GTP ALP ChE Total Total Triglyceride
Dose Animal - bilirubin cholesterol
{mg/kg) No. { 1U/L) ( 1/L) ( 1U/L ) ( 1u/L ) { 1U/L) (mg/dL) (me/dL) (mg/dL)
00 00MO1 83 30 0.00 381 384 0.04 47.3 57.5
Yehicle 00M02 77 26 2.28 419 332 0.04 51.8 63.8
0 00M03 11 38 0. 81 627 404 0.05 67.8 67.6
00M04 97 30 0.87 373 449 0.00 55.5 54,2
00M05 108 32 0.00 451 541 0.06 57.1 48.2
00M06 98 35 0.78 690 344 0.00 57.0 35.5
N 6 6 6 6 6 b B b
Mean 36 32 0.79 490 409 0.03 56.1 54.5
$.D. 13 4 0.33 135 77 0.03 6.9 11.6
01 01M01 83 24 0.01 409 292 0.00 55.7 49.1
PABSC 01M02 80 -22 0.95 162 395 0.01 43.8 67.3
40 01M03 111 27 0.17 491 460 0.03 42,0 45,3
01M04 85 24 .51 365 438 0.04 49,0 47. 4
01M05 107 26 0.20 387 in 0.03 55.8 64.2
01M06 76 31 0.20 418 371 0.05 49,7 57.9
N 6 ] [ 6 [ ] 6 b
Mean 90 26 0.51 405 388 0.03 49,3 55.2
S.D. 15 3 0. 59 48 59 0.02 5.8 9.3
02 02M01 103 27 0.62 407 393 0.05 38.3 36.5
PABSC 02K02 79 25 1.17 436 43 0.03 50.3 46.6
200 02M03 118 33 0.22 370 409 0.05 65.9 86.8
02M04 94 30 0.50 276 344 0.00 52.9 52.4
02M05 97 38 0.00 624 500 0.05 78.6 41.8
02M06 81 41 0.55 669 357 0.01 49,8 31.4
N b 6 6 6 b 6 6 ]
Mean 95 32 0. 51 464 408 0.03 56.0 49.3
3.D. 14 6 0.40 152 56 0.02 14.2 19.8
PABSC : p-{acetylamino)benzenesulfonyl chloride
N : No.of animals
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Appendix 17-2 Blood biochemistry of male rats treated orally with p-{(acetylamino) benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group-No. BUN Creatinine Glucose Total Albumin A/G Ca Inorganic
Dose Animal protein phosphorus
(mg/ke) No. (mg/dL) (mg/dL) (mg/dL) (g/dl. ) ( g/dL ) (ratio (mg/dL) (mg/dL)
00 (0MO1 15.0 0.25 141.6 6.0 4.4 2.8 9.7 6.7
Vehicle ooMo2 1.4 0.27 146. 3 5.7 4.4 3.4 10.1 7.7
0 00M03 12.5 0.36 109.1 5.5 4.2 3.2 9.5 1.7
00M04 11.6 0.25 116.2 5.7 4.4 3.4 10.1 1.7
00M05 12.3 0.25 146. 3 6.0 4.5 3.0 10.5 3.4
00M06 15.6 0.20 119.5 5.9 4.2 2.5 9.8 7.9

N 6 3 5 [ 6 6 6 6
Mean 13.1 0.26 129.8 5.8 4.4 3.1 10,0 1.7
3.D. 1.8 0.05 16. 8 0.2 0.1 0.4 0.4 0.6
01 01MD1 11.1 0.23 141.2 5.8 4.7 4.3 10.2 7.4
PABSC 01M02 1.5 0.27 137.6 5.5 4,2 3.2 9.8 7.4
40 01M03 11.4 0.25 120.3 5.4 4,2 3.5 9.7 8.2
01M04 12.5 0.28 127.2 5.6 4.3 3.3 9.8 7.3
01M05 12.3 0.24 122.1 5.7 4.5 3.8 9.6 1.7
01M06 14.1 0.22 115.1 5.6 4.6 4.6 10. 2 8.3

N 6 6 6 6 6 6 b 6
Mean 12.2 0.25 127.3 5.6 4.4 3.8 9.9 7.7
S.D. 1.1 0.02 i0.2 0.1 0.2 0.6 0.3 0.4
02 02M01 12.0 0.27 131.4 5.7 4.2 2.8 9.6 8.5
PABSC 02M02 1.7 0.27 146.6 5.6 4.5 4.1 10.1 8.0
200 02K03 14.4 0.28 143. 4 5.8 4.6 3.8 10.1 8.0
02M04 10.9 0.20 1311 5.7 4.3 3.1 9.8 7.8
02M05 9.1 0.26 104.2 6.0 4,5 3.0 10.1 7.9
02M06 10.6 0.21 109.5 5.6 4.2 3.0 9.8 8.2

N b 6 6 6 ] 6 6 ]
Mean 11.5 0.25 127.7 5.7 4.4 1.3 9.9 8.1
S.D. 1.8 0.03 17.4 0.2 0.2 0.5 0.2 0.3

‘PABSC : p-(acetylamino)benzenesul fonyl chloride

P
N : No.of animals
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Appendix 17-3 Blood biochemistry of male rats treated orally with p-(acetylamino)benzenesul fony! chloride for 28 days

- 28-day of treatment -

Group-No. Na K Cl
Dose Animal .
{mg/kg) No. (mEq/L) {mEq/L) {(mEq/L)
00 0oMD1 140.7 4,49 104.9
Vehicle 00Mo2 140.7 4,48 104.0
0 00M03 143.9 4,66 108.2
oomMo4 143, 7 4.68 106. 3
0M05 142.2 4,57 104. 4
00M06 141.8 4.49 105.4
N 6 ] 6
Mean 142.2 4, 56 105.5
$.D. 1.4 0.09 1.5
0 01M01 1421 4,71 105.7
PABSC 0iM02 141. 6 4.17 105.9
40 01MD3 142.1 4,46 105.1
01M04 142.6 4,58 108.4
01M05 143.6 4.29 107.6
01M06 145.1 4.04 110.1
N 3 b [
Mean 142.9 4.38 107.2
5.0. 1.3 0.25 1.9
02 02M01 142.5 4,62 106.2
PABSC a2Mo2 141.7 4,31 106.1
200 0zMo3 143.0 4. 67 i04.9
02m04 143.4 4,30 105.1
02M05 144.1 4. 50 104.9
02M06 143.2 3.96 107.0
N b b )
Mean 143.0 4,39 105.7
S.0. 0.8 .26 0.9

0
PABSC : p-(acetylamino)benzenesul fonyl chloride
N : No.of animals
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Appendix 17-4 Blood biochemistry of male rats treated orally with p-(acetylamino) benzenesul fony! chloride for 28 days

~ 28-day of treatment -

Group-No, AST ALT T-GTP ALP ChE Total Total Trigiyceride
Dose Animal bilirubin cholesterol
(mg/kg) No. { 10/L ) C1u/L) ¢ 1U/L ) ( 1U/L ) (/L) (mg/dL) (mg/dL) (mg/dL)
03 03M01 85 3 0. 36 447 423 0.05 56.6 44,6
PABSC 03M02 96 27 0.28 369 392 0.04 46. 6 51.7
1000 03M03 i09 25 0.56 459 457 0.00 42.6 88.7
03M04 119 29 0.07 428 416 0.05 59.9 93.7
03M05 104 26 0.88 422 438 0.04 49.0 45.6
03M08 102 30 0.68 266 427 0.07 51.9 40.0
N 6 6 6 ] 6 ] [ 6
Mean 103 28 0. 47 399 426 0.04 51.1 61.7
5.D. 12 2 0.29 72 22 0.02 6.4 23.6
Group-No. BUN Creatinine Glucose Total Albumin A/G Ca Inorganic
Dose Animal protein phosphorus
(mg/ke) No. {mg/dL) (mg/dL) {mg/dL) ( g/dL ) (g/dL) (ratio) (mg/dL) {mg/dL)
03 03M01 10. 4 0.27 150. 3 5.7 4.6 4,2 9.8 8.0
PABSC 03M02 8.4 0.23 146.8 5.6 4.5 4,1 10.1 7.6
1000 03M03 8.3 0.25 131.9 5.5 4.5 4.5 9.9 8.1
03Mo4 9.7 0.28 166.7 5.6 4.7 5.2 9.6 7.0
03M05 8.4 0. 27 124, 8 5.8 4.1 2.4 9.6 7.9
03M06 1.1 0. 26 131.4 5.6 4.5 4.1 9.5 1.4
N b [ 6 6 6 b ] 6
Mean 9.4 0.26 142.0 5.6 4.5 4,1 9.8 7.7
S.D. 1.2 0.02 15. 6 0.1 0.2 0.9 0.2 0.4
PABSC : p-(acetylamino)benzenesul fonyl chloride

N : No.of animals
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Appendix 17-5 Blood biochemistry of male rats treated orally with p-{acetylamino) benzenesulfonyl chloride for 28 days

- 28-day of treatment -

Group-No. Na K ]

Dose Animal

(mg/ke) No. (mEq/L) (mEq/L) (mEg/L)

