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3. EH

2T )= FVANEVERD 0 (MEBE : 0.5 wh% A2 F e —A%IK) . 100,
300 & 7% 1000 mg/kg %, Sprague-Dawley % SPF 7 v b, HEIZILZSERT 14 B BN
ZRXEHM B U THRETA T (42 B . MICIIZSECRT 14 B RIS 2 RECHARE
EOHEMBZELTEL 4 85ET 4147 BF) #BEROKSE L. XERSESEHER
UAEEREZEER R L7, FIZ,0 R U 1000 mg/kg RSO —HDOEMIZ>WTIL,
HEHEL HIZ 42 BRI E- L7-% 14 HREIOKREHMZHRIT. EELLOTFHEEERTFL
72o

3.1 REHREHH

WTROBREBIZBWTHIRTEMIZA LT —BRIRER, R —RIRB OB E,
BRRE, EOAE. EREHEOVE. hE. BHEE, ReE (EHEAE) . i
ZERE. LKEFRE. AFFLEY (TSH, TROT,) HE, #FEEE. JIRRVC
REMBRERZICL. #RVERSEOERITFEO bR o7,

RBETIX, BEHRKTRRE CRED 1000 mg/kg B 5HOBAKEICEE. REBE
[EIEEIRBD L, REHBMBRTRHRBRECLRAR TEAKERVCREICEE. REE
FEICIERESRD vz,

3.2 A£mER4Eshk

HEAH, REECTRELEBE, RBE, BRERVUZRBRRBIZIERDERSOR
BRIROORRNoT, BT, HER, EIRHE, KA, BREHK BRR, FE
B HAERBROHARIZERDERSOEEIIO LAY, FLIBTORmER
BICHLEBIRD RN T,

HAER TR, HAEROARBE, HERRUTAER 4 B OMBEEY T, £7%
4 BAEFRROHRFTRICERDEREIC L A2HEBIEIRD L0 o7,

INRLOERENS, ARBRELETIZRWVT, AERME OMEESYICRIT A RER
SEMCHT 5 EBEEEIIMHET 300 mg/kg, HET 1000 mg/kg PA L, EEEEIIMRE L
HIZ 1000 mg/kg LA L &KW L7z, T/, MERE L REMic BT 2AMRBEEMRIC
WM HEEEBRROEEEHEIWVTRE 1000 mg/kg LA E & ¥ LT,

10
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4.

T

EARBEEERLEEEEHB L EDELEMREBORRIZLY, 2.7 /=¥
VANKUVBDOTy NERAWERAOBRSICEIREREEY MR EEEHFARE
EEBLEZDOT, TORBERET 3,

BB, ARBRILUTOEELETL, VA R4 VFICERL T, RRASER VY
Y—Ft o F—TEREL,

11
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5. BRERHHRUAE

51 WHERMERUIEK

5.1.1 HERDE

2.7 I )2 F U ANFVERIX UTOFERE EHIZEALRE,
7o, RBBEABIMIIRABRFARARZ "AORIEIC L VERSER I TS (RBRE
51 A-2313, BAAERD .

2y 7 2-FI)TE VALK ER
HKEAW 2-Aminoethanesulfonic Acid
B4 A IV
CAS &= 107-35-7
ERARERES 2-1607, 9-801
s U R R
H,N
\Ls,p
~
0// OH
713K C,H,NO;S
DFE 125.15
EIRIZRIT B HR RERSHEERR
Rl R 328°C (4yfR)
VREEE E ;K =F =N =—T N
M (PFIEE) 99.9%
R R
KR A
AFE 1475 g
REFHIE R, BEEET (AR & L CRIBEN BFAHE : 1~10°C,
EHE : 3~6°C) ITRFEL)
RIFBT HERGHAFTRBR Y ERFEEROE 2 WF0H 4 R
Y RRE
BV EOER EEGOWMRE 2TV, ~ R 7, REIRE, R#
FREOFURREEEZERL., EEOEMELL,
BOHFENEIX, F. BEEFRELEY, 3BV ETS,
LEM BEHMBETRIIBREERY VY —F o 7 —HE

BHRFTICE VT, BRERYEORNPR AR b
NERER LI RER, ERERATCHIB LIZSRAY

12
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M ERIERBETH Y EEEICHE IR oz, R

&8 2) .
BEONE : WRWE 5 ¢ xREFEREE U THEBEMERT O EEHE
FHERIRE L, BIWRBRROOTKRTHROEREIX
ETERLS LTz,
51.2 LA7 Y
2R : 0.5 W% A F o — K (BB : 0.5 wiv%MC
BIR)

2B, BERIZOWTIR, ARBRICES > TEE LU HRBFBENEENY) F—
g Y ROEEN - H—HERBR RREE : A2313) IZBWT, 0.5 wv%MC BEEHF T
DEBRHDEOREER OB —HIZBEFRERR/OLNTND Z &2 5, 0.5 wv%MC
RiREBRIR LT,

52 BEROPHRUVRERZE
5.2.1 BRADRHERURE

AFNLENa—A (METOLOSE SM-400, AAREKREY, E@{tFITEKRASH, o
v FEE 1 8105606) ZEHNAK (BXRERFF, KA RERETSE, vy &5
0E90, OF87) IZ¥FfEL T 0.5 wWV%UMCIAIR L Lz, B L7-ikid, AL Biceis
WORBICERALEZ, £, SHRERSY IOERDEZRY 5 Ao BERk 5K
E LT, NEEOEEEZBEAN I ABIIHEL., BREICHEHT 2 £ CHEBRIK & @RI
BRELE,

522 BREOHERURE

- BEZILCLEEOHBRWE R ERICRER L, Bz &ToBRmML, AHRT
BT AVTHRYELZEERICBE IS, BBEE AR VY V¥ —IZBT L L bIiT,
AR OLBEZVEOEETHEIRY, TOERD ARV Y U F—ZMixlz, BiZHAE
ERARVY U —IIMATHERBICAAT v 7L, AENBREREZAM L, BRI
BK7TESZ—FELTTO. AR LUEERBRIIBET 7 ABIC AN THEFT (GEREN,
FFAME : 1~10°C, ERE : 4-9°C) IZRFEL., BEHOBRB IN-HENTERESICHE
BAL7-, BEIIRYEIZEUIR— S —F FNVE TR S8 TERLY LT,

52.3 BREOREHRUE—#%

AEEBRHE D 1.00 T 100 mg/mL BREIE (FEE : 0.5 wMC IEIR) 13, Bear7
RN ANVETT (ATREN. FEE : 1~10°C) T 8 R, ZDOHEET 24 BHERE
PO —TH 5 2 LPBRRNEER SV P —F o X —TCHERINTNSE RREE
A-2313, BAEFR3)

13
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5.2.4 BRBEDRE - H—EREE

HoORES 1 RHEBE 6 BO 20, BEIZAWVWAEEREOHBRIKIZOWT, BEE
AT+ 2RSSR Y Vb —F 2 ¥ —HBREH AT CEMNERNEEIL LV BER
UE—HREREEE L, TOHR. FRERIIBITARTFEIIHNTIHBEMEDE
B1X 90.2~99.8%., FEMREIT 22% LT THY . WINHHFREHEN (BE : X1E
IR 2 EIA ; 100.0£10.0%, B—M : CVI10.0%LIR) Thok (BHRMHEER 4, 5) =
ENnS, HRIKOFAMICHEI Mot EZ LN, SFIEOBKBE2UTIZRT,

(R3]
HEL %% A= —
0.1 mol/L KER{LT F U v A BESWH FREMET AL
FIVATNTF v FEER REHE FEMBET EHAEH
LOWN% 7=/ —NTE LA ; e ttn
T8 (90) Y HFEEA TR TERASH
ik Milli-Q K BLIE L X7 A
[ B ER]
) EMEZEEEEIAT A
B4 EUER A—J—
BN EEDNEER AT-610 RHRETTEGNEH
2) #HEYTZLb
Bas R OEN A —
Microsoft Office Excel 2003(11.8326.8324)SP3 Microsoft Corporation
3) OO
BELARUCHERX A—H—
Milli-Q KBEEL R T A Milli-Q Advantage A10 Millipore Corporation
P ITRF T RE—TF— MGM-66 ERFFHRASH

[P D BB
0.1 mol/L KB&{LT b U U ABKIIKRBAHOLDEER LIz, £, 777 ¥ —iIR
IV EN TV BREEZ AV,

[ ERIF R OFRRY
BREREBZAZ—F—CHELLRN G, & n=1 TERIZEIRL, LTIZHEN, #
EERRARHE FRFRR L7,
BiER BmE EAE .
(mg/mL) (mL) (mL) BRE
10 4 100 25
30 3 200 200/3
100 1 250 250
A RBERLK

14
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[HIERBIF 2-7 I ) = F VANV KUVBREOEL]

BIEERZRE S0mL ZEREICE D, ZhICERLANSRVAT AT E FEEK 5mL
FEREICI ., B2, 1.0WN% 7= /) —NLT7 X LA H ) —)b (90) BIEE 3N
Zlre ZOBHY., BMNEBDHEES AT & AT-610 2 AT 0.1 mol/L KEE{LT Y
DABRICEOVEE L, RBOFETHERKEZRVCTERREZITY (0=1) . fE
Lo UTFTORIZEY, BERBSF 2-7 I/ = F VANV F U BIREmgmL) % .
Microsoft Office Excel 2003 i X W EH L 7=, - BIEREB O ER CIERIREL D .
KRBT IEE (%) ROESHREEZEH LK,

RIERKH 27 S/ 2 H VALK B (myml) = (a-b) xFxdx —2315
0.1 mol/L KBTI b D AWK 1mlL = 12515mg C,H;NO;S
(C;H/NO;8 : 2-T I /= F VAR EE)

s RIEEREAHCBT S 0.1 mol/L KB MY O LABBEOBEEE (mL)

: ZERERICBIT S 0.1 mol/L KEL T MY U ABKEOHEEE (mL)

: 0.1 mol/L KERILF N Y W ABERDOZ 77 & —

: BIERBO BRE

(=TT~

53 HERBVERURMKOERER

EHRRESA FIA VIV IToBEZRAVERBRELE L INTHWEZ 0D
Sy bEBEBRLE, £, ZORBRIEAINEZZKEOT v MI—REMHRAR, £
RESHRRBRICESHAVDLR, o, FOBRENLILMONTEY, ¥2EHNES
THEIENLERLZ,

54 REHY

Sprague-Dawley 5 SPF 7 > b (Crl:CD(SD), HAF ¥ —/L R - Y N—KKXtt, B
KREFAE LV Z—) O 62 LR O 83 LA Z L S EMBTAFEY L, A#BZHHL
1BLEELC, 3 AHoREHMEZET 20 HROBLEET 2T o7, TOR., — &
REEOBE (1E/B)  AERAE Ble 1. 3, 8. I5SKW20BD S5E) | FHR2—&
REOBE B 15 i 1E) ROEERE BHb4225 1780 14 BE) 2EHL
TR, BRRETHEHEEN 3 F (BEFES 930, 969, 981) KH b, £
NOOBRERERE, —MIREE, S —RIREBROHERSICREN 2L, KEHEM
NEFRHEASIER UM 68 IEABIR L, 10 B CHREIZFER L, 28, HARICS
WTik, BB RERH. BEH. BRERIRCRBRLEHCHEL. 20608
R4S AT EICBRVBENRVESEERAHERE L L, 8iidk% - BLHIR+
OEEEME (REVEOKE~-BSITEOKRE) 1L v B8%, HoT4E &5
BRZEORIA) DREICKY, EREHLEDEHOLHFENTEIETHELRS
&5 BRECEI T, BECEIMITIIayEa—FEAVWET n v VEEBIEREE
AMHEOHRASLYE (T oy /EBETCYLERBELZEARL. RBRERUVEHANOERK
BB EBEZHICHY TE) TiTol, B5BRBROBERHMIIME T 388~458 ¢ (F

15



R-1069

1KE : 411g) . M3 238~293g (FEHERE :265g) Thotz, BT rolRIA SNk
B L, 4R EERAMEEOM 3 ILIXREREZEICRRIDBRA L., BT
BREAEEICBE L, Bool RILRIELBEYME L TRERET Lz, 2B, MM
EFLELBESHHOMIY, RBRHCIHECRSICL DV RBRTREEENRWR2WVEIIIEE
DT, REICHWRhonled, REKRTRIIERBRMHLEBRA L, SERRMLE
EBE L,

) REREEECRE., BRESITEE 60 ICR U 80 [T T o =43, FREICITHE 62 ICR Ui 83

EASMIA S iz,

55 fAEE%H

EhiE., IR 2343°C (FEHME : 21~24°C) | MAXHEEE 50+20% (ZZHIE : 39~58 %) .
BSER 10~15 E/h, B 1288/ (07:00~19:00) OEMMFAESE FAEEES : 905
BE) 7y b REBRE Yy —Y (W254xD350xHI70 mm : Y — Rz =7
v 7 HRAE) WWENIC, REPITHEES 1 EOF 2 RERE L, 2B, £ 17
BENOEA4BETIE, BB (KA F7L—7  BRF v —NL R - U A—REH)
AN ST AF o 28 arr—2 (W340xD400xH185 mm : B A7 L 7R &4
WA LT, fEHE NMF B (BRBREE. TV = VBB TERRSME, vy
h&EE 1 100713, 100817) 2R 7 VABRUGEERIZ X U BERICERE®, Bk
AREAK (HERETHEKEK :: BB KEEFER) 28HITERIEE, EZL, 77
AF 7B asyr—VIIRAELTWARBITRAREZER L, SEERCEERTDR
ABESICE LTk, #RAFE2 e v M2V T, Eurofins Scientific Analytice T £
LR E AE L, KEIZOWTIL, Eurofins Scientific Analytice TEHA (£ 6
Bl) WCEELESTR/BREAF Lz, SBKIZOWTIX, KEBRICERLIZKEDS
FrEZERELT v 7 BEREH (B4  RERRREE 7 — %A KEHH (B
4 H) IZEEL, BRZ2AFELE, 2hbHor—F itk v e, SRBKRUCREREP O
BADEPRBRBICHEPEXDFREORN L E2HERL, aFREEOCE L%
BREFELE,

56 EiDER

B OB EBRINIATERIC/NEVD H BIR (BE : 855~916, H : 917~999) %-DiF TAT
o7, BEMITHRIX, HAROREEZ L (R, & $ROCESHEDIR) I 4410
FBEEOFT-, 2B, 1000 DALITEE. 100 DAL (0 B4k, 1 EZ2H) . 102 1
OPLIMERES L Lz, BE/F—VIIREE () JLkBHTLEFr—V5 V%
fFir, RBRES, REREK, BEE, 4. 9HES. FEES, fIRTER (ERV
FEREBOM) | REBMILE (REHOMRE) RUSHE (REFHFOH) #HE L,

57 ©BE5REER. REHBERUIRES R CICHRERRE & Eh 5 0=RIREH
B’ EEKIX. OECD Guideline for Testing of Chemicals 422 {IZ# U, R OE % EIR

16
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L, #EHIRX, BT 42 B (ZE2RT 14 BRE. ZCECHIR 14 BRE, 0% 148
M) . REEEOMTIX 41~47 B (BRI 14 B, REHEEKCHERHIBZ&EL T
BH4BET) | EREBEOMTIINAME Lz, £, RETHoE8Y (EE
B 1 4110) IZOWWTIX40 B E L7z, REIIMIIRER TR M BRE L. ORIk
L7, BREAKEIFERERBRTCRMITOATWA 1E/E (7TE/E) & Lz,

5.8 H{EHE

BEFEZ, TowEEOROBEIE L T—RNLMERORE L L, BE5EFE
iZ10mL/kgEEE L, 7LV TAEY U FEAWVWCHESHEZ 1 B 1E, 09:00~12:19
ORIZAFRARE Lz, 27 L BRERFISRP TH BT oHE T 2E- T,
14:42~15:04 OICEE Uiz, SBEIIZEE (0.5 wBMC IBR) DA% RERICR S
Liz, BETLoRE5KE (BREA: 0.1 mL, /INEE M2 NEREA) X, EED
RELZEEIZEH -,

59 BEERUBRER

¥EEIT 100, 300 ZTX 1000 mgkg 3 HEE L, BAEZRETIHNEHEMZ 4
B E Lz, 1 BEY7Z 0 OBDEIIRE 21T O 2CERE L U THE CHERES 128,
BELARAWIERE#HE LCHBERVEAER CHS 10ILE L, 28, HRBRERVE
AEHCBITAIHOBANES SELE, MOBANES 1SELEOE S, KRS
T oA, RIKEM L L7, BEERLE Text table 1-1. R TN 1-2.1T7R L7,

Text table 1-1. B R (H)

R | REE | HRERE | REFE LR

(mg/kg) | (mg/mL) | (mL/kg) | Bhip¥k BE S
X 0 0 10 12 1001~1012 %!
EHEE | 100 10 10 12 2001~2012
FEHEE | 300 30 10 12 3001~3012
SRR | 1000 100 10 12 4001~4012 #!