03 03Mo 142.3 4, 5] 103.5

PABSC 03Mo2 140, 9 4. 20 102.6

1000 03M03 143.3 4,49 104. 4

03M04 140.1 4,54 101.0
03M05 143.3 4,07 104.5
03M05 142.1 4,15 103.2
N 5 b b6
Mean 142.0 4,33 103.2
S.D. 1.3 0.21 1.3

PABSC : p-(acetylamino)benzenesul fenyl chloride
N : No.of animals
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Appendix 17-6 Bicod biochemistry of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 14-day of recovery -

Group=No. AST ALT v -GTP ALP ChE Total Total Triglyceride
Dose Animal bilirubin cholesterol

(mg/kg) No. ( 1U/L) { /L) { 10/L) ( 1U/L) ( 1u/L ) (mg/dL) (mg/dL) {mg/dL)
00 00MO7 95 36 0.24 255 353 0.03 52.5 77.3
Vehicle 00M08 12 26 0.48 335 465 0.02 61.8 74.1
0 00MO9 103 36 0.31 408 393 0.04 57.9 41.9
00M10 102 34 0.00 372 338 0.05 46.6 42.9
0OMI1 98 36 0.00 442 333 0.01 70.6 55.4
00M12 102 29 0.00 365 381 0.03 62.1 105. 5

N 3 3 6 6 6 6 6 6
Mean 95 33 0.17 363 377 0.03 58.6 86,2
S.D. 12 4 0.20 64 49 0.01 8.3 24. 4
03 03M07 K 35 0.69 407 450 0.03 45.3 61.4
PABSC 03108 120 59 0.00 350 566 0.00 57.5 40.5
1000 03M09 96 37 0.01 295 361 0.00 56.8 55.0
03aM10 76 34 0.25 254 360 0,00 49,7 72.2
03N 91 37 0.00 345 299 0.02 8.6 52.7
03M12 91 27 0.00 317 397 0.01 48.7 67.1

N 3 6 3 6 3 6 6 3
Mean 98 38 0.16 328 406 0.01 49. 4 58.2
5.0. 16 11 0.28 52 93 0.01 7.1 1.3

PABSC : p-(acetylamino)benzenesulfony| chloride
N : No.of animals
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Appendix 17-7 Blood biochemistry of male rats treated oraily with p-(acetylamino)benzenesul fony! chloride for 28 days

- 14-day of recovery -

Group-No. BUN Creatinine Glucose Total Albumin A/G Ca Inorganic
Dose Animal protein phosphorus
(mg/kg) No. {mg/dL) (mg/dL) (mg/dL) (g/dL ) { g/dL ) (ratio) (mg/dL) (mg/dL)
00 o0Mo7 20.3 0.25 161.4 6.0 4,3 2.5 10.1 6.9
Vehicle 0GM08 15.8 0.31 168. 5 6.1 4.5 2.8 10.1 6.8
0 00M09 22.9 0. 35 136.8 6,2 4.6 2.9 10.4 7.8
OoM10 18.4 0.3 134,2 6.1 4.5 2.8 10,1 1.6
ooM11 18.1 0.26 “110.1 5.6 4.1 2.7 9.7 6.6
00M12 16.4 0.21 125.2 6.1 4,4 2.6 10. 5 8.0

N [ 6 6 6 b 6 6 6
Mean 18.8 0.28 139.4 6.0 4.4 2.7 10.2 7.3
S.D. 2.4 0.05 22.0 0.2 0.2 0.1 0.3 0.6
03 03M07 15.2 0.26 126,6 6.4 4,9 3.3 10,3 8.0
PABSC 03Mo8 16.9 0.29 126.5 6.2 4.6 2.9 9.9 7.9
1000 03M09 15.5 0.25 128.9 6.1 4.5 2.8 10.4 7.5
o3mo 16.1 0,20 161.7 5.9 3.9 2.0 10.2 7.2
031 16.4 0.26 129.6 5.5 4.3 3.6 9.7 7.0
03M12 17.4 0.22 112.3 5.7 4.4 3.4 9.6 6.9

N 6 ] ) 6 6 6 ] 6
Mean 6.3 0.25 130.9 6.0 4.4 3.0 10.0 7.4
S8.D. 0.8 0.03 16.4 0.3 0.3 0.6 0.3 0.5

PABSC : p-(acetylamino)benzenesul fony! chloride

N : No.of animals
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Appendix 17-8 Blood biochemistry of male rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

- 14-day of recovery -

Group-No. Na K Ct
Dose Animal
{mg/ke) No. {(mEq/L) (mEg/L) (mEg/L)
00 ooMoY 140.5 4.85 106. 8
Vehicle 00M08 140. 1 4,44 103.9
0 00MO¢g 142.7 5.00 108.4
00m10 141.4 4,53 105.9
00811 142.9 4.58 106. 9
00M12 141.3 4,18 103. 3
N 6 6 b
Mean _ 141.5 4.60 105. 9
S.D. 1.1 0.29 1.9
03 03M07 140. 3 4,36 102.9
PABSC 0amMoa 143.0 4.48 105.6
1000 03M09 140.7 4.29 103.7
03amo 141.1 4,47 104.1
03MN 140.6 4,33 106.1
03z 141.4 4,58 107. 3
N ] 6 [
Mean 141.2 4,42 105.0
S.D. 1.0 0.1 1.7
PABSC : p-(acetylamino)benzenesulfonyl chloride

N : No.of animals
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Appendix 18-1 Blood biochemistry of female rats treated orally with p~{acetylamino)benzenesulfonyl chloride for 28 days

- 28-day of treatment -

L6d

Group-No. AST ALT 7 -GTP ALP Ch Total Total Triglyceride
Dose Animai bilirubin cholesterol

(mg/kg) No. C1u/L) (/L) (Iu/L) Cu/L) Cu/L) (mg/dL) (mg/dL) (mg/dL)
00 00FO1 1M 25 0.18 211 2724 0.02 T3.1 38.6
Vehicle 00F02 85 28 0.96 - 142 2332 0.00 61.7 47.1
0 00F03 114 25 0.18 353 1552 0.04 58.7 20.8
00F04 72 25 0.9 230 2245 0.06 57.9 30.7
00F05 93 18 .39 272 1715 0.03 59.6 23.6
00F06 81 25 0.63 205 2091 0.04 53.6 13.6

N § B 6 b b 6 6 6
Mean a1 25 0.54 236 2110 0.03 60.8 29.1
S.D. 15 3 0.35 71 427 0.02 6.6 12.3
01 01F0i 151 23 0. 48 369 2245 0.04 49.5 11.8
PABSC 01F02 104 20 0. 60 205 1521 0.02 59.6 23.4
40 01F03 94 22 0.90 176 4022 0.02 95.9 26.0
01F04 97 24 1.03 238 2062 0.03 57.5 8.8
01F05 113 28 1.78 202 1176 0.03 69.4 13.5
01F06 63 23 0.73 245 2025 0.04 67.1 23.4

N 6 6 6 & b 6 6 6
Mean 104 23 0.92 239 2175 0.03 66.5 17.8
S.D. 29 3 0. 47 68 988 0.01 16.1 7.3
02 02F01 122 24 0. 45 289 2043 0.03 17.1 3.t
PABSC 02F02 93 29 0. 96 284 1005 0.03 §2.7 16.0
200 02F03 117 22 1.61 342 1752 0.01 65.0 14.2
02F04 106 27 1.71 181 2831 0.04 66.8 14.8
2F05 97 24 1.01 322 1863 0.03 69.1 18.2
02F06 68 19 0.93 264 1899 0.03 69.4 10.8

N ] 6 b 6 [ 6 6 6
Mean 1 24 1.1 280 1899 0.03 68.5 14.5
5.D. 19 4 0.47 56 585 0.01 4.9 2.5

PABSC : p-{acetylamino)benzenesulfony! chloride
N : No.of animals
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Appendix 18-2 Blood biochemistry of female rats treated orally with p-(acetylamino) benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group-No. BUN Creatinine Glucose Total Albumin A/G Ca Inorganic
Dose Animal protein phosphorus
(mg/kg) No. {mg/dL) (mg/dL) {mg/dL) (g/dl)  (e/dL) (ratio) {mg/dL) (mg/dL
00 QOF01 11.1 0.24 138.1 5.9 4.9 4.9 9.3 6.9
Vehicle 00F02 12.8 0.28 117.4 6.2 5.3 5.9 10.0 8.1
a 00F03 12.5 0.28 128.5 5.7 4.6 4,2 9.8 7.9
00F04 13.5 0.24 117.8 5.9 4.6 3.5 10.0 7.4
00F05 10.9 0.23 123.9 5.7 4.7 4.7 10.0 7.9
00F06 10.7 0.24 128.3 5.9 4.8 4.4 9.6 7.1

N ] 6 6 6 b ] 6 6
Mean 11.9 0.25 125.7 5.9 4.8 4.6 9.8 7.6
S.D. ' 1.2 0.02 7.8 0.2 0.3 0.8 0.3 0.5
01 01F01 13.0 0.24 129.5 6.5 5.3 4.4 10.0 8.0
PABSC 01F02 12.3 0. 26 104.1 5.9 5.0 5.6 9.8 7.8
40 01F03 14.0 0.32 123.3 6.5 5.5 5.5 10.6 7.9
01F04 11.0 0.28 153.4 6.2 5.1 4.6 9.8 7.8
01F05 12.3 0.29 107.5 5.6 4.4 3.7 9.5 8.0
01F06 13.9 0.26 134.1 6.2 5.3 5.9 9.6 7.1

N 6 [ 6 b 6 b B b
Mean 12.8 0.28 125.3 6.2 5.1 5.0 9.9 7.8
S.D. 1.1 0.03 18.2 0.4 0.4 0.9 0.4 0.3
02 02F01 12.6 0.27 138.9 6.3 5.1 4.3 9.9 8.9
PABSC 02F02 10.6 0.27 137.3 6.3 5.1 4.3 10.0 7.5
200 02F03 11.6 0.26 136.6 6.0 4.4 2.8 9.6 1.6
02F04 10.7 0.22 139.0 5.9 5.1 6.4 9.5 6.7
02F05 13.2 0.25 117.9 6.3 4.9 1.5 10,1 7.0
02F06 13.1 0. 24 142.5 5.7 4.7 4.7 10.0 7.5

N 6 b 6 [ b B 6 6
Mean 12.0 0.25 135.4 6.1 4.9 4.3 9.9 7.5
S.D. 1.2 0.02 8.8 0.3 0.3 1.2 g.2 0.8

PABSC : p-(acetylamino)benzenesulfonyI chloride
N : No.of animals
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Appendix 18-3 Blood biechemistry of female rats treated orally with p-{acetylamino)benzenesul fonyl chloride for 28 days

-~ 28-day of treatment -

Group-No. Na K Cl
Dose Animal
(mg/kg) No. (mEq/L) (mEq/L) {mEq/L)
00 00FG1 141.9 4,95 109.1
Vehicle 00FD2 143.6 4,56 109.0
0 00F03 144.0 4,23 108.1
00F04 141.5 3. 86 107.1
00F05 142. 4 4,49 108.7
00F06 141.9 4,04 108. 1
N b b ]
Mean 142.5 4,36 108.4
S.D. 1.0 0.39 0.7
01 01F01 142.2 4.73 108.0
PABSC 01F02 142.3 4.1 108.9
40 01F03 145.3 4, 46 103.8
01F04 142.5 3.87 106.6
01F05 142.9 4,92 108.5
01F06 141.8 4.04 107. 3
N 6 ] b
Mean 142.8 4.46 107.2
$.D. 1.3 0.42 1.9
0?2 02F01 142.5 4,63 106.8
PABSC 02FQ2 142.9 4. 56 108.5
200 02F03 143.0 4.30 108.6
02F04 144.6 4.26 108. 1
02F05 141.9 4,72 108.1
02F06 142.3 4.33 1068.6
N ] b ]
Mean 142.9 4.47 108.1
S.D. 0.9 0.19 0.7

PABSC : p-{acetylamino)benzenesul fonyl chloride
N : No.of animals
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Appendix 18-4

Blood biochemistry of female rats treated orally with p-(acetylamino) benzenesul fonyl chloride for 28 days

- 28-day of treatment -

N : No.of animals

Group-No. AST ALT 7-GIP ALP ChE Total Total Triglyceride
Dose Animal bilirubin  cholesterol
(mg/kg) No. { 1U/L) { /L) ( 1U/L) ( 1u/L)  1u/L) {mg/dL) (mg/dL) {mg/dL)
03 03FD1 117 22 0.83 295 2505 0.00 70.7 11. 4
PABSC 03F02 116 3 0.938 161 1212 0.09 68.4 11.8
1000 03F03 102 36 0.96 212 1655 0.05 §0.3 30.9
03F04 271 127 0.00 273 1941 0.04 93.8 28.9
03F05 81 21 1.54 230 3055 0.0% 81.3 18.1
03F06 102 24 2.39 234 1795 0.03 48,3 10.2
N ] b [ 6 B ] 6 6
Mean 132 44 1.12 234 2027 0.04 70.5 18.6
S.D. 70 41 0.80 47 656 0.03 15.9 9.2
Group=-No. BUN Creatinine Glucose Total Albumin A/G Ca Inorganic
Dose Animal protein _ phosphorus
{mg/ke) No. (mg/dL) (mg/dL) (mg/dL) ( g/dL ) ( g/dL ) (ratio) (mg/dL) {mg/dL)
03 03F01 12.3 0.27 129.8 6.6 5.6 5.6 9.7 7.0
PABSC 03F02 i2.2 0. 26 121.0 5.9 5.0 5.6 9.8 5.7
1000 03F03 10,1 0.22 93.1 5.6 4.7 5.2 9.6 7.6
03F04 25.3 0.24 79.6 5.8 4.9 5.4 i0,2 8.3
03F05 8.8 0.24 115.5 5.5 4,6 5.1 9.7 6.6
03F06 10.2 0.27 150. 2 5.7 4.9 6.1 9,1 7.5
N 6 6 6 6 6 6 6 6
Mean 13.2 0.25 114.9 5.9 5.0 5.5 9.7 7.3
S.D. 6.1 0.02 25.4 0.4 0.4 0.4 0.4 0.6
PABSC : p-(acetylamino)benzenesul fonyl chloride
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Appendix 18-5 Blood biochemistry of female rats treated orally with p-{acetylamino)benzenesulfony! chioride for 28 days

- 28-day of treatment -

Group-No. Na K Cl

Dose Animal

(mg/kg) No, (mEa/L) (mEq/L) (mEq/L)

03 03F01 140.9 4,64 107.3

PABSC 03F02 140.6 4,65 105.3

1000 03F03 141.9 4,55 106.9

03F04 147.0 3.76 104.2
G3F05 140.8 4,42 107.3
03F06 141.2 3.587 105.2
N 6 6 6
Mean 142.1 4,27 106.0
5.D. 2.5 0.48 1.3

PABSC : p-(acetylamino)benzenesul fonyl chloride
N : No.of animals
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Appendix 18-6 Blood biochemistry of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 14-day of recovery -

Group-No, AST ALT r-GTP ALP ChE Total Total Triglyceride
Dose "~ Animal bilirubin cholesterol

{mg/kg) No, ( tu/L ) { 1U/L) { 1U/L) { 1U/L ) ( 1U/L) {mg/dL) (mg/dL) (mg/dL)
00 ST 100 26 0.00 19 2225 0.07 53.2 35.9
Vehicle 00F08 132 25 0.05 217 2402 0.05 45,1 13.5
0 00F09 121 28 0.64 187 1095 0.06 63.2 34.6
00F10 72 21 0.00 182 1176 0.03 91.2 33.8
00F11 g0 28 0. 31 239 1912 0.06 57.3 31.2
00F12 94 34 1.57 151 3075 0. 06 86.1 47.2

N ] 6 6 6 [ 6 6 6
Mean 102 27 0.43 195 1981 0.06 66. 4 2.7
3.0, 22 4 0.61 30 758 0. 01 18.5 10.9
03 03F07 112 26 g.21 220 1855 0.0? 60.6 14,2
PABSC 03F08 g3 22 1.23 165 1717 0.03 58.8 22.4
1000 D3F09 94 31 0.63 238 1784 0.06 99.1 54.4
03F10 127 28 0.68 163 2178 0.06 72.0 39.7
03F11 81 23 0. 56 245 1819 0.01 79.2 23.2
03F12 131 ' 23 0. 51 304 1559 0.05 49.6 20,0

N 6 b 6 [ b 6 6 6
Mean 106 26 0.64 223 1819 0.04 69.9 29.0
S.D. 20 - 4 0.33 53 205 0.02 17.7 15.1

PABSC : p-(acetylamino)benzenesul fonyl chloride
N : No.of animals
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‘Appendix 18-7 Blood biochemistry of female rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

— 14-day of recovery -

Group-No, BUN Creatinine Glucose Total Albumin A/G Ca Ingrganic
Dose Animal ' protein phosphorus
(mg/kg) No. (mg/dL) (mg/dL) (mg/dL) ( g/dL ) ( g/dL ) (ratio) (mg/dL) (mg/dL)
00 G0F07 14.2 0.26 94.2 6.4 4.9 3.3 9.7 6.3
Vehicle 00F08 17.0 0.26 98.6 6.1 5.2 5.8 9.6 6.3
0 DOF09 11.5 0.25 103.1 5.9 4.9 4.9 10.0 6.6
00F10 i2.5 0.24 114.2 6.2 4.7 3.1 10.2 5.5
00F11 13.3 0.23 105.0 5.6 4.6 4.6 2.9 6.6
00F12 15,8 0.25 142.9 6.1 5.2 5.8 10.0 7.0

N 6 ] 6 6 6 6 6 6
Mean 14,1 0.25 109.7 6.1 4.9 4.8 9.9 6.4
5.0, 2.1 0.01 17.6 0.3 0.2 1.2 0.2 0.5
03 03F07 15.3 0.28 125.1 6.3 4.4 2.3 10.3 7.3
PABSC 03F08 16.6 0.31 105.5 6.0 4.9 4.5 9.7 6.0
1000 03F09 17.2 0.29 117.6 6.4 4,5 2.4 10.5 6.2
03F10 17,9 0.27 104, 1 6.4 5.0 3.6 9.8 6.5
03F11 14.6 0.27 132.3 6.0 4.7 3.6 9.4 5.0
03F12 15.0 0.26 117.2 5.6 4,2 3.0 9.7 7.2