H1l: HANESSELURO ST, RREFERTHIUR, KEBME L

Text table 1-2. g T (M)

RR | #5E | HRBERE | REAE ZEELEE BB
(mg/kg) | (mg/mL) | (ml/kg) | 8hipsk | 9% 5 |8l | BHES
ST aE 0 0 10 12 1101~1112 10 1113~1122 %2
ERERE | 100 10 10 12 2101~2112 — —
mARR | 300 30 10 12 3101~3112 — —
SREm [ 1000 100 10 12 4101~4112 10 4113~4122 &2

E2: HANES IBBLURO KT, RREERTRUR, hESHL L,

510 BESDHRERA
AEBHECEALT, 7y b2AVCHESESERR (13 B, #8#IkA. 0, 500,

17
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1000, 2000mg/kg EE/B) | BEEMERER (18 EA. RAH. 0. 0.5, S%EM) | %
AEMRR (FE 7~17 B, H&ED. 0. 300, 1000, 3000mg/kg KE/B) DR
HB.ED I UBRECLIEEREREEBIIRD LN Rt OFEREH B D, —F.
ENIZBWT, U vide FRHEES, EEBARZEZL F) U 27ROERS RN
AROBEFERIME LTEASATWAIE ., EU, kER E0FENECBVTH, &
mEMP L LTHERAPROOLNTEY | ZE2RIIKRERORBERDH D LIXELX LN
& n, AFRBTIX. OECD Guideline for Testing of Chemicals 422 TR E5[REE L
SNTWS 1000 mgkg ZEAEE L, DITAKK 3 TR L T 300 RO 100 mg/kg % %
NENHRRMEREIRE L.

511 IBRURBREDHX

RERBOEE L, B5MBEE2%E 10, 51805 782%5 118, (KERHB
B (B5HEKETOERA) 2ARE 18, KE 1B 7TE2KE 1B, XEBRIIA %
MR OB, PRKETHEZEA OB, MER (H4AR) 2WF 08 (E%0R) &L,
UTICARTEBIZOWT, TRERERORFHICBHERVRELE K L7,

5.11.1 — KD

ZEEFIZoVWT, BHEHMFIXER 1B, #58MHPI3ER 3E (REH, RE5E
BROES®% 1~3850) . ARESBSIXER LB (FRiH) . £hEhbansk, 5E
Whe, B%, TERUCHEED L EO—RRBIIBI2BREOFERZEE L, B,
Be5 2 BUBROBHE R > COEHMNRBERIR, 2 RREOBEELIFNAT
To7,

511.2 HET—RIREOBRE. BERE. BHRUEREGEDATE

S — R OB EITEBEIT O NTITo T, HEBGET (BIEHIRS) 2 1,
T, HEROHEREBHIREMBTRORESNETEE 1 B, REBEIRENRE
HEhEE 1B, RESFF., SEHETROSAHBFIIEESLEZE KRREY
ISR 1, 7. 4KRUV20H, SBREMIRIAIE) KERENTH T,

BERE, BHUERVBERESHEOREIX, HTHRENES 8~12 T, il
TR BIETEHBESNEVIEE | FEXER TIRHENES 18~22BDENEH SLIC
DWTHTo Tz, BEHMPIZ, TEEOHM CHEAL4 8 (BE5 4144 B) 1T, ToOME
BEHEKRTE R 68, #537H) I, AEMMTII, ABRERUEAEREOM
HECHREHMMKETE (RE2E, ML bIZAKREIR) K707,

FROBE, BERVHEIEIX. BWE TV FAICEBL., BRECH L THREER
EOEREHIR (FF7A4 2 Fb) LERETT-k, 27 L, BREHEOHEIZHE
LTiX, 7740 F{EEfToRbol, B8, M2 —RRECEREUEERETD
BER  BREZBRICOVWT, EET—FUNRA T LETEREEZRAWTREL,
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H 1 REREOREXNSEHEF L TICORLE,
% BB EE | 1102, 1104, 1105, 1106, 1112
{EEEF | 2101, 2102, 2107, 2109, 2111
PREEE | 3101, 3103, 3107, 3108, 3109
EAEEE | 4101, 4102, 4107, 4108, 4112

1) B —RREOBE

r—VHNEEL LTES, B8 BRETH. FF-TOEEBLE LTI —YUMbH0O
BRYHLE S, #%E - EFEORE., IR - 2045w, IRERZEH. IRGEASKE, TR
FEE, BHEmEMEEE (RIRE. WM. B, BEALE, EERR) | N FU 7wt
BRI, N RYVITRORE, F—7 7 40— FREEL L TRERE, K8,
BETE. ERTE. ST, B, FEV., IbhEXEEK, ettt e, HER)
IZOWTEE L,

2) HEEERE

RIS, BERG, BRI, BREKG, B, EPERRKE. FHREIE
ICOWTRELE,

3) EABE

BAEmEICB X H . CPU ¥ —Y MODEL-RX-5 (74 a—=uyP=7 Y IR
2t) FAVCHIRRUEEORAZHIE L,

4) BREHEOHE

BAHAEC S| &k, EREMAE R ER L ) —NS-AS01 (HFEXE&tt=a—uH
ATV A ERAWTCERESREZRIE L, BIERMIX 1RM & L. 10 5 EB AT 0~60
HOPEMEZERH LT,

5.11.3 KERE

SEEIZOVT, Bk 1, 3, 8, 15 R 20 BICHAEZRIE LTz, REHOMRER OIE
REHOMITIRE 1. 4. 8, 11, 15, 18, 22, 25, 29, 32, 36, 39, 42 BRUHEI®A
o, REBIIIEICARE 1, 4, 8, 11, 14 BEROBIRBIC, EHBEOMIIERE 1. 4,
8. 11, 15 B CRREEMIIIREHEFO®RE 18H) | RO, 4, 7. 11, 14, 17k
V20R, BALOKRVD4 BENTHKRBICHKEZRIE LT, 2B, FHOSHRBIERIC
SO T PRER I N BEEOFI 0 H OKERE (14:03~16:52) 2k % ,08:18~11:36
DORIICEEREEZITo7z, FIRAICIK, BTBD L8 16 FFMER I ¥ 2%, iXNBEE
EEHIZE 2 THEES 08:07~08:46 DREICEIE LTz,

5.11.4 HEEEAE

2EEICONWT, REHOBR UEREHOMIIRSE 1. 4, 8, 11, 15, 32, 36,
39 UM 42 BIZ, REEMIITFIZIRE L, 4, 8, 11 RN 14 HiZ, REFHOMIIRE 1,
4, 8. 11 RIS B, HIE1, 4. 7. 11, 14, 1TRO20 BXEITEA 2 RV 4 BITE
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FEEZAIEL. BTHOREELOEND 1LY 200 | BEEEYEH L, RiEE
BRUBREEDOHIEIL 08:27~11:04 DREIZIT o 72,

5.11.5 RIRRE

BEHM P2 EEIC oW T, BIRAERLER L, BRSHBERIEIREREOM
DEBEEIZOVWT, REBBBFENORENRBOONI2ETHERBHRE2ERL, &)
L7, B{LEEA P OFERIZOWTIHERASEE OFE IOV TR, RERIREH
MR OERIZODWTRSEHOALL EEBEN» ORI BEHGE2RBEOREL L, REY
BRAFEKERCREPILOROBEMECOREK HAEY) 2/ REHBRTXE
FENOEFOREZHANT,

5.11.6 REBAHE

RERTE GBS THR, REHOR CEEHOMRES 1.1 TRERE X, T,
BT HDWVIIEBETICEFERBLELDERERRS L AR L-, REBBE %
O HLEBELTRRECRELZAEEZA ., A CL2REHBIRRE 6 B
MTHotz,

511.7 PR VHEERE

1) BEHOBRE

REOHRIN-HEEDIIL2H ARSI Y, SHREBOREOFELBR L,
AT OMRRE (BH 0 HORERTCEBE) 1%, &Eik21 B 6K 25 B £ TOFHI
%, 1B 26 (FIE 25 BHIZFRT 10BETIZ 1 @) 170, EESE% 0.5 BB TH
RU, | BEATEHELE, B2 1TRETICETLIWEEES, ZOBR2FH 08
LT, BBRUEEOLUEDOTELBEEE, DBAKRT L-BEHEFEL 4R ET
HARZHEESE, BED, BERROELZHEEL LTHEREZER LT,

S Lo BEWIIEN S BORA T, MRE}WIXELEIC, TR FREEREIC
L7, 238, HR25 BO 10RE TITHHBET LD > 72 1000 mg/kg B 5-FED 1
Bl (BHES . 4110) X, A Y 7LV 57 URFEBT CHRMLE. BEREIREIEIC X » BB
FEEE, REEREICHR L, EROFEZERLLZBER. EESRO ORIk
TEORE L HA L, ERMETOT — &% 2HEHENT K Y R LTz,

2) WHAEROHEE

HAER (B% 0H) KCHAERBRUHERKEZE X, HERIANKREEOFES
BEY L MAIZHELTHEZHE L%, BEMICHESE-, HERDOEED
BELZE®ZIBETER 1ETok, 2B, BERKUECRIIEELE,

A% A4BCBEFRE LR, 2l =—F VBT CHE L, BEXEARDENIC X
D BIMEE S EEHRETV., AR, BF - B2 0RE HBRORFTOFTELHA
Rz, WTENROBEXICHLARMEERAEOR 2o, BREFER T RbAboT,
B, HEROFEEIEAEIICHIE L., SEEM CHEINCEDELEB L,
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) . EEOREPH, ARCAYCLETH. IBEOWRLPH, BRPESoXkE s, Bk £
FEDONRTF AR, BIRBOWRARKE X, AHBEROZH, ESnR S, Bk, &, Ri8,
NEHOR S, B, o, REARVEAOART VARCEELTCEEL. EELELRDE
AERFLLE,

511.8 RERE (BEKEJREED)

BREHFEKRTE (568, #536~370) RUOMKRERMKTE (KE2E, KE
8~9H) KREZEM L7, BREHETIIRELBORERIZ, HTIIHAES 8~12
T, EXEH THENES 182 BOEH LN TH S LY, KREHMPIIKRESHO
2EEE, ThENERBE LYy PLEF—VIKREL, & - BREEKT T 48/
RE,. RKOCCTHHER - BEHEBEKTTEOHRO 20EMEZHER L, REEE % Text
table 22 R L7z B L 2RO 4 BERICOW T pHEL TILEE TORE L RES.
ZORICBONTZ 20REREAVTREERVCREDHE 21T - 72, REIL 4 REO
REL 20FFHORELEFLTCIEERZEH L, BAER. BRBEZEY LIS
—PRNAELZRETHALLD 1 HOBRELZ., HBAREHANTHE L,

Text table 2.[REENDIER. REZERUFEABRELL

REEHE BIEFE

pH A=YavAT (9 I A-TEA BRBRIK [7— 7 LA #kR&4] @
=L T-YavAF i) A-TEA BB [7— 27 LA #XE&H] 2
AR A-Y3VATA9IA-TEA RBRE (7T —7 v A #kR&u)
Fra—2 A-VavaF {3 A-TEABRBRIE [7T— 7 LA #BRa4] ?
& A-VaVAT(9IA-TEARBIR [T — 27 LA #RE4] 9
ryAEy A-VaVATAyIA-TEA BRBREE [7— 27 LA BRE&H] ¥
gavy ) —Fr A-V3VATAIR-TEA RBE [T — 2 LA R&t] @
& WIR#E

RE (4EHR) BEMAEyYEEZRAVEERME (B4 : mL)
BEE KA TED (BAL : mOsm/ke)

RE (Q0EME) ARV - BOERERNE (B4 mL)
FAE (24 EME) ERHE

1 A E R 2

a) : AUTION MINI™ AM-4290 (7 —2 LA #%&4t)

b): BBIBBERTEHE A — P72 FRXF v b OM-6030 (7 —7 LA $kREH)
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5.11.9 MAEFBRE
EHEFRBREEBRELAWVIIAREYMK T HORA LD —K (16~20 FFfl) RS
¥, 205 bRBERURAER T2, BROTHAEHIIMES 5T (3HESH
FWIE, B L, REBHMEIZSRIED SE) B oWT A Y 7T VKBTI L.
FERENARD S EDTA-2K MIERIMHE (SB-41 : VA RX v 7 ZHASH) miE 1 mL %
BRLE, o7 MiKIZ oW T, RO Texttable3.-1) IZE& L-EREROFEICL
DRELE, £, 3.8%7 VBT MY U ABKNRRE (K9 BCX L 1 FOE
) WCER UMK (0.9 mL) %0408 (3,000 rpm. 1,600xg, 1043/H) L. &b
N7 mIFIZ-OUVT Texttable3.-2) ZRRBMOBEREROFEICLIVBRE L, 2B, L
L 722z 20T, May-Griinwald-Giemsa e BIEIC L 2 MERHFERZ/ERM L, &
IR 25 BRDHBEHIZOVWTOLRE LB, ORISR »LBRA LT,

Bl SEREEORERSEHEZUTICRLE,
FEARE BmES

X R B | 1101~1112

EMERE | 2101, 2102, 2107, 2109, 2111
chAERE | 3101, 3103, 3107. 3108, 3109
ERERE | 4101~4109, 4111, 4112

Text table 3.MAXREDERB. AEEZRUMERBRTE
1) EDTA-2K MM 2V TORE

REEH BIZEFik Bfr
FRILERF(RBC) 2AEL—YF—Tu—H%A RRANY—9 104uL
~E 7 ¥ E(Hb) VT UA AT O LEEY g/dL
~< k27 Y » MEHY MBS R W RMERAEENSEH O %
FHR M ERAEE(MCV) 2AEL—Y—Ta—Hh A bPAFY—}9 fL
E#Y 5% i K i £ 3% B (MCH) FORBERONES OV ENDER Y pg
SEH R MK i, & 53 3 E(MCHC) ~NESa U BRBA~T Y v MEMLEH g/dL
IR M ERE (Reticulocyte) RNABRICEB L —F—To—P A r A P Y—59 %
M/NAR B (Platelety C2AEL—F—To—HY A RRPY— 10%/uL
A i Bk ¥ (WBC) 2AEL—F—Ta—Y% A FA Y —19 10%/uL
B LR B 4y R NRAFFF—PREICLBT7u—H 4 F A ) —§ %
REEL—F—Ta—HL hARY—1O
4 i BRI AG 0D e o ) RAFHFF—PREILEBZ 7= A M) — 10%/uL.