N 6 ] 6 6 6 6 6 6
Mean 16.1 0.28 117.0 6.1 4.6 3.2 9.9 6.4
S5.D. 1.3 0.02 10. 9 0.3 0.3 0.8 0.4 0.9

PABSC : p-(acetylamino)benzenesul fonyl chloride
N : No.of animals
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Appendix 18-8 Blood biochemistry of female rats treated orally with p-{acetylamino) benzenesul fonyl chloride for 28 days

- 14-day of recovery -

Group~No. Na K Cl
Dose Animal
(me/kg) No. (mEa/L) (mEq/L) (mEa/L)
00 00F07 141.9 4.50 108.0
Vehicle 00F08 144.0 4,74 110.0
0 00F09 142. 4 4,30 109.4
00F10 142. 8 4. 11 107. 4
00F11 143, 6 4. 37 109.7
00F12 143.0 4.59 108.7
N 6 b 6
Hean 143.0 4.44 100.2
S.D. 0.8 0.22 0.9
03 03F07 141.1 4.52 109.2
PABSC 03F08 141.3 4,63 109.1
1000 03F09 140.8 4,42 107.2
03F10 139.8 4,55 105.7
03F11 144.2 4,09 111.6
03F12 140.0 4.45 106.4
N 5 6 3]
Mean 141.2 4,44 108. 2
$.D. i.6 0.19 2.2

PABSC : p-(acetylamino)benzenesul fonyl chloride
N : No.of animals
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Appendix 19-1 Absolute and relative organ weights of male rats treated orally with p~(acetylamino) benzenesulfonyl chloride for 28 days

- 2B-day of treatment -

Group-HNo. Final

Dose Animal  body weight Brain Thymus Heart Liver Spleen Kidney(R)
{mg/kg) No. (e (g  (Rel.) (mg)  {(Rel.) (g} (Rel.) (g (Rel.) (mg)  (Rel.) (&) _ (Rel.)
a0 10M01 416 2.15 0.52 498.3 119.8 1.3 0.31 13.75 3.3 733 176 1.37 0.33
Vehicle 00M02 411 2.17 0.51 535.3 130.2 1.40 0.34 12.57 3,06 618 150 1.40 0.34
0 00MO3 323 2,02 0.63 353.7 109.5 1.16 0.36 8.20 2.54 447 138 1.15 0.36
00M04 395 2.14 0. 54 603.5 152.8 1.37 0.35 12.49 .16 805 204 1.43 0.36
00MG5 376 2.n 0.56 455.7 121.2 1.25 0.33 11.74 .12 760 202 1. 46 0.39
00M06 408 2.10 0.51 563.8 138.2 1.78 0.3 13.66 3.35 . 850 208 .48 0. 36
N 6 3 ] ] 6 6 6
Mean 388 2.12 0.55 501.7 128.6 1.30 0.33 12.07 3.08 702 180 1.38 0.36
§.D. 35 0.05 0.04 88.7 15.3 0.09 0.02 2.04 0.29 148 30 0.12 0.02
01 01RO 411 2.09 0.51 386.5 84.0 1.35 0.33 12.53 .05 650 158 1.48 0.36
PABSC 01M02 425 2.13 0.50 697.1 164.0 1.68 0.46 13.22 n 1022 240 .39 0.33
40 01403 390 2.19 0.56 583.6 149.6 1.39 0. 36 1. 89 3.05 759 195 1.33 0,34
01M04 408 2.15 0.53 707.4 173.4 1.42 0.35 12.55 3.08 703 172 1.28 0.1
01M05 402 2.12 0.53 600.5 149.4 1.26 0.3 13.06 .25 900 224 1.37 0.34
01M06 367 2.22 0.60 531.5 144. 8 1.41 0. 38 11.63 .17 538 174 1.27 0.35
N [3 6 6 [ [ [ b
Wean 401 2.15 .54 584.4 145.9 1.42 0.36 12.48 .12 779 194 1.35 0.34
S.D. 20 0.05 0.04 118.4 27.6 ¢. 14 0.03 0.63 0.08 153 3? 0.08 0.02
02 12M01 41 2.19 0.53 533.0 144, 3 1.42 0.35 12.26 2.98 B66 FAR 1.135 0.33
PABSC 02102 406 2.17 0.53 514.3 i51.3 1.45 0.36 13.16 3.24 800 197 1.55 0. 18
200 02M03 430 2.14 0.50 527.8 122.7 1.41 0.33 13.94 3.24 861 200 i.34 0.3
02104 439 2.13 0.49 667.7 152.1 1.6 0.31 4.9 3.40 m 176 1.58 0.36
02M05 358 2.12 0.59 530.4 148.2 1.14 0.32 10.70 2.99 828 23 1. 41 0.39
02MOE 369 2.13 0. 58 436. 1 118.2 1.20 0.33 10. 84 2.94 698 189 1. 35 0.37
N 6 6 6 ] ] 6 6
Mean 402 2.15 0.5%4 561.6 139.5 1.33 0. 33 12.64 3.13 804 201 1.43 0.16
S.0. 32 0.03 0.04 81.1 15.1 0.13 0.02 1.69 0.19 63 14 0.11] 0.03

PABSC : p—(acetylamino)benzenesul fonyl chloride
Rel. : Relative organ weight (g or mg / 100g final body weight)
N : No.of animals
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Appendix 19-2 Absolute and relative organ weights of male rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group-No.
Dose Animal Kidney{L) Adrenal (R) Adrenal (L) Testis{R) Testis(L) Epididymis(R)
(mg/ke) No. (g)  (Rel.) (mg) (Rel.) (mg) (Rel.) (g (Rel.) (g (Rel.) (&  {Rel.)
00 00Mo1 1.38 0.33 21.7 5.2 20.7 5.0 1.56 0.38 1.53 0.7 0. 51 0.1?
Vehicle ooMo? 1.42 0.35 27.6 6.7 27.0 6.6 1.74 0.42 1.69 0. 41 0.52 0.13
0 00MO3 1.12 0.35 24.4 7.6 25.0 7.7 1.39 0.43 1. 41 0.44 0.45 0.14
00MO4 1.42 0. 36 28.2 1.1 26. 6 6.7 1.63 0.41 1.62 0. 41 0.47 0.12
00M05 1.48 0.39 22.8 6.1 25.3 6.7 0.51 0.14 0.54 0.14 0.28 0.07
00MD6 1.54 0.138 24.9 6.1 25.8 6.3 1.51 0.37 1. 46 0. 36 0.49 0.12
N 6 [ ] [ b [
Mean 1.18 0. 36 24.9 6.5 25.1 6.5 1.39 0.36 1.38 0. 36 0. 45 0.12
$.D0. 0.15 0.02 2.6 0.9 2.3 0.9 0.45 0.11 0.42 0.11 0.09 0.02
i1} 01M01 1.45 0.35 24,2 5.9 25.5 6.2 1.61 0.39 1.63 0. 40 0. 54 0,13
PABSC 01MO2 1. 42 0.33 31.5 7.4 2.5 7.6 1.69 0. 40 1.70 0. 40 0. 54 0.13
40 D1M03 1.34 0.34 25.8 6.6 28.6 7.6 1.52 0.39 1.53 0.39 0.57 0.15
11M04 1.32 0.32 26.4 6.5 27.7 6.8 1.33 0.33 1.30 0.3? 0. 36 0.09
0iM0S 1.39 0.35 29.5 7.3 28.3 7.1 1.63 0.41 1.65 0.4 0. 51 0.13
01M06 1.22 0.33 29.4 3.0 33.5 9.1 1.59 0.43 1.55 0.42 0. 49 0.13
N 3 6 6 6 ] 6
Mean 1.36 0.34 27.8 7.0 29.7 7.4 1. 56 0.39 1. 56 0.39 0.50 0.13
8.D. 0.08 0.01 2.8 0.8 3.0 1.0 0.13 0.03 0.14 0.04 0.07 0.02
17] 0zZM01 1.40 0.34 27.6 6.7 26.5 6.4 1. 49 0.36 1.50 0. 36 0. 48 012
PABSC 02M0?7 1.48 0. 36 i1.2 T.7 4.0 8.4 1.63 0. 40 1.64 0. 40 0.54 0.13
200 02M03 1.32 0.1 26.8 6.2 28.6 6.7 1.63 0.38 1.62 0.38 0.51 0.12
02M04 1.63 0.37 24.2 5.5 25.9 5.9 1.57 0. 36 1.47 0. 36 0.49 0.1
02M05 1.36 0.38 23.2 6.5 25.4 7.1 1.53 0.43 1.58 0.44 0.45 0.13
02M06 §.49 0.40 23.2 6.3 27.7 7.5 ©  1.6% 0. 46 1.72 0.47 0. 56 0.15
N [ [ 6 [ 3 6
Mean 1.45% 0.36 26.0 6.5 28.0 7.0 1.59 0.40 1.61 0.40 0. 51 0.13
S.D. 0.11 0.03 3.1 0.7 3.2 0.9 Q.07 0.04 0.07 0.04 0.04 0.01