RAEL—F—Tr—P A FA ) —E?
2) 7 B MY AR bR L iz oV T oORE

RAEER BIEGE Bifr
7u kB UEER(PT) sy hEY s
BERED bR

75 R F L BERI(APTT) ruy hEY s
747V ) —4E(Fibrinogen) FRVRSFGRAFUED mg/dL
R AIEHR

c): MEMEREREREE 7 RV .17 120 (Siemens Healthcare Diagnostics Inc., Illinois, USA)

d) : MyEEERE B & EEE  ACL Elite Pro  (Instrumentation Laboratory, MA, USA)

B) : fFPEk(Neut), ZFEAZR(Eosino.). {FHEEER(Baso.). U 1 /{ZK(Lymph.). HiER(Mono.)
B OKRBIFELRAIRDLUC)
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51110 MELERE

MEFERERAFR & FRICER L2 MEK 6 mL 2 EEEERAVRRE (/¥
=2 b-A—bEy 7 TEKRKAEH) &Y., BOOBE (3,000 rppm. 1,670xg,
10 2F) L. Boh=fiFEIZ 2T Text table 4.-1) IZEHMOEBEBRRVOFHEICL VR
ELE, £, ~2NY UNIRRE (MK 1 mL M7z 0 20 BBz~ Y V) [T8RERL
7o ML) 2 mL 23040 BE (3,000 rpm, 1,600xg, 1043[) LTH/LN-MEEIZH>WT
Text table 4.-2) ICEHOEERVFEICL VRE L, &R 25 BRSOV
THRELZD, £ORGEIIFFHEIT N LR Lz,

Text table 4. MF{LFREDEE., AEERUERBRLGE

1) HEELEMBIC OV TORE

BRAEER BlEF ik By

ALP Bessey-Lowry i © IU/L

=2 L XF 12— (T.cho) CEH-COD-POD i% @ mg/dL
FY 7V ETF AL RTG) LPL-GK-GPO-POD & @ mg/dL
Y HEHE(PL) PLD-ChOD-POD i © mg/dL
# ¥ Y )L ¥ (T bilirubin) EYAEUFR S —PiE mg/dL
7 v 22— Z(Glucose) Fra—2AFe Rasfr—FiEo mg/dL
REFEFBUN) Urease-LEDH ¥ © mg/dL
7 U7 F =7 (Creatinine) Creatininase-creatinase-sarcosine oxidase-POD & 9 mg/dL
F kU 7 5(Na) A F BRREEE Y mmol/L
7Y 7 A(K) A F U BRREBE mmol/L
-] A & BIREEE Y mmol/L
BN 7 B(Ca) OCPC# ® mg/dL
EEY (P) Y TTFUBREY mg/dL
1= AAE(TP) Biuret # © g/dL

7 V7 R 2 (Albumin) BCG ik © g/dL

A/Gtk BAVABRVTAT I Vb EH

2) ~RNY AR D DB L RIS OV T ORE

BREHEH BIEHIE BA7

AST(GOT) UV-rate # © IU/L

ALT(GPT) UV-rate i © IU/L

LDH UV-rate i © IU/L

v-GTP Ly-Z NV Z I3 HRF-A4-=pbu7=l R IU/L

5 I E

) : BRILFEEESITERE TBA-120FRE (HE AF 4 WV ATF AXKRELH)
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5.11.11 fmepARIILEY (TSH, T: RU Ty BE

5.11.10 TEHLNFMFIZ OV T, Text table SICHRBHOBEHRCHEIZLIREL
7o MIEFR 0.5 mLx3 K&V TAF a—TIZHE L, BIEE T-80°C DHEE G
BFEHE : -70°C LLT., ERMHE : —86~-72°C) IR LT, 7272 L. iR 25 BRDHRE
Iz oW T, BIERER Lo,

Text table 5. RILEVRIENIEE., AERERVERMHRL Y

REHEH HEFH 272

T; CLEIA 3£ P ng/dL
T, CLEIA ¥ 9 pg/dL
TSH CLEIA # P ng/mL
ezl T

) : SHBEEEERLRE S AT A IMMULYZE (Siemens Healthcare Diagnostics Inc., Iilinois, USA)

511.12 HREERE

1) HREUCBEEENE
BRBESAEVAEBBKRT B2 TOEFEWIZOWT, MIFFRE, ikl
EREROMARLELRIEODITERN L-BMWiTiRmEgic. Zotosimiz( v
TNT BT G, EREIIRGIENC & B BIE X, FREnEN kK - HES - W -
B E Sty DBRE - MBoRRIC X 3 FEMAREEN 21TV, BREEHZ L,
7B, BEMIC OV THIRFICEFBERUCERER 2 E -, ROT, 2floFE
EURR AL MEERE, LEEFERERCRPFNVE AJEORML Z1T - 728
MIZHOWT, UTRRITHREOERZAE L, ThOLBEEE (BHER) L3R
BEOKRENLRE 100 g Y-V OBMERBLZEH L, 28, BRERUKEELE L+
&2 = AAlEOBEIZ OWTIRELEN 4 ICHIEL., FOAETIFM L, HiE
25 BARSBEBMIZ W TIE, Bl L THRIOEIE S ®7-%, REENEZTV., BEDE
BZEIFE LN, HEHER»DIIRSA LT,

B, TEE, FRE* (ER/MMEZET) | BIB* MER, B DR, TR,
g, aiziR, BE (BERZED) | IR FE

2) FREEBRERE

ETOREIZOVT, UTRTTERENZFZEMBEL Y EEREE 10 vol%ek L~
VUBETCEEL, BELE, BERICHICIXY VEREE 10 volndki< U VIREEA
L, 72721, IRER, BRIV VEBREEHER TR L3 vol% I/ AV EZATATE R -
25vol% R < ) VIRCEER., BERUEREKZ T 7 VR CTRHE LER., VB
TEE 10 vol% < U VRICEB LEELZ, RNWT, NT 70 B LE-%, YR
¢ L (TRZELZSRE - ERIZEE - "REOHRELE) . ~7bFV Ve 2F Y
v (H-E) @a%2{Tol, BRI, ETHREKTIHRIRBECBT A HBERAVOCEAE
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HOLEFROEREMNRBE/MBY M2BW ORI EEHIIZ OV TITo 7=,
HAIEOREICHOVWTCIIAEAERH L, LE&R, Rek, FRBR. LE/NME, BB, B
TR, B, KBE (Bfzate) KUAR (BB IEM., BB, K, BFRLE
FERCRBREIFNECCFEIEARESER L, 28, TR, BREREVEE (K
BE) X HEREBERERETL L, REABRFREIEE Lo, TORER.
MEOSAERICERYEREICLDI LEZODNDIEIEZA N oz, R
MMEAEHY CICHRER TRHBRBIZOWCIINENERS T (BELE, @, B
&, i, BROTFE) OXHFERLE, B, BRIZOWTIIH-ERAQERTCERDE
BREOEENRDONRPo 720 PASREERIZL Z2BRIITOARP o, T,
BRI R C TiFBRME/ME] RBREN b oz®), a2u v 7 ) v oeEEl LS
BREI L IBRITITRbR o1,

K, /DI (FBZate) | BEMHE, FH (W) | R, B8, 2 —X—R,
TEE, PR _ER/ME, BIT, MR, i SET D 8, IBRRY > 8,
g, BXEAR, K%, i (REXzEL) & BE, &8, 8. +2#5.
ZhE. BB (N ViREET) (BB BB, EB. EHTR, STR. IR,
e, EhR. BERE. MR, SRR, RE LA, FE. B AR, BE (BERZ
we) . Wi (RER) . BF (BHLzal) . KIRE (BFHE2a0) . XBE
B, BE (REW . AIROKBEBL, EEEINE (FELEELZET)

5.12 et
5.12.1 NS A—SDEH

UTORIZEL O RER, BREE, SIRERUVHEREZHI LT, ERYIE, BKRE,
WERE, NAREER HAER AR IBEHFR, B 0RC4BOHEROHER Y
BEMWZLICEH L, 2B, HEROKEIZSDWTIIREMY Z & MHERNICEEE
Rz,

REHE %) = (REBME/FEEYWE) <100

BREE%) = MEPEREISEOR/ZR UIZEOE) =100
SRR = (IR LI MEOB/RZR LT~ D) =100
HIEHRI(B) =R 0 BnbNR LB TOHEK
HER%) = (H4AeRHEESITIRES) *x100

BRE %)= (ERBHEEEE %100

FERE%) = GEERE/BERERUIEERE) x100
HARBRER%)= OAREFRBUHEAIRE) x100
HAER%) = (HERB/ERER x100

A4 BEFR®%) = (£% 4 BOERFRE/HAERE) %100
A% 0 B O = AR/ HAERE
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E%ABOHE =% 4BOBEERFE/ER 4 BOEERK

512.2 BE

F—FIIRRE L AARE L DEIIOVWTHEHZENEEEOREER T,

RE, FERNE (ERUIERERM : &5 1~42 B RUOMKE 1~14 B, ZERLME -
#E5 1~158., FFE0~20 BRUEHA0~4 B, HAER : £% 04 H) | BEE, BKE,
RIEHGRBRRK, A (RERY) REIFTIRELE B, EEMM. B,
EFRBER., EFERE, e (BB ORV4R) A—Fr 74— FNEE (HEER.
SMhERDER) | HEERE CGEHBIE . BARUVBEREHE. RBEEOEEM
HE., MRFERE., MKLFERE, OPRL e RUOBEEE (5. HIREEE) 11,
B ICEHER EERZERZ KD RISRTERR O FIEIZE> TRE Lz D09,

BRE O L EMEHT R E

Bartlett B 7F FRE*
p=0.01, &5 p<0.01, FE& 8 p=0.05, 458 p<0.05, R&E L&
ot BORE
Dunnett ‘Steel Student Aspin-Welch
BE RE DLIRTE D tIRIE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
mRE FRE PR E MR E
FRET *: F=s)'ls’

(B, s;2>82)

ERE, FERR, AREFR, HERRUTER 4 BEFRIIOWTIE, I
FEIER OBIEREE R D, Steel RE (HEKHE0.05 X 000.01, AR) 2177,
ZRE, BHE, KB, HER BERG. BERE, BRG, RERIS, E
LR, EPERRFE. SEORESYE. AR S ElBeSmE. ERESY
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B, HERMESEYMH, EERROLALNICEBMERIVERL, SFERN ST

DENVEH T8 Fisher DEEREHEEICIVRE (FEKE 0.05 X1 0.01,
mED) 217729,
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6. HERER

6.1 —#BIRAE (Table 1-1~1-7. Appendix 1-1~1-22)
WTNOEEEHIZBOWTHRETEHMITIA LT, REEMEHER NIEREEEDO VT

NOEPICLBREHMBROGRENE 2B L THEREZ SO —RREBIZEETIAON

eipot,

6.2 FHELT—BRREBORE. HERE. EHAERUVEREHZORE
(Fig. 1~5, Table 2-1~2-84, Appendix 2-1~2-258)
1) H—nbbr—TURNBE (Table 2-1~2-23, Appendix 2-1~2-72)
ZRERREMERE R OFE BB ME DO SIR K DR ILEIH %2 8 Lo 541 P R CUR KB iy it i
OREHEFIZ, WThOBHICHLEEITA R Rho T,

2) FITE- TOBIEE (Table 2-24~2-46, Appendix 2-73~2-144)

N RY P TRRCRD O BFET H8WH, HED 300 mg/kg B EHTRS 5B
141, 1000 mg/kg T EBETEE 6 WIT 1 i, REFEMD 1000 mg/kg T EHTHRE 18
21650 BEIZERWDITS WER, O 1000 mgkg REGHTRE 6 18I 141, 22ECH
HED 1000 mg/kg T EBE TR E 1BIZ 1 FlA LN  BEHEEN L BRME & HET LT,
ZOMOBEEE Tk, REHEER CEREFEOCHER CRANH L REH
B R MAREB MR ORI FIE. WThOoBMIbRFEIIH bR o7,

3) A= 7 4—)V NNEE (Table 2-47~2-69. Appendix 2-145~2-216)

RECREME D 300 mg/kg T ERETHIR 20 H O H LAY FEICH BEE & LB B RE
ERRD LN, AECEELRZVWELTH T, REALCHNTHITOFEST
FRVEMYD, DO 1000 mg/kg REH THRE 2RV 4BICE | flH o2, BEHA
ENDBEMELHMW L, PEZHER LSS HREL S LA THALNN, #
BROEBREBHI BB TR o7, TOMOBIEEE CTiX. REFMHER OE
RECEEME O EIE R ORI 2 & o 5 8 R OREE i OREHR F X, v
ThHOBMITHLREIZALONRE o, iz, SFEOBEICIINRE L SHERYER
EHLOMICAEREIRD O o7,

4) HEEERRE (Table 2-70~2-74, Appendix 2-217~2-230)

RECBEMERE R OFEATEL A ME O F BB 46 T B 3 QN AR IR B O PR SEEA R #& T
DORETIE, WTHhoOBMMIZLERERXALNRPoT, Fo, ZFERRFFICHLER
B bRRNP o, 2B, ZEBMED 100 R 300 mg/kg ¥ 58 C % HBABIE 12 x FR
HLUNEELREEIBD LN, ARCEELRVWELTH -T2,

5) #BHEE (Table 2-75~2-79, Appendix 2-231~2-244) |
ARBLEEMEHE F ONFEASERBEME O 5B Tl QNS IR ZEEh A EHE O IR SE BRI T 38

28



R-1069
DORIFEIZIE, MNBHLEERYEREH L OMICEEREZIRD LR Rho T,

6) BHFEHEORE (Fig. 1~5, Table 2-80~2-84, Appendix 2-245~2-258)
HEOHREK THEIC 300 mg/kg 3 58T 0-10 4y DIESN &2, 1000 mg/kg 3% 58 T 20-30
FOEDEHEL 0-60 XHOREBNRICH R L LLARAFEREEIRD DM, M
WZIXREEOEIIIRO LN THRNWI 2D, BREEL & T Lx,

RECHEME R ONIEATELFME O B S B T I/ 3 NSRS D AR KB TIRIC
X, NBHLEERDERERLOBIEEREIR DN,

6.3 {KE (Fig. 6~8. Table 3-1~3-7, Appendix 3-1~3-22)

1) REHM

RELBEMEER CHEREHRMEO T OBREFHIZBW T HEFRERECZAHE 280 &
EHFF 0L RERADOEERVCRSHMTOREEMBEICHRE L LFERZER
BOLNRd T,

2) REHRM
WEBY OMERE & b AREMBI P O RERSOBEER MKRELH P OEERMEIC
SR L L_RFEREIRD NI o,

6.4 EffE (Fig. 9~11. Table 4-1~4-7, Appendix 4-1~4-22)

1) ®E5HME

RECHEMERE R U ERBELHEM O W T OB SHICB W T HIFRE EAHE 2 8 0%
HEHETORERERK[OEHEEIIMBHRLLEFEREIRD O 2o T,

2) {REHIM

REEBYOUET, AE 4RV S AOBERICKHBHL L_EEREEXSBDONE
B, BEL—BEOCELTHY, BREELHBLE,

REEMMOHETIL, KRBT OZAEREOBERIINBH L HLFEREZIR
SNt

6.5 RIRE (EXKEHEZSTL) (Table 5-1~5-16, Appendix 5-1~5-30)
1) BEHEKRTERE
EMEBIZ OV T ER CERRBEEO W TRLOBMIC b EFIIA DN o7,
EEEBIZOWTIX, HED 1000 mg/kg 583 THRBE L LB ARBIIAEELREHE.
REBBECHERKRENRRD b, EREHMETIE. WTHLOREERIBWTYH
TRMEHREFH L ABELOBICEEREIRD N o1,
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2) HREHMKTERE
EREBIZOWTHE, KREBHOHBENThOBMIZLERERZL NPT,
ERBHEBIZOWTIX, REBMOETHRBE L ENFEABRVRECEFERBME.,
RRBECEEREENBD O, AEBHOMTIE, WTFHLOREEB BT
bR L OMICABRREZIRD o7,

6.6 IMAEFHRE (Table 6-1~6-10. Appendix 6-1~6-10)

1) BREHMKTRRE

HED 300 XY 1000 mg/kg HG-F T EHALE S a2 RT 5 RF RERIC ST BEE &
HARFEREHEIRBDONEDN, BRARELTHYARLZHAEL OBERRZWZ &H
b, FEENETEEENOL(LLHB Lz, TOMOERICEIAMBEH L OBRIERSE
RO Lo,

FEATECEEMED 1000 mg/kg MEBET, v b EUERICHBER L LA ELRER
BROOLNT-N, BEATILTHY . MOMKEBER ST A —FIZREIZRA LR
T inbh, AHENLTHHBEANOEEHET Lz, £OMOEEITIIRREEL O
BFEZRTO O hiholz,

REFHMETIE, WThORBEEEIZBWTHEERDERER L IBHLOMIICE
BEREERO NS T,

2) REMMKRTRRE

WD OHET, HREE & LL_BRE KR FE L A BRI R N BRI - A BRI
ERRDONTZN, BEHFEKTHERECALNRWVERARE(LTHY, oA mER
SENZEERAON2NI 0D, EEZNTHHEENOE/L L HE LT,
WEEHOM T, FHRLROERER CBERMERRICRBE L EREEREHEN
BOLNEY, BREHMKTRRECAONRZVERAZENLTHY ., MoRMERR
FA—HZIZEETIEERALN NI D, ERPNTEERENOL(L L N L
770

6.7 M&F{LEHRE (Table 7-1~7-10. Appendix 7-1~7-10)

1) BEHRKTRRE

REIEEMED 1000 mg/kg B EHE TR L LR LDH OF B RBEENRD bz,
BB ThY ., EREHEORBECEL I LEVWI 0D, AHEMEEIEH
NOEL & HBF LT,

HEROCHEREHME T, WThOREERIBOWTHLEERMERSH L B L
DEICHEBREZERRD b o T,

2) REHIRR TRRE
AREEHOMETIE, WThOREBEEBIZBWTHLHBEH L OBIEELRERXRED
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bBhlehotz,

6.8 MeARILEY (TSH, T U T, HE (Table 8-1~8-5. Appendix 8-1~8-5)
1) BEHEKRTRRE
REEEMED 300 mg/kg BEHT RO THICHBE L LFELRBEIRD b
B, AECEELZVWELTH T,
HERCEREREOSHBRWERESHLMBH L OMICEEREIRED O
77

2) AREHEKTRRE
HREEHOMAETIT., FBRELOBICAELRERXRDD bR T,

6.9 BEEE (Table 9-1~9-12, Appendix 9-1~9-46)

1) BEHRKRTHEHRE

BETIX. WThoOREERICH, EERDERGHEIRBELOMCAERRERR
Oohihol,

RECHEMETIZ, 1000 mg/kg R EFETTREEDOH N R UHMERICHBHEL LFE
RIKERRD b7z, 300 mgkg HFEH TRIF O R UMM ERICH BRI L LF
EREEIRBDOLNZYE, AECBEELRZVWERTH T,

L EREMHETIE, WThOBREBERIY, EUBRYERSEHELABHELEOMICEE

REZRD ORI,

2) REHREE TRRE

AEBHOBET, HRELLEABREVERLEOHRNERICAFEREMEIRD L
N7eh, HREEOADOELTHY . REHFRTRREICRENZLNRNI & A
LAEBFWEEFEN DL & HET L,

REBH O T, FE ORISR OESERICHRE L L_FELRENBO LN,

6.10 FI#AR (Table 10-1~10-5. Appendix 10-1~10-116)

1) BEHMKTIRE

Table U Appendix IZ/RTRT R B A LNTZH, Wb & ORERIE R UYREER
HERPOBREEELLBZON., HRYERSCERT S LEBIONDIEITA DN
ot B, REEHMD 1000 mg/kg BEFED 1 Fl (B19HE S 4110) B4EHR25 H
Ryt (FiE) THRINAE, ARBEFIXL ORI,

2) IREBIRE T RRE
Table & O} Appendix IZRTET RS A L2, Wb £ ORBBRILE OREEN
HRLOBEHEELEEZL LN,
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6.11 RIEMAHPIRE (Table 11-1~11-13. Appendix 10-1~10-116)
1) #BHEHMKTRRE

RELEE DOMERE R CIERBELBE DI DR M E R 58 Tid, B4 OFEMBRBICHEZRZER
EAERH SN, TOFREZHERGIRBTRA» S BB ERE LBERZLRVVE
BUEELEEZ LN, BB, TEHMED 1000 mg/kg RE5FED 1 F] (BB E 4110)
R 25 BRSHE (REE) CTHIBR I, g/ AZFER, BigicaRitEN A
HNTEOAHAT, FECEET HHEBMENEITA GNP oT, £, FER 1HO
HTHY, BERCLERLIBIEND, HRDERSCLIFEEBIRE L,

2) REHIRKRTRRE
Table & U Appendix iIZ/R T AT RBA LI, Wb ZORBMRE R YRR
FRHERI L ERBERLLEZ O,

6.12 tE# (Table 12. Appendix 11-1~11-4)

BEHHPICRBFERBOREN 1 BoL THEEABMNE R HNER o7 300 mgkg #
HEEO 16 (BHES :3104) 2REEFHEEOCBMIIAONT, RIEHEBIEBE
BEROEHERY AT RE L EERDERER L OBICEEREIRD ONAE
Mol

6.13 RZEMHK#E (Table 13, Appendix 12-1~12-4)
REL 6 AE T E2FIORENBKIEL, RBETRRELZAK. REBEE, BRERV
SZHRFICENBE L SERDERSH L OMICERRZIRD N Do 72,

6.14 DMREE#E (Table 14, Appendix 13-1~13-4)

HIRE O HIREE TIX, E5E 21 XiZ 22 BIC@BIREFICTo L. HER, EikE
HIR, REK, BHRESR. BEE, BERE, HEREROCHARICIIRBE L &
BROEREH L OBIICAERZIRD ORI o T2,

6.15 HEROHMERUNKREBE (Table 15, Appendix 14-1~14-4)
HAERROER 4 BOMRITIIBE L FEBRMEREH L OBICEERET 2L,
NRBEERAETHIHERLADN RIS,

6.16 HERDEREE (Table 16, Appendix 15-1~15-4)

UGB OFRTIRIIXEBEET 741, 100, 300 RO 1000 mg/kg HEFE T4, 6 R
2BITHoT, £% 4 BAFRICIIHNBH L EERYERSH L OBICEERERLIR
HHNRD T,
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6.17 HERDHE (Table 17. Appendix 16-1~16-4)

100 mg/kg WEBH THDAEE 0~4 BEOBOBREEMBICHBE L LLFELEHEN
AOLNEN, ABRKEELRWELTH -, TOMICIREAERROER 4 BOM
HEAREW NCAEE 0~4 HOMOBEHNEICIINBE L SERYERSH L OBKE
BRZEERO LRI T,

6.18 HERDER 4 BEIRFTR (Table 18, Appendix 17-1~17-4)
WTROBREFHOHERICOARNEBEZIA LN P72,
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7. BE

2-T X ) AR CEED 0 (R EBEE 0.5 w/vY%eMC #5#K) . 100,300 % U 1000mg/kg
%, Sprague-Dawley % SPF 7 v b @, HEIZIIZAIELRT 14 HREICMAREHMEZEL T
HRABET (42 BRE) . MECIEZERET 14 BRENCI 2 ARSI R IR 2@ L
TEAI4BET (4147 HE) BHBROREL, REBRSEERVCEREREEEEL KR
L%, Bz, 0 BT 1000 mg/kg HEBEDO—HDOEHIZ >V TITMERE S 1T 42 H RS
BE5 Lk, 14 AEOKRESMZ3RT. SHEELOWEEERE L,

71 RELEESH

WThOBREBIZBVWTHLRTEMIIA LN T, —ARIREE. Sl — RO BE,
BEERE, BAHRE, BREHEORE., FE, BEE. RRE (EHHEE) . MK
FHRE, MEEFERE, LPRALEY (TSH, T: RO T,) BIE. SREOSEELS
REICIE, BEBRPERSOREIIRDO ORI,

RBETIE, BEHRKETRBRE CHED 1000 mg/kg HEHOBARICHE. RiEE
FEREEARD LI, BAEORE (Z2K) II20WTiE, FERYEDPT v M2
WEAKEERREOBEZEERBRICBVWTHEERH 5 1, BEEOKMEIIZEK
RS ZIRAREREE XN, RREOEMEE R VM FEMRENT VAITEEZ
Ho$, BROBEEAREZERBZICHELMIZALORARNI 1D, EHZNEEOR
WE L L HIBT Lz, 2B, REHIBKRTHRRECORABECTEAERVRECEHE. K
BEECEEITBD 6L, 14 HEOKRETIIRIERIZIA LR o T,

BEEE T, HE5HRKTRRE CRERHED 1000 mg/kg R 5H TTRARRIC
{EEMFRD bNed, ERUERRBEMEICFEEOELIZH NS, PR rEr
LIZLEBIALRNI &, EERD ERRT AHEBENETLE RN M, %%
P& T U7, REEARIRE T RHRE CIERECEEMED 1000 mg/kg B EHTTFEERIC
EAFRD BT, &5%@%T%Km&6n&wQMF%D\EEQM%%Wié
MBENT TN En, £EZNEHEBNOEL & HIEF LT,

72 H£ERESH

ﬁﬂ% REEFTCRELEZRE, REE, BEERUZRBIIIERHEREOR
BEIRDLNRPoT, EiT, HER, MIRYME. Bk, FHRER,. FRR, XE
ﬁﬁ\m&%&&wm&%m%ﬁ%ﬁ&ﬁwﬁﬁmﬁban\%%%ﬁ@@@%ﬁ
BICHLEENED ORI & 2251000 mg/kg FHEBICB W T HEESIH O REE
FREERUOZIEE, B8HOEEEE, SR UVEETER K OLTFEKRE~DEEIX
RV E LT,

HAER TR, HEROAREE, HAERKVER 4 BOMBEET L., £%
4 BOEFERHRFTACERDERSICLIEBIIRD LRI T,
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IhoDERMS, ARBREBT C2-7I /¥ ANKUVBEREROARS TS
ZEIZX Y, 1000 mgkg T EHOETEKEDEENRD bNDS, 1000 mgkg & 5-
HOMERORSDIZBTERMECER T LEAONAEITH LR ST,
LEBoT, RERVEOHMES MBI IRERSEERICTHIEFERIIHET
300 mg/kg. T 1000 mg/kg PA B EFHEEITHERE & 1T 1000 mg/kg PLE & Il L,
Eo, HERBEY & RESMICRITAEERBREFREIIHTIEZEERCESEREIIV
T b 1000 mg/kg BAE & HIEr LT,
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1)

2)

3)

4)

3CHR

FRHRMEEE (Z v ) VEROERENS S LTEREh2 20 ) VOoRE
BEREIMIIO>VWT] (BRETEHEES. 20086 A)

Snedecor GW, Cochran WG. Statistical methods, 8th ed. Ames: lowa State University
Press; 1989.

Dunnett CW. A multiple comparison procedure for comparing several treatments with a
control. J Am Stat Assoc 1955; 50: 1096-121.

NG (1981) : SEZHFEA —SHE & 434710, pp.23-27, 387-389, MR KFEHR =,
R '
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Table 1-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Clinical signs in male rats (Administration period)

Day of administration

Dose Signs

mg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a)

0 No. of animals 12 12 12 12 12 12 7

No. of animals with abnormal findings [4] 0 0 0 0 0 0

100 No. of animals 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 [¢} 0 0 0 0 0

300 No. of animals 12 12 12 12 12 12 12

No. of animals with abnormal findings 0 (o} 0 0 0 0 0

1000 No. of animals 12 12 12 12 12 12 T

No. of animals with abnormal findings 0 ] ] 0 0 0 0

a): Day of necropsy
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Table 1-2 - A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Clinical signs in female rats during the pre-mating period (Main group)
Day of administration
Dose Signs
mg/kg 1 2 3 4 5 8 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings v 0 0 ] 0 0 0 0 0 0 0 0 0 0 0
300 No. of animals 12 12 12 12 12 12 12 12 12 12 12 .12 12 12 12
No. of animals with abnormal findings 0 0 (o] ] 0 0 0 0 0 0 0 0 0 0 0
1000 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 (4] 4]
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Table 1-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Clinical signs in dams during the gestation period (Main group)

Administration
Dose Signs
mg/kg 0 1 2 3 4 5 6 T 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22a)
0 No. of dams . 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 O

No. of dams with abnormal findings 6 0 ¢ 6 0 0 0 0 0 O O 0 0 O O 0 O O O O O O

100 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1
Ne. of dams with abnormal findings . 6 ¢ 0 6 o0 0 06 ¢ ¢ 0 0 0 0 0 O O O O 0 O O O O

300 No. of dams 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1
No. of dams with abnormal findings o ¢ 0 ¢ o0 o0 0 0 © O 0 ¢ o0 O O O 0o O o0 O O O O

1000 No. of dams 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 10 0
No. of dams with abnormal findings 6o o o o0 o o OO 0 O 0 ©O © o O ©0 0 0o O 0 O 0 O

a): Gestation day
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Table 1-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Clinical signs in dams during the lactation period (Main group)
Administration
Dose Signs
mg/kg 0 1 2 3 4a) 5b)
0 No. of dams 12 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0 [}
100 No. of dams 12 12 12 12 12 12
No. of dams with abnormal findings 0 o} 0 )] 0 0
300 No. of dams 12 12 12 12 12 12
No. of dams with abnormal findings [ 0 0 0 0 0
1000 No. of dams 11 11 11 11 11 11
No. of dams with abnormal findings 0 0 0 0 0 0
a): Lactation day

b):

Day of necropsy
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Table 1-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Clinical signs in female rats {(Satellite group, administration period)

Day of administration

Dose Signs
mg/kg 1-7 8-14 15-21 22-28 29-35 36-42 43a)
0 No. of animals 10 10 10 10 10 10 5
No. of animals with abnormal findings 0 0 [} 0 0 0 0
1000 No. of animals 10 10 10 10 10 10 5
No. of animals with abnormal findings 0 0 0 0 0 0 0

a): Day of necropsy
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Table 1-6 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Clinical signs in male rats (Recovery period)

Day of recovery

Dose Signs
mg/kg 1 2 3 4 S 6 7 8 9 10 11 12 13 14 15a)
0 No. of “animals 5 5 5 5 5 5 5 5 5 5 S 5 5 5 5
No. of animals with abnormal findings 0 0 [} 0 0 0 0 0 0 0 0 0 0 0 0
1000 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 S
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Day of necropsy
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Table 1-7 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Clinical signs in female rats (Recovery period)

Day of recovery

Dose Signs

mg/kKg 1 2 3 4 5 6 7 8 9 10 11 12 13 i4 15a)
0 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5]
No. of animals with abnormal findings 0 0 0 0 0 (o} [} 0 0 0 0 0 0 0 0
1000 No. of animals 5 5 5 5 5 5 5 5 5 5 5 5 5 5 5
No. of animals with abnormal findings Q 0 0 0 0 0 4] 0 0 ¢} 0 0 0 0

a): Day of necropsy
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Table 2-1 A combined fepeated-dose/reproductive—developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 1 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 i2
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Table 2-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 2 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-3 A combined repeated-dose/reproductive~developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed c¢linical signs'in male rats: home cage observation (Week 3 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 i2 12
Convulsion
None 12 12 i2 12

Abnormal behavior
None

12 i2 12 12
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Table 2-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 4 of administration)
Dose (mg/kg) 0 . 100 300 1000
Parameter No. of animals 12 12 12 . 12
Posture
Normal 12 12 i2 12
Convulsion
None 12 12 12 12

Abnormal behavior
None

12 12 12 12
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Table 2-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 5§ of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 i2 12
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Table 2-6 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in male rats: home cage observation (Week 6 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-7 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Week 1 of administration)
Dose (mg/keg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-8 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Week 2 of administration)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12
Posture
Normal 12 12 12 12
Convulsion
None 12 12 12 12
Abnormal behavior
None 12 12 12 12
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Table 2-9 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats :
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 1)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 11
Posture
Normal 12 12 12 11
Convulsion
None 12 12 12 11
Abnormal behavior
None 12 12 12 11
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Abnormal behavior
None

Table 2~10 A combined repeated-dose/reproductive-~developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 7)
Dose (mg/kg) 0 100 300 1000
. Parameter No. of animals 12 12 12 11
Posture
Normal 12 12 12 11
Convulsion
None 12 12 12 11

12 12 12 11
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Table 2-11 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 14)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 - 11
Posture
Normal 12 12 12 11
Convulsion
None 12 12 12 11
Abnormal behavior
None 12 12 12 11
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Table 2-12 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Gestation day 20)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 11
Posture
Normal 12 12 12 11
Convulsion
None 12 12 12 11
Abnormal behavior
None 12 12 12 11
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Table 2-13 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Main group, Lactation day 4)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 i2 12 11
Posture
Normal 12 12 12 11
Convulsion
None 12 12 12 11
Abnormal behavior
None 12 12 12 11
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Table 2-14 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 1 of administration)
Dose (mg/kg) o] 1600
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-15 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 2 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-16 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 3 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-17 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 4 of administration)
Dose (mg/kg) o 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-18 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 5 of administration)
Dose (mg/kg) 0 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-19 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: home cage observation (Satellite group, Week 6 of administration)
Dose (mg/ke) ] 1000
Parameter No. of animals 10 10
Posture
Normal 10 10
Convulsion
None 10 10
Abnormal behavior
None 10 10
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Table 2-20 A combined repeated-dose/reproductive-developmental toxicity study of Z2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: home cage observation (Week 1 of recovery)

Dose (mg/kg) [} 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-21 ) A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: home cage observation (Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-22 A combined repeated- dose/reproductlve developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal . 5 5
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-23 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: home cage observation (Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Posture
Normal 5 )
Convulsion
None 5 5

Abnormal behavior
None 5 5
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Table 2-24 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
. acid by oral administration in rats

Detailed clirical signs in male rats: in-the-hand observation (Week 1 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-25 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 2 of administration)

Dose (mg/kg) Q 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 i2 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 . 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-26 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 3 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin .

Normal 12 12 i2 12
Secretions-Eye, Nose

Absent 12 12 i2 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 - 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 ' 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-27 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 4 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal i2 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 ) 12 12 12

Palpebral closure
Normal 12 12 12 12

Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 ' 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 ' 12 12 12
Vocalization
- None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-28 A combined repeated-dose/reproductive-developmental toxiciﬁy study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 5 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12

Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 11 12

Soft 0 0 1 0

Reactivity to handling
Easy 12 . 12 12 12
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Table 2-29 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 6 of administration)

Dose (mg/kg) 0 . 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin

Normal 12 12 12 12
Secretions~Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 11

Soft 0 0 0 1

Reactivity to handling
Easy
Slightly awkward 0 . 0 0 1
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Table 2-30 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 1 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage

Easy 12 12 12 12
Fur condition

Normal 12 12 12 12
Skin :

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal _ 12 12 12 i2
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 11

Soft 0 0 0 1

Reactivity to handling
Easy
Siightly awkward 0 0 0 1
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Table 2-31 A combined repeated-dose/reproductive~-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 12

Ease of removal from cage '
Easy 12 12 12 12

Fur condition

Normal 12 . 12 12 12
Skin

Normal 12 12 12 12
Secretions-Eye, Nose

Absent 12 12 12 12
Exophthalmos

Absent 12 12 12 12
Palpebral closure

Normal 12 12 12 12
‘Mucosal membranes

Normal 12 12 12 12
Lacrimation

Normal 12 12 12 12
Piloerection

Absent 12 12 12 12
Pupil size

Normal 12 12 12 12
Salivation

None 12 12 12 12
Abnormal respiration

Absent 12 12 12 12
Vocalization

None 12 12 12 12

Reactivity to handling
Easy 12 12 12 12
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Table 2-32 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 1)

Dose (mg/kg) V] 100 300 1000
Parameter No. of animals 12 12 12 11

Ease of removal from cage

Easy 12 12 12 11
Fur condition

Normal 12 12 12 11
Skin

Normal 12 12 12 11
Secretions-Eye, Nose

Absent 12 12 12 11
Exophthalmos

Absent 12 12 12 11
Palpebral closure

Normal 12 12 12 11
Mucosal membranes

Normal 12 12 12 11
Lacrimation

Normal 12 12 12 11
Piloerection

Absent 12 12 12 11
Pupil size

Normal 12 12 12 i1
Salivation .

None 12 12 12 11
Abnormal respiration

Absent 12 12 12 11
Vocalization

None 12 12 12 11

Reactivity to handling
Easy 12 12 12 11
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Table 2-33 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 7)

Dose (mg/kg) [V} 100 300 1000
Parameter No. of animals 12 12 12 11

Ease of removal from cage

Easy 12 12 12 11
Fur condition

Normal 12 12 12 11
Skin

Normal 12 12 12 11 *
Secretions-Eye, Nose

Absent 12 12 12 11
Exophthalmos

Absent 12 12 12 11
Palpebral closure

Normal 12 12 12 11
Mucosal membranes

Normal 12 12 12 11
Lacrimation .

Normal 12 12 12 11
Piloerection

Absent 12 12 12 11
Pupil size

Normal 12 12 12 11
Salivation

None 12 12 12 11
Abnormal respiration

Absent 12 12 12 11
Vocalization

None 12 12 12 11

Reactivity to handling
Easy 12 12 12 11
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Table 2-34 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 14)

Dose (mg/kg) (o} 100 300 1000
Parameter No. of animals 12 12 12 11

Ease of removal from cage

Easy 12 12 12 11
Fur condition

Normal 12 12 12 11
Skin

Normal 12 12 12 11
Secretions-Eye, Nose

Absent 12 12 12 11
Exophthalmos

Absent 12 12 12 11
Palpebral closure

Normal ‘ 12 12 12 11

Mucosal membranes

Normal ) 12 12 12 11
Lacrimation

Normal 12 12 12 11
Piloerection

Absent 12 12 12 11
Pupil size

Normal 12 12 12 11
Salivation

None 12 12 12 11
Abnormal respiration

Absent 12 12 12 11
Vocalization

None 12 12 12 11

Reactivity to handling
Easy 12 12 12 11
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Table 2-35 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Gestation day 20)

Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 12 12 12 11

Ease of removal from cage

Easy 12 12 12 11
Fur condition

Normal 12 12 12 11
Skin

Normal 12 12 12 11
Secretions-Eye, Nose

Absent 12 12 12 11
Exophthalmos

Absent 12 12 12 i1
Palpebral closure

Normal 12 12 12 11
Mucosal membranes

Normal 12 12 12 11
Lacrimation

Normal 12 12 12 11
Piloerection

Absent 12 12 12 11
Pupil size

Normal 12 12 12 11
Salivation

None 12 12 12 11
Abnormal respiration

Absent 12 12 12 11
Vocalization

None 12 12 12 11

Reactivity to handling
Easy 12 12 12 11
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Table 2-36 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Main group, Lactation day 4)

Dose (mg/kg) ¢ 100 300 1000
Parameter No. of animals 12 12 12 11

Ease of removal from cage

Easy 12 12 12 11
Fur condition

Normal 12 12 12 11
Skin

Normal 12 12 12 11
Secretions-Eye, Nose

Absent 12 12 12 11
Exophthalmos

Absent 12 12 12 11
Palpebral closure

Normal 12 12 12 11
Mucosal membranes

Normal 12 12 12 11
Lacrimation

Normal 12 12 12 11
Piloerection

Absent 12 12 12 11
Pupil size

Normal 12 12 12 11
Salivation

None 12 12 12 11
Abnormal respiration

Absent 12 12 12 11
Vocalization

None 12 12 12 11

Reactivity to handling
Easy 12 12 12 11
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Table 2-37 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 1 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions~Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 - 10
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Table 2-38 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 2 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation -

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-39 A combined repeated—dose/reproductive-developméntal toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 3 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 © 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size )

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-40 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by ora% admipnistration in rats

Detailed clinical signs in female rats: in-the-hand observation (Satellite group, Week 4 of administration}

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 ) 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal ' 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10

Reactivity to handling
Easy 10 10
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Table 2-41 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

acid by oral administration in rats

Detailed clinical signs in female rats:

in-the-hand observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 1000
Parameter No. of animals 10 10

Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 10
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation ’

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 i0
Abnormal respiration

Absent 10 10
Vocalization

None . i0 10

Reactivity to handling
" Easy 10 10
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Table 2-42 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats:

in-the-hand observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Ease of removal from cage

Easy 10 10
Fur condition

Normal 10 10
Skin

Normal 10 1¢
Secretions-Eye, Nose

Absent 10 10
Exophthalmos

Absent 10 10
Palpebral closure

Normal 10 10
Mucosal membranes

Normal 10 10
Lacrimation

Normal 10 10
Piloerection

Absent 10 10
Pupil size

Normal 10 10
Salivation

None 10 10
Abnormal respiration

Absent 10 10
Vocalization

None 10 10
Reactivity to handling

Easy 10 10




Table 2-43 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 1 of recovery)

R-1069

Dose (mg/kg) 0 1000

Parameter No. of animals S5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-44 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: in-the-hand observation (Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage )
Easy 5 5

Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5

Palpebral closure
Normal 5 5

Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Pilgerection

Absent 5 5
Pupil size

Normal 5 )
Salivation

None 5 5
Abnormal respiration :

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-45 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 5
Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy
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Table 2-46 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: in-the-hand observation (Week 2 of recovery)

Dose (mg/kg) 0 1000
Parameter ] No. of animals 5 5

Ease of removal from cage

Easy 5 5
Fur condition

Normal 5 5
Skin

Normal 5 5
Secretions-Eye, Nose

Absent 5 5
Exophthalmos

Absent 5 5
Palpebral closure

Normal 5 S

Mucosal membranes

Normal 5 5
Lacrimation

Normal 5 5
Piloerection

Absent : 5 5
Pupil size

Normal 5 5
Salivation

None 5 5
Abnormal respiration

Absent 5 5
Vocalization

None 5 5

Reactivity to handling
Easy 5 5
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Table 2-47 - A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 1 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 5+ 2 5+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ ¢ 0+ 0 0+ 0 0+ 0O
Urination

None 11 11 11 10

Small amount 1 1 1 2

No significant difference in any treated groups from control group.
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Table 2-48 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 2 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location 0 0 0 1

Normal 12 12 12 11
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 2 4+ 2 4+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ @ 0+ 0 0+ 1
Urination

None 11 10 11 10

Small amount 1 2 1 2

No significant difference in any treated groups from control group.
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Table 2-49 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 3 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 i2 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 1 4+ 1 5+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 1 0+ O 0+ 0
Urination

None 11 10 11 9

Small amount 1 2 1 3

No significant difference in any treated groups from control group.
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Table 2-50 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in male rats: open field observation (Week 4 of administration)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

No/minimal location g 0 Q 1

Normal i2 12 12 11
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 5+ 5+ 2 5+ 2 5+ 3
Defecation count (Mean+S.D.) 0+ 0+ 0 0+ 0 0+ O
Urination

None 10 8 11 11

Small amount 2 4 1 1

No significant difference in any treated groups from control group.
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Table 2-51 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 5 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion .

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 ) 12
Rearing (Mean+S.D.) 5+ 1 5+ 2 5+ 1 5+ 2
Defecation count (Mean+S.D.) 0+ 1 0o+ 0 0+ 0 0+ O
Urination

None 10 g 11 11

Small amount 2 3 1 1

No significant difference in any treated groups from control group.



Table 2-52 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

acid by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 6 of administration)

R-1069

Dose (mg/ke) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion : )

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 4+ 2 5+ 1 5+ 1 4+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ O 0+ 0
Urination

None 10 10 11 10

Small amount 2 2 1 2

No significant difference in any treated groups from control group.



R-1069

Table 2-53 A combined repeated-dose/reproductive-developmental toxicity study of Z-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: open field observation (Main group, Week 1 of administration)
Dose (mg/kg) 0 © 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 6+ 2 8+ 2 8+ 2 T+ 1
Defecation count (Mean+S.D.) . 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 11 12 12

Small amount [¥] 1 0 0

No significant difference in any treated groups from control group.



R-1069

Table 2-54 ' A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: open field observation (Main group, Week 2 of administration)

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 12
Arousal

Normal 12 12 12 12
Convulsion

None 12 12 12 12
Abnormal behavior

None 12 12 12 12
Stereotypy

None 12 12 12 12
Gait

Normal 12 12 12 12
Posture

Normal 12 12 12 12
Grooming

None 12 12 12 12
Rearing (Mean+S.D.) 7+ 1 T+ 2 7+ 3 8+ 2
Defecation count (MeantS.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 12

No significant difference in any treated groups from control group.



R-1069

Table 2-556 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Detailed clinical signs in female rats: oﬁen field observation (Main group, Gestation day 1)
Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 11
Arousal

Normal 12 12 12 11
Convulsion

None 12 12 12 11
Abnormal behavior

None 12 12 12 11
Stereotypy

None 12 12 12 11
Gait

Normal 12 12 12 11
Posture

Normal 12 12 12 11
Grooming

None 12 12 12 11
Rearing (Mean+S.D.) 6+ 1 T+ 2 6+ 2 7+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 11

No significant difference in any treated groups from control group.



Table 2-56 . A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

acid by oral administration in rats

Detailed clinical signs in female rats:

open field observation (Main group, Gestation day 7)

R-1089

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 11
Arousal

Normal 12 12 12 11
Convulsion

None 12 12 12 11
Abnormal behavior

None 12 12 12 11
Stereotypy

None 12 12 12 11
Gait

Normal- 12 12 12 11
Posture

Normal 12 12 12 11
Grooming

None 12 12 12 11
Rearing (Mean+S.D.) 6+ 2 6+ 2 6+ 2 6+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 11

No significant difference in

any treated groups from control group.



Table 2-57 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

acid by oral administration in rats

Detailed clinical signs in female rats: open field observation (Main group, Gestation day 14)

R-1069

Dose (mg/kg) 0 100 300 1000

Parameter No. of animals 12 12 12 11
Arousal

Normal ) 12 12 12 11
Convulsion

None 12 12 12 11
Abnormal behavior

None 12 12 12 11
Stereotypy

None 12 i2 12 11
Gait

Normal 12 12 12 11
Posture )

Normal 12 12 12 11
Grooming

None 12 12 12 11
Rearing (Mean+S.D.) 6+ 2 5+ 2 8+ 2 5+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Urination

None 12 12 12 11

No significant difference in any treated groups from control group.



Table 2-58 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

acid by oral administration in rats

Detailed clinical signs in female rats: open field observation (Main group, Gestation day 20}

R-1069

Dose (mg/kg) 0 106 300 1000

Parameter No. of animals 12 12 12 11
Arousal

Normal 12 12 12 11
Convulsion

None 12 12 12 11
Abnormal behavior

None 12 12 12 11
Stereotypy

None 12 12 12 11
Gait

Normal 12 12 12 11
Posture

Normal 12 12 12 11
Grooming

None 12 12 12 11
Rearing (Mean+S.D.) 5+ 5+ 1 4+ 1#D 5+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ O 0+ 0 0+ 0
Urination

None 11 12 12 11

Small amount 1 4] 0 0

+ : p<0.05 (Significant difference from control group)

D : Dunnett's test



Table 2-59 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

acid by oral administration in rats

Detailed clinical signs in female rats: open field observation (Main group, Lactation day 4)

R-1069

Dose (mg/kg) ¢ 100 300 1000

Parameter No. of animals 12 12 12 11
Arousal

Normal 12 12 12 11
Convulsion

None 12 12 12 11
Abnormal behavior

None 12 12 12 11
Stereotypy

None 12 12 12 11
Gait

Normal 12 i2 12 11
Posture

Normal 12 12 12 11
Grooming

None 12 12 12 11
Rearing (Mean+S.D.) T+ 2 6+ 2 7+ 1 6+ 1
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ O 0+ 0
Urination

None 12 12 12 11

No significant difference in any treated groups from control group.