PABSC : p-{acetylamino)benzenesulfonyl chloride
Rei. : Relative organ weight (g or mg / 100g final body weight)
N : No.of animals
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Appendix 19-3 Absolute and relative organ weights of male rats treated orally with p-(acetylamino)}benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group-No.
Dose Animal Epididymis{L)
(mg/kg) No. ( g) (Rel.)
00 00M01 0,54 0.13
Yehicle GoMO2 0.54 0.13
6 0003 0.44 0.14
00M04 0.45 0.11
00MO5 0.29 0.08
00M0B 0.47 0.12
N B
Mean 0. 46 0.12
S.D. 0.09 0.02
0 01HOT 0.49 0.12
PABSC 01402 0. 49 0.12
40 01M03 0.59 0.15
0iMo4 0.34 0.08
01M05 0.56 0.14
01M06 0. 48 0.13
N 6
Mean 0. 48 0.12
S.D. 0.09 0.02
02 02M01 0. 45 0.11
PABSC 02Mo2 0.51 0.13
200 02103 0.58 0.13
02M04 0.44 0.10
02405 0.45 0.13
0ZM06 0.52 0.14
N 6
Mean 0.49 0.12
5.D. 0.05 0.02

PABSC : p-(acetylamino)benzenesuifonyl chloride
Rel. : Relative organ weight {g / 100g fina! body weight)
N : No.of animals
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Appendix 19-4 Absolute and relative organ weights of male rats treated orally with p-{acetylamino}benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group-No. Final

Dose Animal  body weight Brain Thymus Heart Liver Spleen Kidney (R)
(mg/ke) No. ( g (g  (Rel.) (mg) (Rel.) (g (Rel.) (@) (Rel.) (mg)  (Rel.) (g  {Rel.)
03 03M01 418 1.98 0.47 461.9 110.5 1.32 0.32 11. 89 2.84 789 189 1.41 0. 34
PABSC (13M02 406 2.02 0. 50 366. 1 90,2 1.28 0.32 13.19 3.25 600 148 1.55 0.38
1000 03M03 381 2.09 0.55 500. 3 131.3 1.24 0.33 11.43 .00 - 594 156 1.32 0.35
03M04 427 2. 11 0. 49 524.8 122.9 1.58 0.37 14.07 .30 m 1687 1. 50 0.35
03M05 a3 2.02 0.54 504.8 135.3 1.15 ¢ 3N 11.26 3.02 760 204 1.49 0.40
03M06 383 2. 11 0.55 3711 96.9 1.25 0.33 12. 96 3,38 620 162 1.68 0.44
N 6 3 B B b 6 6
Mean 398 2.06 0. 52 454.8 114.5 1.30 0.33 12. 47 .13 679 M 1.48 0.38
5.D. 22 0.06 0.03 69.8 18. 4 0.15 0.02 1.11 0. 21 86 21 0.13 0.04
Group-No.
Dose Animal Kidney(L) Adrenal (R) Adrenal (L) Testis(R) Testis(L) Epididymis (R}
{me/ke) No. (e (Rel.) (mg) (Rel.} (mg} (Rel.) (g (Rel.) (&) (Rel. (g  (Rel.)
03 03MD1 1. 36 0.33 20.1 4.8 23.0 5.5 1.50 0. 316 1.49 0. 36 0.48 0.n
PABSC 03M02 1.65 0.4 22.1 5.5 21.6 5.3 1.47 0. 36 1.61 0.37 0.48 6.12
1000 03M03 1.34 0.35 23.4 6.1 23.8 6.2 1.53 0.40 1.56 0.4 0.47 0.12
03M04 1. 59 0.37 31.6 7.4 30.2 7.1 1.56 0.37 1.53 0.36 0.52 0.12
03M05 1.45 0.39 28.4 7.6 29.3 7.9 1.50 0.40 1.44 0.39 0.47 0.13
02M06 1.61 0.42 28.3 7.4 33.5 8.7 1.61 0.42 1.59 0.42 0.50 0.132
N ] 6 6 6 [ 6
Mean 1.50 0.38 25.7 6.5 286. 6.8 1.53 0.39 1.52 0.39 0.49 0.12
$.D. 0.13 0.03 4.4 1.2 4.8 1.4 0.05 0.03 0.05 0.03 0.0?2 0. 01

PABSC : p-(acetylamino)benzenesulfonyl chloride
Rel. : Relative organ weight (g or mg / 100g final body weight)
N : No.of animals
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Appendix 19-5 Absolute and relative organ weights of male rats treated orally with p-(acetylamino)benzenasul fonyl chloride for 28 days

- 28-day af treatment -

Group-HNo.

Dose Animal  Epididymis(L)

(mg/kg) Ho. (g {Rel.)

03 03N 0. 47 0.11

PABSC 03no2 0.48 0.12

1000 03M03 0.48 6.13

03M04 0.53 0.12
03M05 0,44 D.12
03M086 0.52 0.14
N 6
Mean 0.49 0.12
S.D. 0.03 0. 01

PABSC : p-(acetylamino)benzenesul fonyl chioride
Rel. : Relative organ weight (g / 100g final body weight)
N : No.of animals

PROJECT No.H-00357
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Appendix 19-6

Absolute and relative organ weights of male rats treated orally with p~(acetylamino)benzenesulfonyl chloride for 28 days

~ 14-day of recovery -

Group~No. Final
Dose Animal  body weight Brain Thymus Heart Liver Spleen Kidney(R)
(mg/ke) No. (g (g) __(Rel.) (mg) (Rel.) (g (Rel.) (@) (Rel.) (mg) (Rel.) (g  (Rel.)
00 ooMo? 457 2.24 0.49 436.8 95.6 1.50 0. 33 13.23 2.89 763 167 1.18 0.30
Yehicle ooMmo8 450 2.09 0.45 531.3 115. 5 1.34 0.29 12.563 2.75 708 154 1.38 0.30
0 00MO03 405 .32 0.57 526.0 129.9 1. 49 0.37 11.20 2.77 947 234 1.90 0.47
00Mi0 462 2.30 0.50 485, 4 105.1 1.42 0.31 12.10 2.62 951 208 1.48 0.32
0oM11 422 2.10 0.50 461.1 109.3 1.26 0.30 12.30 2.9 5g8 142 1.55 6.37
00M12 482 2.17 0. 45 531.7 110. 3 1.49 0.31 14. 98 in 665 118 1.73 0.36
N 6 6 6 ‘ [ b 6 6
Mean 448 2.20 0.49 495. 4 1.0 1.42 0.32 12.74 2.84 174 174 1.57 0. 35
5.D. 29 0.10 0.04 40.6 11.4 0.10 0.03 .28 0.17 150 39 0.21 0.06
03 03M07 480 2.21 0. 45 678.2 138.4 1.58 0.32 15. 22 in 194 162 1.55 0.32
PABSC K] TIES 432 2. 16 0.50 466.8 108.1 1.38 0.32 12.21 2.83 887 205 1.38 0.32
1000 G3M09 444 2. 21 0.50 5B2.1 131.1 1. 41 0.32 12.83 2.89 945 213 1.38 0.1
03Mo 396 2.05 0.52 490.7 123.9 1.18 0.30 .01 in 820 207 1. 49 0.38
03NN 446 2.18 0. 49 418.0 93.7 1.38 0.31 12.42 2.78 828 186 1.64 0.37
03M12 425 2.13 0. 50 535.7 125.8 1.32 0.31 11.63 2.73 758 178 1.57 0.37
N 6 6 6 6 [ § ]
Mean 439 2.16 0.49 528.6 120. 2 1.38 0.3 12.70 2.89 839 192 1.580 0. 35
5.D. N 0.06 0.02 92.5 16. 4 0.13 0.01 1.30 0.14 67 20 0.1 0.03

PABSC : p-(acetylamino}benzenesul fonyl chioride

Rel. : Relative organ weight (g or mg / 100g final body weight)

N : No.of animals

PROJECT No.H-00357
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Absolute and relative organ weights of male rats treated orally with p-(a'cetylaminu)benzenesulfonyl chlioride for 28 days