R-1069

Table 2-60 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

acid by oral administration in rats

Detailed clinical signs in female rats:

open field observation (Satellite group,

Week 1 of administration)

Dose {(mg/kg) 0 1000

Parameter No. of animals 10 . 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None - 10 10
Stereotypy

None 10 i0
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ 7+ 3
Defecation count (Mean+S.D.) 0+ 0+ 0
Urination

None 9 10

Small amount 1 0

No significant difference between treated group and control group.



R-1069

Table 2-61 A combined repeated-dose/reproductive-~developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: open field observation (Satellite group, Week 2 of administration)

Dose (mg/kg) (i} 1000

Parameter No. of animals 10 10
Arousal ’

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ 2 7+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1069

Table 2-62 A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: open field observation (Satellite group, Week 3 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 9+ 3 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 9

Small amount 4] 1

No significant difference between treated group and control group.



R-1069

Table 2-63 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: open field observation (Satellite group, Week 4 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) T+ 3 8+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 9

Small amount (o} i

No significant difference between treated group and control group.



R-1069

Table 2-64 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminocethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: open field observation (Satellite group, Week 5 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy

None 10 10
Gait

Normal . 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) g+ 3 8+ 3
Defecation count (Mean+S.D.) 0+ O 0+ 0
Urination

None 9 10

Small amount 1 0

No significant difference between treated group and control group.



R-1069

Table 2-865 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral edministration in rats

Detailed clinical signs in female rats: open field observation (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 10 10
Arousal

Normal 10 10
Convulsion

None 10 10
Abnormal behavior

None 10 10
Stereotypy :

None 10 10
Gait

Normal 10 10
Posture

Normal 10 10
Grooming

None 10 10
Rearing (Mean+S.D.) 8+ 3 9+ 4
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 10 10

No significant difference between treated group and control group.



R-1069

Table 2-66 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 1 of recovery)

Dose (mg/kg) 0 1000
Parameter No. of animals 5 5
Arousal

Normal S 5
Convulsion

None . 51 5
Abnormal behavior

None 5 5
Stereotypy

None S 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming .

None 5 5
Rearing (Mean+S.D.) 4+ 2 3+ 2
Defecation count (Mean+S.D.) 0o+ O 0+ 0
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.



Table 2-67 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in male rats: open field observation (Week 2 of recovery)

R-1069

Dose (mg/kg) 4] 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None S 5
Gait

Normal S 5
Posture .

Normal 5 5
Grooming

None S 5
Rearing (Mean+S.D.) 4+ 2 4+ 2
Defecation count (Mean+S.D.) 0+ 1 c+ 0
Urination

None 4 5

Small amount 1 0

No significant difference between treated group and control group.



R-1069

Table 2-68 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: open field observation (Week 1 of recovery)

Dose (mg/kg) 0 ! 1000

Parameter No. of animals 5 5
Arousal

Normal 5 5
Convulsion

None 5 5
Abnormal behavior

None 5 5
Stereotypy

None 5 5
Gait

Normal 5 53
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 8+ 4 8+ 2
Defecation count (Mean+S.D.) 0+ 0 0+ 0
Urination

None 5 4

Small amount 0 1

No significant difference between treated group and control group.



Table 2-69 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Detailed clinical signs in female rats: open field observation (Week 2 of recovery)

R-1069

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Arousal

Normal S 5
Convulsion

None S 5
Abnormal behavior

None 5] 5
Stereotypy

None S 5
Gait

Normal 5 5
Posture

Normal 5 5
Grooming

None 5 5
Rearing (Mean+S.D.) 9+ 3 8+
Defecation count (Mean+S.D.) 0+ 0O 0+ 0
Urination

None 5 5

No significant difference between treated group and control group.



R-1069

Table 2-70 A combined repeated—dose/reproductive—deVelopmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Manipulative test of male rats (Week 6 of administration)

Dose {(mg/kg) 0 100 300 1000

Parameter No. of animals 5 5 5 5
Auditory response

Normal 5 5 5 5
Approach response

Normal 5 5 5 5
Touch response

Normal 5 5 S 5
Tail pinch response

Normal 5 5 . 5 5
Pupillary reflex

Pass, both 5 5 5 5
Aerial righting reflex .
(Total score: Mean*S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 77+26 88+18 79+16 78+15

No significant difference in any treated groups from control group.



R-1069

Table 2-71 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminocethanesulfonic
acid by oral administration in rats
Manipulative test of female rats (Main group, Lactation day 4)
Dose (mg/kg) 0 100 300 1000
Parameter No. of animals 5 5 5 5
Auditory response
Normal 5 5 5 5
Approach response
Normal 5 5 5 5
Touch response
Normal 5 5 5 5
Tail pinch response
Normal 5 5 5 5
Pupillary reflex
Pass, both 5 5 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 55+13 80+ 5#D 83+15#+D 72+14

* : p<0.05 ; ## : p<0.01 (Significant difference from control group)

D : Dunnett's test




R-1069

Table 2-72 . A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Manipulative test of female rats (Satellite group, Week 6 of administration)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal S 5
Approach respbnse

Normal 5 S
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 57+16 57+17

No significant difference between treated group and control group.



R-1068

Table 2-73 A combined repeated-dose/reproductive~developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Manipulative test of male rats (Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 . 5
Pupillary reflex

Pass, both 5 5
Aerial righting reflex
(Total score: Mean+S.D.) 0+ O 0+ 0
Landing foot splay (mm: Mean+S.D.) 94+26 102+22

No significant difference between treated group and control group.



R-1069

Table 2-74 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Manipulative test of female rats (Week 2 of recovery)

Dose (mg/kg) 0 1000

Parameter No. of animals 5 5
Auditory response

Normal 5 5
Approach response

Normal 5 5
Touch response

Normal 5 5
Tail pinch response

Normal 5 5
Pupillary reflex

Pass, both ’ 5 5
Aerial righting reflex
{Total score: Mean+S.D.) 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 75+29 63+ 9

No significant difference between treated group and control group.



R-1069

Table 2-75 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Grip strength of male rats (Week 6 of administration)

Dose Fore limb Hind 1limb
mg/ke g €
0 No. 5 5
Mean 1479 844

S.D. 263 144

100 No. 5 5
Mean 1547 895

S.D. 113 132

300 No. 5 5
Mean 1309 764

S.D. 51 151

1000 No. . 5 5
Mean 1449 201

S.D. 88 193

No.: No. of animals
No significant difference in any treated groups from control group.



R-1069

Table 2-76 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Grip strength of female rats (Main group, Lactation day 4)
Dose Fore limb Hind limb
mg/kg g g
0 No. 5 5
Mean 1121 632
S.D. 111 150
100 No. 5 5
Mean 1104 616
S.D. 179 96
300 No. 5 5
Mean 1220 759
S.D. 308 135
1000 No. 5 5
Mean 1033 585
$.D. 234 175

No.: No. of animals
No significant difference in any treated groups from control group.




R-1069

Table 2-77 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Grip strength of female rats (Satellite group, Week 6 of administration)
Dose Fore limb Hind 1imb
mg/kg g g
0 No. 5 5
Mean 1131 639
S§.D. 135 121
1000 No. 5 5
Mean 1292 752
S.D. 104 151

No.: No. of animals
No significant difference between treated group and control group.



R-1069

Table 2-78 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
’ acid by oral administration in rats
Grip strength of male rats (Week 2 of recovery)

Dose Fore 1limb Hind limd
mg/kg g g
0 No. 5 5
Mean 1235 875
S.D. 347 126
1000 No. 5 5
Mean 1352 930
5.D. 146 183

No.: No. of animals
No significant difference between treated group and control group.



A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

R-1069

Table 2-79
acid by oral administration in rats
Grip strength of female rats (Week 2 of recovery)
Dose Fore limb Hind 1limb
mg/kKg g g
0 No. 5 5
Mean 1091 740
S.D. 266 166
1000 No. 5 5
Mean 1058 686
S.D. 159 116

No.: No. of animals

No significant difference between treated group and control group.



R-1069

Table 2-80 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Motor activity of male rats (Week 6 of administration)
Interval (minutes)
Dose
ng/kg 0-10 10-20 20-30 30-40 40~-50 50-60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 392 239 101 41 78 64 914
S.D. 48 135 69 30 85 684 256
100 No. 5 5 5 5 S 5 5
Mean 442 316 184 134 115 142 1332
S.D. 25 28 108 118 134 95 428
300 No. 5 5 5 5 5 5 5
Mean 459+ 324 237 163 63 123 1370
S.D. 37D 45 108 143 78 99 313
1000 No. 5 5 5 5 5 5 5
Mean 433 386 30T7a» 162 175 119 1582+
S.D. 41 49 48D 182 152 158 542D

Unit : Count

No.: No. of animals
: p<0.01 (Significant difference from control group)
D: Dunnett's test

# : p<0.05

; wW



R-1069

Table 2-81 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Motor activity of female rats (Main group, Lactation day 4)
Interval (minutes)
Dose
ng/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
] No. 5 5 5 153 5 5 5
Mean 383 250 144 113 103 77 1069
§.D. 48 107 105 130 134 139 557
100 No. 5 5 5 5 5 5 5
Mean 359 213 161 115 130 99 1077
S.D. 40 117 107 98 132 132 477
300 No. 5 5 5 5 5 5 5
Mean 382 188 128 99 83 70 950
S.D. 39 110 100 80 87 93 318
1000 No. 5 5 5 5 5 5 5
Mean 380 336 182 113 131 101 1243
S.D. 39 59 85 92 97 92 223

Unit : Count

No.: No. of animals

No significant difference in any treated groups from control group.



R-1069

Table 2-82 A combined repeated-dose/reproductivé—deveicpmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Motor activity of female rats (Satellite group, Week 6 of administration)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. S 5 5 5 5 5 5
Mean 383 259 147 105 212 226 1332
S.D. 27 150 144 179 48 77 459
1000 No. 5 5 5 5 5 5 5
Mean 402 310 161 142 149 148 1311
S.D. 26 69 145 94 103 160 489

Unit : Count
No.: No. of animals

No significant difference between treated group and control group.



R-1069

Table 2-83 A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats

Motor activity of male rats (Week 2 of recovery)

Interval (minutes)

Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50~60 Total(0-60)
0 No. 5 5 5 5 5 5 5
Mean 396 236 176 131 117 54 1110
S.D. 74 129 93 124 121 78 539
1000 No. 5 5 5 5 5 5 5
Mean 406 266 143 155 92 73 1133
S.D. 57 36 77 108 51 104 344

Unit : Count
No.: No. of animals
No significant difference between treated group and control group.



R-1069

Table 2-84 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Motor activity of female rats (Week 2 of recovery)
Interval (minutes)
Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 53 5 5 5 5 S5 5
Mean 336 249 139 84 82 53 942
S.D. 84 20 158 118 75 66 419
1000 No. 5 5 5 5 5 S 5
Mean 350 242 189 113 128 117 1139
S.D. 121 201 124 105 133 166 732

Unit : Count

No.: No. of animals

No significant difference between treated group and control group.



R-1069

Table 3-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Body weight of male rats (Administration period)
’ Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 Mean 412 422 438 450 463 465 478 487 497 508 518 522 529 117
S.D. 17 20 24 25 29 30 33 34 34 35 36 37 36 24
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 Mean 412 422 438 449 464 468 483 495 508 520 528 533 541 129
S.D, 20 21 19 19 18 21 20 23 24 25 27 25 25 13
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
300 Mean 412 425 442 453 468 465 483 493 507 516 530 532 537 125
S.D. 19 20 24 24 27 31 31 31 32 32 33 37 43 31
No. 12 12 12 12 12 12 12 12 12 12 12 12 12 12
1000 Mean 410 422 437 445 459 460 474 487 499 510 521 526 532 122
S.D. 15 19 23 24 25 26 28 30 30 30 32 32 32 20
Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.



R-1069

Table 3-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Body weight of female rats during the pre-mating period (Main group)

Day of administration

Dose Gain
mg/kg 1 4 8 11 15 1-15
No. 12 12 iz 12 12 12
[} Mean 263 270 277 281 288 25
S.D. 13 14 14 18 16 6
No. 12 12 12 12 12 12
100 Mean 285 272 278 282 287 23
S.D. 14 15 18 18 15 9
No. 12 12 12 12 12 12
300 Mean 267 271 280 285 280 23
S.D. 11 13 14 17 20 12
No. 12 12 12 12 12 12
1000 Mean 264 270 276 280 285 22
S.D. 17 14 15 14 15 11

Unit: g

No.: No. of animals
No significant difference in any treated groups from control group.



R-1069

Table 3-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Body weight of dams during the gestation period (Main group)

Administration
Dose Gain
mg/kg 0 4 7 11 14 17 20a) 0-20
No. 12 12 12 12 12 12 12 12
0 Mean 292 313 323 346 362 394 448 157
S.D. 13 18 20 24 27 24 28 21
No. 12 12 12 12 12 12 12 12
100 Mean 293 317 329 353 368 400 448 155
S.D. 15 17 16 19 20 21 23 19
No. 12 12 12 12 12 12 12 12
300 Mean 295 319 333 3565 369 404 457 162
S.D. 18 16 17 20 24 29 35 24
No. 11 11 11 11 11 11 11 11
1000 Mean 296 318 328 353 369 401 451 156
$.D. 16 17 17 17 19 21 26 17

Unit: g

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group.



R-1069

Table 3-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Body weight of dams during the lactation period (Main group)
Administration
Dose — Gain
mg/kg 0 4a) 0-4
No. 12 12 12
0 Mean 345 363 i8
S.D. 32 28 23
No. i2 12 12
100 Mean 360 368 8
S.D. 22 21 15
No. 12 12 12
300 Mean 354 361 8
S.D. 30 24 16
No. 11 11 11
1000. Mean 351 367 16
S.D. 30 23 19
Unit: g
No.: No. of dams

a): Lactation day
No significant difference in any treated groups from control group.



A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic

R-1069

Table 3-5
acid by oral administration in rats
Body weight of female rats (Satellite group, administration period)
Day of administration
Dose Gain
mg/kg 1 4 8 11 15 18 22 25 29 32 36 39 42 1-42
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1] Mean 267 273 282 283 287 292 298 299 302 307 313 310 318 51
S.D. 18 18 21 25 23 22 24 21 21 22 22 23 22 15
No. 10 10 10 10 10 10 10 10 10 10 10 10 10 10
1000 Mean 265 273 282 284 291 290 296 300 306 310 314 314 315 51
S.D. 14 12 17 16 18 20 18 19 21 22 22 21 23 12
Unit: g

No.: No. of animals

No significant difference hetween treated group and control group.



R-1069

Table 3-6 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Body weight of male rats (Recovery period)
Day of recovery
Dose Gain
mg/kg 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 516 522 532 531 536 20
S.D. 34 36 37 34 34 7
No. 5 5 5 5 5 5
1000 Mean 546 553 584 561 569 22
S.D. 41 45 42 46 41 3
Unit: g
No.: No. of animals

No significant difference between treated group and control group.



R-1069

Table 3-7 A combined repeated-dose/reproductive~developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Body weight of female rats (Recovery period)
Day of recovery
Dose Gain
mg/ke 1 4 8 11 14 1-14
No. 5 5 5 5 5 5
0 Mean 320 325 330 324 329 10
S.D. 33 31 31 31 33 3
No. 5 5 5 5 5 5
1000 Mean 310 303 306 306 315 5
S.D. 22 28 25 21 24 4
Unit: g
No.: No. of animals

No significant difference between treated group and control group.



R-1069

Table 4-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Food consumption of male rats (Administration period)

Day of administration

Dose
mg/kg 1 4 8 11 15 32 36 39 42
No. 12 12 12 12 12 12 12 12 12
0 Mean 29 32 31 32 30 30 28 31 30
S.D. 2 3 5 3 3 3 2 3 2
No. 12 12 12 12 12 12 12 12 12
100 Mean 30 31 30 31 31 31 28 31 32
S.D. 2 2 2 2 2 2 3 2 2
No. 12 12 12 12 12 12 12 12 12
300 Mean 29 31 31 30 31 30 30 32 29
S.D. 3 3 3 3 3 3 3 3 4
No. 12 12 12 12 12 12 12 12 12
1000 Mean 28 30 30 31 30 30 28 31 31
S.D. 2 3 3 3 4 2 3 2 2

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



R-1069

Table 4-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Food consumption of female rats during the pre-mating period (Main group)

Day of administration

Dose
ng/kg 1 4 8 11 15
No. 12 12 12 12 12
0 Mean 20 22 23 22 23
S.D. 3 3 3 3 3
No. 12 12 12 .12 12
100 Mean 20 23 23 23 23
S.D. 4 3 3 3 3
No. 12 12 12 12 12
300 Mean 22 23 23 23 23
S.D. 3 3 3 3 4
No. 12 12 12 12 12
1000 Mean 20 22 23 21 20
S.D. 4 3 2 4 4

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



R-1069

Table 4-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Food consumption of dams during the gestation period (Main group)

Administration
Dose

mg/kg 1 4 7 i1 14 17 20a)

No. 12 12 12 . 12 12 12 12

0 Mean 22 26 27 30 29 30 26

S.D. 3 3 4 5 5 3 2

No. 12 12 12 12 12 12 12

100 Mean 25 28 28 30 29 31 24

S.D. 3 4 3 5 3 3 3

No. 12 12 12 12 12 12 12

300 Mean 25 28 28 30 28 32 26

S.D. 3 3 4 4 5 5 4

No. 11 11 11 11 11 11 11

1000 Mean 23 28 28 30 29 30 25

S.D. 4 3 2 3 3 4 4

Unit: g/rat/day

No.: No. of dams

a): Gestation day

No significant difference in any treated groups from control group.



R-1069

Table 4-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
‘acid by oral administration in rats
Food consumption of dams during the lactation period (Main group)
Administration
Dose _—
mg/kg 2 4a)
No. 12 12
0 Mean 29 45
S.D. g 10
No. 12 12
100 Mean 27 45
S.D. 5 6
No. 12 12
300 Mean 27 45
S.D. 7 ]
No. 11 11
1000 Mean 30 45
S.D. 7 S5

Unit: g/rat/day
No.: No. of dams
a): Lactation day

No significant difference in any treated groups from control group.



R-1069

Table 4-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
‘Food consumption of female rats (Satellite group, administration period)
Day of administration
Dose
mg/ke 1 4 8 11 15 32 36 39 42
No. 10 10 10 10 10 10 10 10 10
0 Mean 21 23 23 23 21 21 21 21 22
S.D. 4 2 3 4 4 2 2 3 2
No. 10 10 10 10 10 10 10 10 10
1000 Mean 21 23 24 23 22 22 21 23 20
S.D. 3 2 3 3 4 2 2 3 3

Unit: g/rat/day
of animals

No.: No.

No significant difference between treated group and control group.



R-1069

Table 4-6 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Food consumption of male rats (Recovery period)
Day of recovery
Dose
mg/ke 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 30 29 29 30 31
S.D. 4 3 4 4 3
No. 5 5 5 5 5
1000 Mean 31 31 32 33 29
S.D. 3 3 2 2 3

Unit: g/rat/day
No.: No. of animals
No significant difference between treated group and control group.



R-1069

Table 4-7 A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats
Food consumption of female rats (Recovery period)
Day of recovery
Dose
mg/kg 1 4 8 11 14
No. 5 5 5 5 5
0 Mean 21 22 23 20 23
S.D. 4 2 3 4 3
No. 5 S 5 5 5
1000 Mean 23 18+ 18+ 21 23
S.D. 2 3T 3T 2 4

Unit: g/rat/day

No.: No. of animals

#: p<0.05 (Significant difference from control group)
T: Student's t-test



R-1069

Table 5-1 A combined repeated-dose/reproductive-developmental toxicity study of 2~aminoethanesulfonic
acid by oral administration in rats
Urinalysis of male rats (Week 6 of administration)
1) : 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 — b= 4 A bt bt kb bbbk - e 4 kb bRt
0 5 0 0 0 0 0 0 1 2 2 0 3 2 0 0 0 2 3 0 0 0 0 5 0 0 0 0 0
100 5 0 0 0 0 0 0 1 3 1 11 3‘ 0 0 0 2 3 0 0 0 0 5 0 0 0 0 0
300 5 0 0 0 0 0 0 o 4 1 0 3 2 0 O 0 2 3 0 0 O 0 5 0 0 0 O 0
1000 5 0 0 0 0 0 0 2 3 0 0 4 1 0 O 0 4 1 0 0 0 0 5 0 0 0 0O 0
1} - : <10 mg/dL +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ : >600 mg/dL
2} - : <5 mg/dL +- : 5 - 7.5 mg/dL + 1 7.6 -~ 30 mg/dL ++ : 31 - 70 mg/dL +++ 3 71 - 125 mg/dL ++++ ¢ >125 mg/dL
3} : <30 mg/dL 4+~ : 30 ~ 80 mg/dL + : 81 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ 3 >T750 mg/dL



R-1069

Table 5~2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Urinalysis of male rats (Week 6 of administration)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/ke - b=k ket 4 - 4 et ++F 4 += 4 et et bt LY Y DY
.0 5 4 0 1 0 0 5 0 0 O 0 5 0 0 0 0 0O 5 0
100 5 5 0 0 0 O 5 0 0 O 0 5 0 0 0 0 0 5 0
300 5 5 0 0 0 0 5 0 0 0 0 5 0 0 0 0 0 5 0
1000 5 5 0 0 0 O 5 0 0 O 0 5 0 0 0 0 0 5 0
4) - : <0.03 mg/dL 4~ : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL «+++ : >0.75 mg/dL
5) - : <0.5 mg/dL + : 0.5 -1.5mg/dL ++ : 1.6 - 5.0 mg/dL  +++ : 5.1 ~ 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL. ++ : 3.6 -~ 7.0 mg/dL  +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



R-1069

Table 5-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Urinalysis of male rats (Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Dose No.
mg/kg - 4= 4+ — - 4 4+ 4+ - 4=+t — = 4 4+ s - += o+ — = 4+ e+ e+t - 44— 4+ o+ 4+
0 5 5 0 0 0 O 5 0 0 0 O 0O 5 0 0 0 5 0 0 0 O 5 0 0 0 5 0 0 O 5 0 0 0 0
100 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 0 s 0 0 0 O 5 0 0 i 4 0 0 O 5 0 0 0 0
300 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 0 S 0 0 0 O 5 0 0 1 4 0 0 0 5 0 0 0 O
1000 5 5 0 0 0 0 5 0 0 0 O 0 5 0 0 0 5 0 0 0 O 5 0 0 1 4 0 0 0 5 0 0 0 O
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- @ Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

Severe



R-1069

Table 5-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Water intake and urinalysis (Week 6 of administration)
Male
Water Urine Osmolality
Dose No. intake volume
mg/ke mL/24h mlL/24h mOsm/kg
0 5 Mean 35 14.8 2164
S.D. 3 1.9 237
100 5 Mean 38 17.0 2130
S.D. 6 4.5 284
300 5 Mean 34 14.7 2310
S.D. 7 3.1 311
1000 5 Mean 49% 20.7 1698~
S.D. 10D 4.5 224D

# : p<0.05 (Significant difference from control group)
D : Dunnett's test



Table 5-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Urinalysis of female rats (Satellite group, Week 6 of administration)

R-1069

1) 2) 3)

pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 . e b ddh A bt — 4= 4+ 44 e+ e+ - de b+ bt FEF+

0 5 0 0 0 0 0 1 2 2 0 5 0 0 0 0 0 5 0 0 0 O 0 S 0 0 0 O 0

1000 5} 0 0 0 0 1] 1 3 1 0 2 2 1 0 0 0 4 1 0 0 O 0 5 0 0 0 O 0
1) - : <10 mg/dL ‘ +- : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ ! >600 mg/dL
2) - : <b mg/dL +- : 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++++  >125 mg/dL
3) - : <30 mg/dL +~ : 30 - 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ : >750 mg/dL



Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats

Urinalysis of female rats (Satellite group, Week 6 of administration)

R-1069

4) 5) 8) 7}
Occult blood Bilirubin Urcbilinogen Color
Dose No.
mng/keg - 4=+ 4 4+ - 4+ 4+ 4+ HEE+ =+ At At A+t LY Y DY
0 5 5 0 0 0 0O 5 0 0 0 0 5 0 0 0 0 0O 5 0
1000 5 5 0 0 0 0 5§ ¢ 0 0 0 5 0 0 O 0 0 5 0
4) ~ : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
b) - : <0.5 mg/dL + : 0.5 - 1.5mg/dL ++ : 1.6 - 5.0 mg/dL  +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + 12,0 - 3.5 mg/dLL ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



R-1069

Table 5-7 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Urinalysis of female rats (Satellite group, Week 6 of administration)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg/kg - 4= + ++ 4+ - = 4 ++ +++ - += o+ ++ +++ R T R - 4+~ 4 - 4=+ ++ +++ - 4=  + 4+ +++
0 5 5 0 0 0 O 5 0 ¢ 0 O 0 5 0 0 0 5 ¢ 0 0 O 5 0 0 0.5 0 0 O 5 0 0 0 O
1000 S 5 0 0 0 O 5 0 0 0 0 0 5 0 0 0 5 0 0 0 O 5 0 0 4 1 0 0 O 5 0 0 O 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- ¢ Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

: Severe



R-1069

Table 5-8 A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats
Water intake and urinalysis (Satellite group, Week 6 of administration)
Female
Water Urine Osmolality
Dose No. intake volume
mg/ke mL/24h mL./24h wlsm/kg
0 5 Mean 26 11.8 2446
S.D. 4 3.4 537
1000 5 Mean 31 12.3 1809
S.D. 4 4.8 614

No significant differehce between treated group and control group.



R-1069

Table 5-9 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Urinalysis of male rats (Week 2 of recovery)
1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
ng/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 —- dm A dhd et At - d= 4 4 At et — = 4 4 FE 4
0 5 0 0 0 0 2 0o 0 2 2 1 0 0 2 3 0 0 5 0 0 0 0
1000 5 0 0 0 1 1 1 1 383 0 ¢ 0 3 1 1 0 0 5 0 0 0 0
1) - ¢ <10 mg/dL +- 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ : 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) -~ ¢ <5 mg/dL +- ¢ 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ 1 71 - 125 mg/dL ++++ 1 >125 mg/dL
3) - : <30 mg/dL += : 30 - 60 me/dL + : 61 - 125 mg/dL 4 126 - 250 mg/dL +++ 1 261 - 750 mg/dL +++4 1 >T50 mg/dL



R-1069

Table 5-10 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Urinalysis of male rats (Week 2 of recovery)
4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - = 4 4t FE+ - et kb 44 - 4+ FEE F++ LY Y DY
0 5 5 0 0 0 O 5 0 0 0 0 i 4 0 O 0 0 5 0
1000 5 4 1 0 0 0 5 0 0 0 0 3 2 0 O 0 0 5 0O
4}) - : <0.03 mg/dL +- ¢ 0.03 - 0.05 mg/dL + : 0.06 - 0.15 mg/dL ++ 0.16 - 0.75 mg/dL  +++ : >0.75 mg/dL
5) - 1 <0.5 mg/dL + : 0.5 - 1.5 mg/dL ++ : 1.6 ~ 5.0 mg/dL <+++ 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) +- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL. ++ : 3.6 ~ 7.0 mg/dL «+++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



Table 5-11 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminocethanesulfonic
acid by oral administration in rats

Urinalysis of male rats (Week 2 of recovery)

R-1069

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Dose No.
mg/keg — 4= 4+ 4t 44 - 4=+ ++ +++ - 4= 4+ 4+ +4+ B L e T - 4=+ - e 4 4 d - = b 44 d4d
0 5 5 0 0 0 O 5 0 0 0 O 0 5 0 0 0 5 0 0 0 O 5 0 0 1 3 1 0 © 5§ 0 0 0 0
1000 5 4 1 0 0 O 5 0 0 0 O 0 5 0 0 0 5 0 0 0 O 5 0 0 0O 5 0 0 O 5 0 0 0 0

SEC : Squamous Epithelial Cell
SREC : Small Round Epithelial Cell
PS : Phosphate Salts

Co : Calcium Oxalate

- : Negative
+- : Slight

+ : Mild

++ ! Moderate

+++ 1 Severe



R-1069

Table 5-12 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Water intake and urinalysis (Week 2 of recovery)
Male
Water Urine Osmolality
Dose No. intake volume
mg/kg mL/24h  mlL/24h mOsm/kg
0 5 Mean 37 13.3 2123
S.D. 2 2.9 127
1000 5 Mean D4un 25.3*‘ 1513%»
S.D. 8AT 8.5AT 313T
* : p<0.05 ; #+ : p<0.01 (Significant difference from control group)

T : Student's t-test
AT : Aspin-Welch t-test



Table 5-13 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

acid by oral administration in rats

Urinalysis of female rats (Week 2 of recovery)

R-1089

1) 2) 3)
pH Protein Ketone body Glucose
Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - e+ 4 4 b “ gk ke bk dddd “ de 4 Eh dbd et
0 5 0 0 0 1 1 1 2 0 0 1 2 2 0 0 0 3 1 1 0 0 5 0 0 0 0
1000 5 0 0 1 3 1 0 4} 0 0 1 2 1 1 ¢ 0 3 0 2 0 o] 5 0 O 0 0
1) - : <10 mg/dL +- : 10 - 25 mg/dL ‘ + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL ++4 1 251 - 800 mg/dL ++++ : >600 mg/dL
2) - : <5 mg/dL +- 1 5 - 7.5 mg/dL + : 7.6 - 30 mg/dL ++ 1 31 - 70 mg/dL +++ : 71 - 125 mg/dL ++++ 1 >125 mg/dL
3) - : <30 mg/dL +- t 30 - 60 mg/dL + : 61 - 125 mg/dL ++ ¢ 126 - 250 mg/dL +++ : 251 - 750 mg/dL ++++ 1 >750 mg/dL



Table 5-~14 A combined repeated-dose/reproductive-dévelopmental

acid by oral administration in rats

Urinalysis of female rats (Week 2 of recovery)

toxicity study of 2-aminoethanesulfonic

R-1069

4) 5) 6) 7)

) Occult blood Bilirubin Urobilinogen Color
Dose No.
mg/kg - = 4+ 4 4 - 4+ 44 A4+ 4 =+ 4+ hHh hEE+ LY Y DY

5 5 0 0 0 ¢ 5 0 0 0 0 3 2 0 0 0 0 5 0
1000 5 5 0 0 0 O 5 0 0 0 0 3 2 0 0 0 0 5 0
4) - : <0.03 mg/dL +- : 0.03 - 0.05 mg/dL. + : 0.06 - 0.15 mg/dL ++ : 0.16 - 0.75 mg/dL +++ : >0.75 mg/dL
5) -~ 1 <0.5 mg/dL + ¢ 0.5 - 1.5 mg/dL, ++ : 1.6 - 5.0 mg/dL +++ : 5.1 - 10.0 mg/dL ++++ : >10.0 mg/dL
6) «+- : <2.0 mg/dL + : 2.0 - 3.5 mg/dL. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL
7) LY : Light yellow Y : Yellow DY : Dark yellow



R-1069

Table 5-15 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Urinalysis of female rats (Week 2 of recovery)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Co
Dose No.
mg/kg - 4= + 4+ 4+ 4 L R 1 - +- + 4+ e+ -~ k= o+ +E - += + - +=  + ++ +++ - k= +F +++
0 5 5 0 0 0 O 5 0 0 0 © 0 5 0 0 O 5 0 0 0 O S 0 0 i 3 1 0 0 § 0 0 0 0
1000 5 5§ 0 0 0 O 5 0 0 0 O 0 5 0 0 O 5 0 0 0 O 5 0 0 5 0 0 0 0 5 0 0 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ : Moderate

++4+

Severe



A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

R-1069

Table 5-16
acid by oral administration in rats
Water intake and urinalysis (Week 2 of recovery)
Female
Water Urine Osmolality
Dose No. intake volume
mg/kg ml./24h mL/24h mnOsm/ke
0 5 Mean 33 12.1 2124
5.D. i3 6.8 513
1000 5 Mean 38 9.7 2108
S.D. 4 4.3 623

No significant difference between treated group and control group.