Appendix 19-7
- 14-day of recovery -~
Group-No.
Dose Animal Kidney (L) Adrenal (R) Adrenal (L) Testis(R) Testis(L) Epididymis (R)
(mg/kg) No. (g (Rel.) (mg) (Rel.) (mg) (Rel.) (@ (Rel.) (g (Rel.) (g  (Rel.)
00 00MOT7 1.43 0.3 22.7 5.0 20.1 4.4 1.63 0. 36 1.6% 0.36 0.61 0.13
Yehicle 06M08 1.37 0.30 1.8 6.9 4.2 7.4 1.37 0.130 1.33 0.29 0.49 0.1
0 00M09 1.72 0.42 24.7 6.1 27.0 6.7 1.47 0. 36 1.52 0.38 0.59 0.15
0OMi0 1.47 0. 32 25.7 5.6 25.8 5.6 1.60 0.35 1.60 0.35 0.54 0.12
ooMI 1.54 0.36 30.5 7.2 3.1 7.4 1.53 0.36 1.54 0. 36 0.59 0.14
00M12 1.74 0.36 23.1 4.8 23.9 5.0 1.55 0.32 1.52 0.32 0. 54 g. 11
N 6 6 6 [ 6 [
Mean 1.55 0.35 26.4 5.9 27.1 6.1 1.53 0. 34 1.53 0.34 0.56 0.13
S.D. 0.15 0. 04 3.9 1.0 5.1 1.3 0.09 0.03 0.11 0.03 0.04 0.02
03 03Me7 1.67 0.34 33.4 6.8 36.9 7.5 1.65 0.34 1.69 0.34 0.60 0.12
PABSC 03Mo8 1.44 0. 33 24.5 5.7 29.6 6.9 1.85 0.36 1.65 0.38 0.57 0.13
1000 03M09 1. 44 0. 32 26. 4 5.9 28.4 6.4 1.65 0.37 1.56 0. 35 0.64 0.14
03Mi0 1.68 C.43 13.9 8.6 33,0 8.3 1.51 0,38 1.48 0.37 0.57 0.14
03M11 1.64 0.37 30.5 6.8 3.0 7.0 1.79 0. 40 1.76 0.39 0.64 0.14
03M12 1.72 0.40 26. 2 6.2 25.0 5.9 1. 52 0. 36 1.49 0.35 0. 67 0.16
N [} [ 6 6 [ 6
Mean 1.50 0.37 29.2 6.7 0.7 7.0 1.61 0,37 I.G‘l 0. 36 0.62 0.14
S.D. 0.13 0.04 4.0 1.1 4.1 0.8 0.1 0.02 0.1 0. 02 0.04 0.0t
PABSC : p-(acetylamino)benzenesulfonyl chlaride
Rel. : Relative argan weight (g or mg / 100g finat body weight)
N : No.of animals
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Appendix 19-8

Absolute and relative organ weights of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 14-day of recovery -

Group-No.
Dose Animal  Epididymis(L)
{mg/kg) No. ) (Rel.)
00 0oMo7 0.62 0.14
Yehicle 00MOB 0. 47 0.10
0 ookog 0.63 0.16
ooM10 0.52 0. N
00M11 0.58 0.14
00M12 0.52 0.11
N 6
Mean 0.56 0.13
S.D. 0. 06 0.02
03 03M07 0.65 0.13
PABSC 03M08 0.57 0.13
1000 03Mo0g 0.60 0.14
03410 0.55 0.14
03Kt 0.65 0. 15
012 0.64 0.15
N 6
Hean 0.61 0.14
$.D. 0.04 0.01

PABSC : p-{acetylamino)benzenesulfony! chloride
Rel. : Relative organ weight (g / 100g final body weight)

N : No.of animals

PROJECT No.H-00357
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Appendix 20-1 Absolute and relative organ weights of female rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

— 28-day of treatment -

Group-No. Final
Dose Animal  body weight Brain Thymus Heart Liver Spleen Kidney (R)
(mg/kg) No. (g (g  (Rel.) (me) (Rel.) (&g (Rel.) (g®  (Rel.)  (mg)  (Rel.) (g (Rel.)
0o Q0F01 222 1.88 0.85 490. 2 220.8 0.84 0.38 6.93 .12 477 215 0.84 0.38
Yehicle 00F02 215 1.87 0.8r7 446. 1 207.5 0.77 0. 136 6.01 2.80 422 186 0.71 0. 33
0 00FQ3 221 1.96 0.386 290.7 128.1 0. 85 0.37 7.25 .19 414 182 0.73 0.32
00F04 229 1.90 0.83 i88.8 169.8 1.01 0.44 7.34 . 609 266 0.81 0.35
00F05 23 1.93 0.84 518.8 224.6 0.88 0. 38 7.16 3.10 476 206 0.94 0.41
00F06 219 1. 80 0.82 366. 4 167. 3 0.77 0.15 6.64 3.03 405 185 0.92 0.42
N ] 6 [ 3 [ [ 6
Mean 224 1. 89 0. 85 416.8 186. 4 0.85 0.38 6.89 .08 467 208 0. 83 0.37
S.D. 6 0.06 0.02 84.7 7.8 0.09 0.0 0.50 0.15 76 31 0.09 0. 04
] 01F01 221 1.98 0. 90 395.0 178.7 0.77 0.35 6. 31 2.86 437 198 0.83 0.38
PABSC 01F02 217 2.0 6.92 488.4 228.7 0. 83 0.38 6.73 .10 536 247 0.80 0.37
40 0iF03 208 1.85 0.89 405.8 195.1 0.81 0. 40 7.10 i 490 236 0.81 0. 39
01F04 221 1.92 0.87 342.1 154. 9 0.85 0.38 7.80 3.53 457 207 0.85 0.38
01F05 232 2.0 0.87 350,13 151.0 0.380 0.34 6.51 2. 81 464 200 0.77 0.33
01F0& 221 1.93 0.87 327.8 148.3 0.79 0,36 7.18 3.25 490 222 0.77 0.35
N 6 6 6 [ [ 6 6
Mean 220 1.95 0.89 386.6 176.3 0. 81 0.37 6.94 3.16 479 218 0. 81 0.37
5.D. 8 0.06 0.02 62.7 31.9 0.03 0.02 0.54 0.29 35 20 0.03 0.02
02 02Fa1 209 1.83 0.88 376.4 180.1 0.82 0. 39 6.25 2.99 198 180 0.79 0.38
PABSC 02F0? 224 1.97 0.88 367.8 164.2 0.84 0. 38 7.18 i 484 221 0.79 0. 35
200 02F03 206 1.91 0.93 349.7 169.8 0.74 0. 136 6. 31 3.06 513 249 0.74 0.136
02F04 202 1.79 0.89 386.7 191.4 0.79 0.39 6.04 2.99 443 219 0.79 0. 39
02F05 212 1. 80 0.90 363.2 171.3 0.72 0.34 5.99 2.83 i 184 0.79 0. 37
02F06 243 1.89 0.78 450. % 185. 6 0.77 0.32 7.19 2.96 468 193 0. a0 0.37
N 6 b [ [ [ 6 [
Mean 216 1. 88 0.88 382.5 177.1 0.78 0.36 6.49 3.0 451 209 0.80 0.37
S.D. 15 0. 06 0.05 35.8 10. 4 0.05 0.03 0,55 D.13 50 25 0. 05 0.01

PABSC : p-{acetylamino}benzenesul fonyl chloride
Rel. : Relative organ weight (g or mg / 100g final body welght)
N : No.of animals

PROJECT No.H-00357
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Appendix 20-2 Absofute and relative organ weights of female rats treated orally with p-{acetylamino) benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group~No.

Dose Animai Kidrey (L) Adrenal (R} Adrenal (L)
(mg/kg) No. ( g {Rel.) {(mg) (Rel.) (mg) (Rel.)
00 00FO 0.82 0.37 KR 17.6 40.1 18.1
Vehicle 00F02 0.70 0. 33 7.7 12.9 29.9 13.9
0 00F0D3 0.78 0.34 36.3 16.0 39.2 17.3
00F04 0. 85 0.37 37.6 16.4 i8.2 16.7
00F05 0.93 0. 40 38.7 16.8 42.7 18. 5%
00F06 0. 80 0. 41 35.7 16. 3 38.4 17.5
N 6 [ [}
Mean 0. 83 0.37 35.9 16.0 38.1 17.0
S.D. 0.08 0.03 4,2 1.6 4.3 1.6
01 01F01 0.80 0. 36 35.9 16.2 35.9 16, 2
PABSC 01F02 0.83 0.38 30.72 13.9 Kk A 15.3
40 01F03 0.77 0.37 31.3 15.0 2.0 15. 4
01F04 0. 86 0.39 40.4 18.3 44,6 20.2
01F0S 0.79 0.34 30.8 13.3 34.5 14.9
01F06 0.80 0. 36 33.5 15.2 30.3 13.7
N [ 6 [
Mean 0. 81 0.37 3.7 15.3 351 16.0
S.D. 0.03 0.02 3.9 1.8 5.1 2.2
0z 02F01 0.75 0.136 3.9 15.3 31.6 15.1
PABSC 02F02 0.82 0.37 3z 14.3 36.8 16.4
200 02F03 0.75 0. 36 37.9 18.4 41,2 20.0
02F04 0.85 0. 42 34,3 17.0 5.7 17.7
02F05 0.83 0.39 24.7 1.7 30.4 14.3
02F06 0.87 0.36 33.5 13.8 4.5 14,2
N 6 6 [
Kean 0. 81 0. 38 32.4 15.1 35.0 16.3
8.D. 0.05 0.02 4.4 2.4 3.9 2.3

PABSC : p-{acetylamino)benzenesuffony! chloride
Rel. : Relative organ weight (g or mg / 100g final body weight)
N : No.of animals

PROJECT Ho.H-00357
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Appendix 20-3 Absolute and relative organ weights of femafe rats treated orally with p-(acetylamino)benzenesul fonyl chloride for 28 days

- 28-day of treatment -

Group-No. Final

Dose Animal  body weight Brain Thymus Heart Liver Spleen Kidney{R)
(mg/kg) No. { e (g) (Rel.) (me) (Rel.) (g (Rei.) (g  (Rel.)  (me)  (Rel.} ()  (Rel.)
03 03IF0T 221 2.00 0.90 467.3 211.4 0.84 0.38 6.28 2.84 471 213 0.68 0.3
PABSC 03F02 206 1.80 0.92 328.2 159.3 0.83 0.40 6.91 3.35 528 256 0.384 0.41
1000 03F03 217 1.92 0,88  263.7 i21.5 0.65 0.30 5. 60 2.58 432 189 0. 80 0.37
03F04 148 1.81 1.22 89.7 60.6 0.66 0.45 4.37 2.95 255 172 0.63 0.43
03F05 236 1.85 0.78 473.5 200. 6 0.84 0.36 6. 26 2.65 428 181 0. 84 0.36
(13FD6 215 1. 86 0.87 291.9 135. 8 0.69 0. 32 6.98 3.25 363 169 0.90 0.4?
N 6 [ 6 [ [ 6 6
Mean 207 1.89 0.93 319.1 148, 2 0.7% 0.37 6.07 2.94 413 198 0.78 0.38
S.D. 31 0.07 0.15 143.1 85.5 0.08 0. 05 0.97 0.3 94 33 0.10 0.05
Group-No.
Dose Animal Kidney{L) Adrenal {R) Adrenal (L)
(mg/ke) No. (e (Rel.)  {mg)  (Rel.) (mg)  (Rel.)
03 03F0 0,74 0.33 24.8 11.2 26.1 11.8
PABSC G3F02 0.78 0.38 J0.2 14.7 2.7 15.9
1000 03F03 0. 80 0.37 29.8 13.7 1.2 14.4
03F04 0.65 0. 44 30.4 20.5 30.8 20.8
03F05 0.79 0.33 2.0 13.6 341 14. 4
03F06 0.87 0.40 35t 16.3 - 35.4 16.5
N [ 6 6
Kean 0.77 0. 38 30.4 15.0 3.7 15.6
S.0. 0.07 0.04 3.4 3.2 3.3 3.0

PABSC : p-{acetylamino)benzenesul fonyl chloride
Ref. : Relative organ weight (g or mg / 100g final body weight)
N : No.of animals

PROJECT No.H-00357
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Appendix 20-4 Absolute and relative organ weights of female rats treated orally with p-(acetylamino) benzenesul fanyl chloride for 28 days

- 14-day of'recovery -

Group-HNo. Final

Dose Animal  body weight Brain Thymus Heart Liver Spleen Kidney (R}
(me/ke) No. (&) (g) (Rel.) (mg) (Rel.) (g (Rel.) (g (Rel.) (mg) (Rel.) (g  (Rel.)
00 00F07 234 2.01 0. 86 324.2 138.5 0.8% 0.38 5.92 2.5 500 214 0.89 0.38
Vehicle 00F08 181 1.95 1.08 200.8 110. 9 0.69 0.38 4.55 2.51 314 173 0.71 0.39
0 00F09 227 1.95 0.86 332.4 146.4 0.82 0.6 6.33 2.79 503 e2e 0.77 0.34
00F10 247 1.88 0.76 437.5 177.1 0.85 0.34 6.71 2.72 541 215 0. 87 0. 35
00F11 227 1.94 0.85 ite.0 163.8 0.84 0.37 5.14 2.70 551 243 0.87 .38
00F12 226 1.88 0.83 349, 7 154.5 D.8&5 0.38 6.61 2.92 409 181 0.83 0.37
N 6 5 ] 6 ] 6 6
Kean 224 1.94 0.87 336.0 148.6 0. 82 0. 37 6.04 2.70 468 208 0. 82 0.37
S.D. 27 0.05 0.11 77.7 22.8 0.07 0.02 .79 0.16 80 26 0.07 0.02
03 03F07 207 1.82 0.88 289.7 140.0 0.72 0.35 5,52 2.67 479 24 D.76 0.37
PABSC 03F08 245 1.98 0.81 282.5  115.3 0,79 0.32 6.18 2.52 476 194 0. 85 0.35
1000 03F09 231 1.92 0.82 401.9 174.0 A 0.3 6.08 2.63 419 181 0.75 0.32
03F10 239 1.97 0.82 3141 131.4 0.88 0.37 6.21 2.60 549 210 0. 86 0. 36
03F11 268 2.03 0.76 406.0 151.5 0.9 0.34 7.28 2.72 565 2 0.92 0.34
03F12 2438 1,88 0.76 390.7 157.5 0.93 0. 38 ] 2.75 666 269 1.04 0.42
N 6 3 6 ] 6 6 ]
Mean 240 1.93 0.81 347.5 145.0 0.82 0.35 .35 2.65 526 219 0. 86 0.6
3. D. 20 0.08 0.05 58.2 20.6 0.10 0.03 0.61 0.08 87 ] 0.11 0.03

PABSC : p-{acetylamino)banzenesul fony!| chloride
Rel, : Relative organ weight (g or mg / 100g final body weight)
N : No.of animals

PROJECT No.H-00357
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Appendix 20-5 Absolute and relative organ weights of female rats treated orall_y with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 14-day of recovery -

Group-No.
Dose Animal Kidnay(L) Adrenal (R) Adrenal (L)
(mg/kg) No. ( g (Rel.) (ng) {Rel.) (mg) {Rel.)
00 0oFoT 0.91 0.33 34.2 14.6 KK | 15.9
Yehicle D0F08 0.73 0.40 .7 17.5 4.3 19.0
0 GOF09 0.85 0.37 28.5 12.6 30.3 13.3
00F10 0.93 0.38 it. % 12.8 32.4 131
0OF11 0. 89 0. 39 35.9 15.8 39.1 17.2
GOF12 0.88 0.39 30.4 13.5 29.8 13.2
N 6 6 6
Mean 0. 87 0.39 2.0 14,5 3.8 15.3
S.D. 0.07 0.01 2.7 1.9 .7 2.5
03 03F07 0.72 0.35 3.6 16. 2 38.5 18.6
PABSC 03F08 0.83 0.34 4.2 14.0 35.2 14.4
1000 03F09 0.72 0. 31 n.i 13.7 32.0 13.9
03F10 0.87 0.3 32.5 13.6 3.7 14.1
03F11 0.91 0.34 30.%5 11.4 29.8 11.1
03F12 1.02 0.41 43.8 17.7 46. 3 18.7
N 6 [ 6
Mean 0. 85 0.35 34.4 14.4 KR 15.1
5.0, 0.12 0.03 4.8 2.2 5.9 3.0

PABSC : p-(acetylamino)benzenesulfonyl chioride
Rel. : Relative organ weight {g or mg / 100g final body weight)
N : Neo.of animals

PROJECT No.H-00357
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Appendix 21-1

Necropsy of male rats treated orally with p-(acetylamino)benzenesulfonyl chloride for 28 days

— 28-day of treatment —

Group~-No. 00 01 02 03
Vehicle PABSC PABSC PABSC
Dose {mg/kg) 0 40 200 1000
Animal No. 0 0 0 0 0 O 0 0 0 0 0 ¢© 0 0 0 0 0 O 0o 0 0o 0 0 0o
0 0 0 0 0 O [ A A S B B 2 2 2 2 2 12 3 3 3 3 3 3
[ I I M B M M N M H % B N M M M M X B K M
Organs : ¢ 0 0 0 0 O 0 0 ¢ 0 ¢ O 0 0 0 0 0 O 0 00 0 0 O
Findings 1 2 3 4 5 6 1 2 3 4 5 6 1 2 3 4 5 6 1 2 3 4 5 6
Cecum :
dilated lumen - - - - = - - - - = = = — - - = = - + + + + + 4+
Kidney(Left) :
cortical cyst - - - - - = - - - - = = - =+ - - - - - - - = =
Testis :
small (Bilateral) - - - - 4+ =~ - - - - - - - - - - - - - - - - = =

PABSC:p-{acetylamino) benzenesulfonyl chleride

— : nepative, 4 : positive,

PROJECT No. H-00357
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Appendix 21-2 Necropsy of male rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days
— 14-day of recovery —
Group-No. 00 03
Vehicle PABSC
Dose (mg/kg) 0 1000
Animal No. 0 0 0 0 0 0 0 0 0 0 0 0
0 0 0 0 0 0 3 3 3 3 3 3
B M M N N M M M M N ¥ M
Organs : 0 0 0 ] 1 1 0 0 0 1 1 1
Findings i 8 g 0 1 2 7 8 9 0 1 2
Kidney(Right) :
enlargement - - + - = = - - - - - =
light brown plague - - + - - = - - - = = -
dilated renal pelvis - = = = = = e

PABSC:p-{acetylamino)benzenesu! fonyl chioride
— : negative, + : positive.

PROJECT No. H-00357
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Appendix 22-1

Necropsy of

femaie rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days

— 28-day of treatment —

Group-No. 00 01 0z 03
Vehicle PABSC PABSC PABSC
Dose {mg/kg) 0 40 200 1000
Animal No. 0 0 0 0 0 0 0O 0 0 0 0 0 0 0 0 0 O O 0 0 0 0 0 0
0 0 0 0 0 O T 1 1 1 1 1 2 2 2 2 ?2 2 3 3 3 3 3 13
F F F F F F F F F F F F F F F F F F F F F F F F

Organs : 0 0 0 0 0 O 0 0 0 0 @ O 0 0 0 0 0 0O 0 0 0 0 0 O

Findings 1 2 3 4 5 & 1 2 3 4 5 6 1 2 3 4 5 6 1 2 3 4 5 6
Liver :

light yellow plague - —_- = = = - _ - = = = - _ o = = am — - - - 4 - -

|light brown plaque - - = = = = U — - —_- — = = e - - - - 4 -
Cecum :

dijated lumen - - - = = = - - = = = - - + 4+ + + + +
Small intestine :

dilated lumen - - - = = = - - = = - = _ e o - = —- - - 4 = =
Large intestine :

dilated lumen - - - - - - - - - - = - - - = - - - B

repletion of gas - = = = = - - - = = = = - - = = = = - - - 4 -
Thymus :

atrophy - - - - - - - = == - - - - - - - - — = 4+ = =
Uterus :

dilated lumen + - — = = = -_ - - = = = —_ = . = e = _— o - - =
Uterus(Right) :

rudimentary horn e - - = = = - _ - = = = e —_ e — — — =
PABSC:p-(acetylamino}benzenesul fonyl chioride

-~ : negative, -

D positive.

PROJECT No. H-00357
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Appendix 22-2

Necropsy of female rats treated orally with p-(acetylamino)benzenesulfony! chloride for 28 days

— 14-day of recovery —

Group-Na. 00

Vehicle

Dose {mg/kg) 0
Animal No. 0 0 ] 0 0 0
0 0 0 0 0 0
F F F F F F
Organs : 0 0 0 1 1 1
Findings 1 8 9 0 1 2

03

PABSC

1000
0 0 0 0 0 0
3 3 3 3 3 3
F F F F F F
0 0 0 1 1 1
7 8 9 0 1 2

abnormal change -

PABSC:p-{acetylamino) benzenesul fonyl chloride
— : negative.

PROJECT No. H-00357
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Histopathology of male rats ireated orally

with p-{acetylamino}benzenesulfonyl chloride for 28 days

- 28-day of treatment -

Group

Test substance
Dose (me/kg)
Animal No.

Organs / Findings

00

02 03

{— VYehicle --» ¢

200

PABSC >

Brain:
Spinal cord:

Mandibular lymph node

Thyroid:
eclopic thymic tissue

Thymus:
Trachea:
Lung:
Heart:

Liver:

cerebrum
cercbet lum
pons

cervical
thoracic
lumbar

mononuclear cell infiltration

Spleen:
Adrenal:

Kidney:
atrophy of renal tuble

mononuclear cell infiltration
fibrosis of interstitial tissue

cyst

e o Co g

B T

s

=

Gradings: - ;none,

t ;very slight,

+:slight,

#:animal with gross pathological finding
PABSC : p-{acelylamino)benzenesulfonyl chloride

B-122

# ;moderate,

& ;severe.

PROJECT No. H-00357



Appendix 23-2 Histopathology of male rats treaied orally
with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 28~day of frealment -

Group 00 02 03
Test substance {—- Yehicle --» ¢ PABSC >
Dose (mg/kg) 0 200 1000
Animal No.

Organs / Findings

Forestomach: @ < - - = o =

Glandular stomach: =00 o~ - - - - -

Duodenom: = a4 e - - - -

Jejymm: - 4 e D - A

Ileuam:  — 4 e e

Cecum: e e a e - -

¢olon: e - - o

Rectum: e e e -

Mesenieric lymph node; = =0=- = - - — -

NN N N N N N N O (o=

Testis:
atrophy of seminiferous tuble - - - -
decreased germ cell - - - -
spermalid giant cell formation - - - -
increased Leydig cell - - - -

5 HY OHY e

Epididymis: Vé
degeneration of spermatozoa --=-—-4 - 4o - - -
in duct

Prostate: 4 - - - -

Seminal vesicle: e e o o o -

Urinary bladdee: - - - - - -

Femoral bone: - - - - - - A

Femoral bone marrow: =0 - = = — - -

Sternal bone: 0 o e e a

Sternal bone marrow: =00 = = & - - -

B T e e

Sciatic nerve: - - 4 - 4 a

Gradings: - ;none, % :very slight, +;slight, +# :moderale, # severe.
#:animal with gross pathological finding
PABSC : p-(acelyiamino)benzenesulfonyl chioride
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Appendix 24-1 Histopathology of female rats treated orally
with p-(acetylamino) benzenesulfonyl chloride for 28 days

- 28-day of treatment -

Group 00 03
Tesl subsiance {-- Vehicle —> <{—-PABSC-->
Dose (mg/ke) 0 1000
Animal Ne.

Organs / Findings

Brain: CEreprum - - - = = = - - = - - -
cerebellump; - - - = = =~ = = - - =
pons @@=00 0w = e = = = e - - - - -

Spinal cord: cervical @ - - - — = = - = - o - -
thoracic - = = === - - - - - =
lumbar - - - = = = - = = & - -

Mandibular lymph nede: === 00— — = =@ = =@ - - - & - -

Thyroid:

ectopic thymic tissue ST T T

Thymus: 0 4 D e e e = - - - - -

Trachea: — m h D D e e e e m = = =

Luomg: e e e m e e e a e o - _

Heart:  a e e e e a D DD e = =

Liver:

menonuclear cell infiltration -ttt -=-=- 4+ - -4 - -
necrosis = - - - - - - -t - -

Spleen: e e e e e e e e e~ _

Adrepal: e e e m e m e m o -~

Kidney: 4 = 4 e == e - - - -

Gradings: - ;none, % ;very slight, +;slight, 4 :moderate, # ;severe.
Liver of 03F04:olher tobe with gross finding
PABSC : p-(acetylamino)benzenesulfonyl chloride
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Appendix 24-2 Histopathoiogy of female rats treated orally
with p-(acetylamino)benzenesulfonyl chloride for 28 days

- 28-day of treatment -

Group 00 03
Tesi subsiance {-- Vehicle —> <{—PABSC——>
Dose (mg/ke) 0 1000
Animal No.
000O0O0OD 0000O0O0O
000000 3333313
FFEFFFTF FFEFEFFF
DOoOOOOOUO DOO0OOODOD
Organs / Findings 1 234656 1234056

Forestomach: 000 4 - - - - - .- - - - -
Glandular stomach: == - = = = - =@ - - = = . -
Duoderum: e e - - - - - - - - -
Jejunum: e e o o 2 e m e m m e -
MHeam: - - - - - & e a o -
Cecom: e e e m - o - - o -
Colon: Do et d i me - - '
Rectem: e e e - - 4 222 e e -
HMesenteric lymph node: === 0= = = - — = 4 - o & & -
Ovary: o e ot D e aam -
Uterus: o - 4 e - - - e
Yagina: a4 - - - - - 4o - - - -
Urinary bladder: = = = 0 - = 0 4 2 m e - -
Femoral bope: 4 - - - - - o e oo o -
Femoral bone marrow: =00~ - = =@ = = - - - « _ _
Sternal bone: - - e m e e - - e o - -
Sternal bone marrow: === o~ - = = = & - - - - - -

Sciatic negve: = e o 0 - 4 4 o m o - =

Gradings: -;none, % ;very slight, +;slight, + ;noderale, ® :severe.
PABSC : p-(acetylamino)benzenesulfonyl chloride
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Appendix 25 Histopathology of male rats treaied orally
with p-{acelylamino)benzenesulfonyl chloride for 28 days

- l4-day of recovery -

Group Q0 03
Test substance <{-- Vehicle --> <{--PABSC--»
Dose (mg/ke) 0 1000
Animal No. # %
0 0
0 3
M M
0 1
Organs / Findings 9 i}
Kidney:
atrophy of renal teble 8 &
mineralizafion of tuble - +
mononuclear cell infiltration f +
fibrosis in interstitial tissue L] #
cyst + #
Gradings: -;none, +;very slight, +;slight, 4 ;moderate, # ;severe.

$:animal with gross pathological finding
PABSC : p-(acetylamino)benzenesulfonyl chloride
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RATEE 1
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HRAEFHIR
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BEEE(%) 999 99.9 99.9 99.9 99.9 99.9
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(%) 100 100
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A2

ARG ) p-(TEFDA" A ZAMEZMII Y D22 etk Rt Bk

I

REREE
(mg/mL)

Ak
&5

E K
(mg/mL)

ERE.
(mg/mL)

MEE
(%)

RFR
(%)

w"E
By

7.40

7.40

7.30

7.37

92.1

100

200

175

191

197

188

94.0

100

3 BRI

7.30

7.25

7.20

7.256

90.6

98.4

200

203

203

162

199

99.5

106

6 ¥

7.20

7.20

7.35

7.25

90.6

98.4

200

198

200
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WMTEE 3

BEHP p-TEFMIN U 222NN OE—iE 3 L OB RIE Rkt

R | K fﬁiﬁ) mi | swe [TER| oy
(mg/mL) | BFF (mg/mL) | (%) (%) (%)
1 2 g

0 1 | ND. | ND. | ND. N.D. — — —
LR | 770 | 765 | 7.68 101

8 FE | 770 | 785 | 7.78 7.57 946 | 108 | 35
TE | 715 | 735 | 7.25 95.8
ERE | 367 | 878 | 370 97.1

40 hfE | 382 | 386 | 384 38.1 95.3 | 101 | 2.3
T/E | 388 | 387 | 388 102
ERE | 197 198 198 100

200 R | 199 200 200 198 99.0 | 101 | 0.8
TR | 200 196 198 100

ERMEIIEAE 6 BOFEH L,

NERELEAGTEOE RN T 5 EAREET,
CV(%) A IE 6 THL D Redie.
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