R-1069

Table 6-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Hematology (End of administration)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10%/ #L g/dL % fL PE g/dL %  X10*/xL s s mg/dL
0 7 Mean 936 15.8 46.3 49.5 16.9 34.1 1.7 113.1 14.2 22.2 280
S.D. 33 0.3 0.6 1.5 0.7 0.5 0.3 13.9 1.5 2.1 18
100 5 Mean 911 15.9 46.2 50.8 17.4 34.4 1.8 117.9 14.8 21.9 267
S.D. 35 0.1 0.4 2.1 0.8 0.3 0.3 12.3 1.8 2.7 19
300 5 Mean 936 15.8 46.0 49.2 16.9 34.4 1.8 110.5 12.9 18.3+ 26&
S.D. 36 0.3 0.8 1.5 0.5 0.2 0.4 7.5 0.7 1.2D 34
1000 7 Mean 909 15.7 45.7 50.4 17.3 34.4 2.0 105.5 13.4 18.9+ 264
$.D. 38 0.6 1.6 2.1 0.7 0.3 0.3 9.0 0.7 2.3D 18

# : p<0.05 (Significant difference from control group)
D : Dunnett's test



R-10869

Table 6-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hematology (End of administration)

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/uL)

Dose No.
mg/kg X10%/xL  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LucC
0 7 Mean 77.2 69.2 25.5 1.7 0.2 2.7 0.8 53.9 19.1 1.3 0.2 2.1 9.7
S.D. 21.0 9.4 8.7 a.6 0.1 0.8 0.6 18.9 6.4 0.5 0.1 1.0 0.6
100 S Mean 78.7 66.1 28.4 1.9 0.2 2.8 0.6 51.5 22.8 1.5 0.1 2.3 0.5
S.D. 18.4 6.4 6.0 0.8 0.0 0.8 0.3 9.6 9.4 0.6 0.0 1.2 0.4
300 5 Mean 98.1 74.5 20.6 1.3 0.3 2.6 0.7 74.9 18.4 1.2 0.3 2.6 0.7
S.D. 32.7 7.8 7.8 0.2 0.1 0.3 0.3 33.0 2.4 0.3 0.3 0.7 0.4
1000 7 Mean 99.4 70.5 24.5 1.6 0.2 2.6 0.6 70.2 24.2 1.6 0.2 2.5 0.6
S.D. 19.1 10.4 10.3 0.4 0.1 0.7 0.3 18.4 11.6 0.4 0.1 0.6 0.2

LUC : Large unstained cells
No significant difference in any treated groups from control group.



R-1069

Table 6-3 A combined repeated-dose/reproductive-~developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hematology (Lactation day 5)

Female
RBC Hb Ht MCV MCH MCHC Reticu~ Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/ 4L g/dL % fL rg g/dL %  X10%/#L s s mg/dL
0 12 Mean 732 13.5 39.9 54.5 18.5 34.0 6.2 139.2 12.7 17.7 315
S.D. 38 0.8 1.8 1.7 0.6 0.3 1.0 23.4 0.8 1.7 48
100 5 Mean 748 13.8 40.7 54.4 18.5 34.0 5.9 122.9 11.9 15.9 269
S.D. 51 0.8 2.5 1.2 0.3 0.3 0.7 22.0 1.0 1.8 15
300 5} Mean 764 14.0 41.1 53.8 18.3 34.1 5.5 138.0 12.3 18.7 281
S.D. 50 0.7 1.8 2.3 0.7 0.4 1.2 10.2 0.6 2.3 73
1000 11 Mean 716 13.2 39.4 55.0 18.5 33.6 6.3 119.2 12.3 19.6 308
S.D. 36 0.5 1.1 1.6 0.5 0.6 1.9 19.8 0.6 8.7 53

No significant difference in any treated groups from control group.



R-1069

Table 6-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hematology (Lactation day 5)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%2/xL)

Dose No.
ng/kg X10*/4#L  Lymph. Neut. Eosino. Baso. Mono. LuC Lymph. Neut. Eosino. Baso. Mono. LUC
0 12 Mean 111.5 59.6 \ 36.2 0.7 0.2 2.6 0.7 66.1 40.8 0.8 0.2 2.8 0.8
S.D. 16.8 6.5 7.5 0.3 0.1 1.1 0.5 10.1 12.1 0.2 0.1 1.1 0.5
100 5 Mean 107.2 62.0 32.6 1.1 0.2 3.5 0.6 64.7 37.0 1.1 0.2 3.6 0.6
S.D. 31.3 12.3 13.5 0.4 0.1 1.0 0.2 17.9 24.1 0.3 0.1 0.9 0.2
300 5 Mean 111.2 60.0 35.3 0.8 0.2 3.1 0.6 65.5 40.4 0.9 0.2 3.5 0.6
. S.D. 20.1 11.1 11.2 0.3 0.1 1.0 0.3 9.7 18.2 0.5 0.1 1.6 0.3
1000 11 Mean 121.0 55.8 39.8 0.8 0.2 3.0 0.5 67.2 48.4 1.0 0.2 3.7 0.5
S.D. 25.6 6.6 6.7 0.3 0.1 0.8 0.2 14.7 14.8 0.5 0.1 1.5 0.2

LUC : Large unstained cells
No significant difference in any treated groups from control group.



R-1069

Table 6-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats
Hematology (Satellite group, End of administration)
Female
RBC Hb Ht juledts MCH MCHC Reticu- Plate~ PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10%/#L g/dL % fL pg g/dL % X10*/ 1L s s mg/dL
0‘ S Mean 859 15.6 44.9 52.3 18.2 34.8 1.8 115.4 11.8 15.8 222
S.D. 46 0.7 2.2 1.3 0.3 0.3 0.3 12.8 0.6 1.7 18
1000 5 Mean 850 15.8 45.2 53.2 18.5 34.8 1.6 105.7 11.1= 16.2 209
S.D. 27 0.4 1.5 1.0 0.3 0.6 0.5 7.0 0.4T 1.1 24

#» : p<0.05 (Significant difference from control group)

T : Student's t-test



R-1069

Table 6-6 A combined repeated~dose/reproductive-deﬁelopmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hematology (Satellite group, End of administration)

Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10%/xL)

Dose No.
mg/kg X10%/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 63.5 72.2 24.0 1.1 0.2 2.1 0.4 45.8 15.3 0.7 0.1 1.3 0.2
S.D. 12.3 5.6 5.5 0.4 0.1 0.2 0.1 9.1 4.8 0.4 0.1 0.3 0.1
1000 5 Mean 54.6 75.2 19.7 1.7 0.2 2.6 0.5 42.0 10.1 0.8 0.1 1.3 0.3
S.D. 17.5 8.1 6.5 0.7 0.1 1.4 0.2 17.2 2.3 0.2 0.1 0.3 0.1

LUC : Large unstained cells
No significant difference between treated group and control group.



R-1069

Table 6-7 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Hematology (End of recovery)
Male
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X10%/ 4L, g/dL % fL pE g/dL %  X10%/uL s s mg/dL
0 5 Mean 909 15.4 45.2 49.7 16.9 34.1 2.0 102.3 14.4 20.7 266
S.D. 48 0.7 2.7 2.3 0.7 0.5 0.3 15.2 0.9 1.8 20
1000 1) Mean 869 15.0 43.3 49.8 17.2 34.6 1.8 107.1 13.5 20.5 251
S.D. 58 0.6 2.2 1.1 0.5 0.4 0.4 13.4 1.0 1.9 33

No significant difference between treated group and control group.



Table 6-8 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hematology {(End of recovery)

R-1069

Male
WBC Differential leukocyte counts (%) Differential leukocyte counts (X10?/xL)

Dose No.
mg/kg X10*/#L  Lymph. Neut. Eosino. Baso. Mono. LUC Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 86.8 78.1 15.8 1.4 0.3 3.6 1.0 68.0 13.5 1.2 0.2 3.1 0.8
S.D. 6.8 4.7 4.3 0.2 0.0 0.5 0.3 8.6 3.0 0.2 0.0 0.3 0.2
1000 5 Mean 90.2 80.2 15.4 1.3 0.2 2.3» 0.6+ 71.9 14.4 1.1 0.2 2.0 0.5
S.D. 21.7 4.4 4.1 0.4 0.0 0.9T 0.2T 15.7 5.9 0.3 0.1 0.7T 0.2

LUC : Large unstained cells
% : p<0.05 (Significant difference from control group)
T : Student's t-test



R-1069

Table 6-9 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hematology (End of recovery)

Female
RBC Hb Ht MCV MCH MCHC Reticu- Plate- PT APTT Fibri-
Dose No. locyte let nogen
mg/kg X104/pL g/dL % fL re g/dL % X10%/pL s s mg/dL
0 5 Mean 834 15.0 42.9 51.4 18.¢ 35.0 1.7 122.8 11.9 17.3 196
S.D. 12 0.3 1.2 0.8 0.2 0.4 0.2 9.1 0.3 1.7 14
1000 5 Mean 830 15.2 43.5 52.3 18.3+ 35.0 2.1~ 113.7 11.9 16.7 192
S.D. 21 0.4 1.4 0.9 0.2T 0.3 0.2T 13.9 0.6 1.5 23

* : p<0.05 (Significant difference from control group)
T : Student's t-test



R-1069

Table 6-10 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Hematology (End of recovery)
Female
WBC Differential leukocyte counts (%) Differential leukocyte counts (X102/4L)
Dose No.
mg/kg X10?/#L  Lymph. Neut. Eosino. Baso. Mono. Luc Lymph. Neut. Eosino. Baso. Mono. LUC
0 5 Mean 60.0 77.5 17.9 1.6 0.2 2.3 0.5 47 .4 10.0 0.9 0.1 1.3 0.3
S.D. 13.7 g.1 8.8 0.3 0.1 0.6 0.1 15.2 3.7 0.3 0.1 0.3 0.1
1000 5 Mean 46.6 70.2 24.5 1.8 0.1 2.4 1.0 32.8 11.4 0.8 0.1 1.1 0.5
S.D. 7.7 6.8 5.9 0.5 0.1 0.8 0.5 7.0 3.3 0.2 Q.0 0.3 0.3

LUC : Large unstained cells
No significant difference between treated group and control group.



R-1069

Table 7-~1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Blood chemistry (End of administration)
Male
AST ALT LDH v —GTP ALP T.cho TG PL T.bili~ Glucose
Dose No. (GOT) (GPT) rubin
mg/kg 1U/L 1U/L IU/L 1U/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 T Mean 63 27 43 1 357 44 30 75 0.1 - 146
S.D. 7 4 8 0 42 12 12 14 0.0 7
100 5 Mean 61 26 45 1 310 48 32 76 0.1 134
S.D. 7 4 5 0 39 3 6 3 0.0 11
300 5 Mean 63 29 46 1 353 58 37 90 0.1 137
S.D. 7 6 11 0 60 12 35 17 0.0 18
1000 7 Mean 63 27 44 1 335 52 38 83 0.1 138
§.D. 11 [ 6 0 58 T 10 9 0.0 3

No significant difference in any treated groups from control group.



R-1069

Table 7-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blood chemistry (End of administration)

Male
BUN Crea- Na K C1 Ca P TP Albumin A/G
Dose No. tinine :

mg/kg mg/dL mg/dL mmol/L  mmol/L maol/L mg/dL mg/dL g/dL g/dL
0 T Mean 14 0.21 145 4.6 107 9.8 6.4 6.0 3.1 1.08
S.D. 1 0.02 1 0.1 2 0.3 0.5 0.1 0.2 0.09
100 5 Mean 15 0.23 144 4.5 107 9.7 6.7 5.9 3.1 1.09
S.D. 2 0.01 2 0.1 2 0.2 0.4 0.1 0.1 0.04
300 5 Mean 15 0.22 144 4.5 106 10.0 6.6 6.1 3.1 1.02
S.D. 1 0.02 1 0.1 1 0.2 0.5 0.1 0.1 0.07
1000 T Mean 14 0.22 144 4.4 106 9.7 6.2 5.9 3.1 1.09
S.D. 3 0.04 1 0.3 1 0.4 0.5 0.2 0.1 0.09

No significant difference in any treated groups from control group.



R-1069

Table 7-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats

Blood chemistry (Lactation day 5)

Female

AST ALT LDH 7 ~GTP ALP T.cho TG PL T.bili- Glucose

Dose No. (GOT) {GPT) rubin
mg/kg 1U/L 1U/L IU/L 1U/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 12 Mean 17 53 40 1 227 57 65 121 0.1 119
S.D. 16 11 4 1 69 13 21 21 0.0 11
100 S Mean 79 43 45 1 184 58 52 117 0.1 121
S.D. 8 11 8 [} 48 is 22 24 0.0 10
300 5 Mean T2 45 50 1 237 59 48 116 0.1 127
S.D. 4 3 16 ¢ 113 10 19 19 . 0.0 8
1000 11 Mean 82 48 53ne 1 252 56 61 118 0.1 126
~8.D. 17 11 108T 0 108 11 21 20 0.0 7

#» : p<0.01 (Significant difference from control group)
ST : Steel's test



R-1069

Table 7-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blood chemistry (Lactation day 5)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L  mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
0 12 Mean 14 0.26 141 4.2 106 10.1 6.0 6.2 3.4 1.17
S.D. 2 0.03 1 0.3 2 0.2 0.7 0.4 0.1 0.09
100 5 Mean 14 0.26 141 4.1 106 10.2 6.7 6.2 3.4 1.23
S.D. 2 0.02 1 0.6 2 0.3 0.6 0.3 0.2 0.10
300 5 Mean 13 0.28 141 4.1 106 10.3 6.5 6.5 3.5 1.21
S.D. 2 0.05 1 0.2 2 0.1 0.6 0.3 0.2 0.08
1000 11 Mean 14 0.27 141 4.0 107 10.0 6.1 6.1 3.4 1.23
S.D. 3 0.04 1 0.2 2 0.3 0.4 0.3 0.2 0.15

No significant difference in any treated groups from control group.



R-1069

Table 7-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blood chemistry (Satellite group, End of administration)

Female

AST ALT LDH r —GTP ALP T.cho TG PL T.bili- Glucose

Dose No. (GOT) (GPT) . rubin
mg/kg 1U/L 1U/L 1U/L 1U/L IU/L mg/dL mg/dL me/dL mg/dL mg/dL
0 5 Mean 125 56 69 1 221 54 15 107 0.1 133
S.D. 105 31 65 0 83 12 8 18 0.0 7
1000 5 Mean 63 26 39 1 188 72 18 129 0.1 134
S.D. 11 8 3 0 47 15 5 23 0.0 3

No significant Qifference between treated group and control group.



R-1069

Table 7-6 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blocod chemistry {(Satellite group, End of administration)

Female
BUN Crea- Na K C1 Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L. mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 16 0.30 143 4.2 108 9.9 4.8 6.6 3.7 1.23
S.D. 3 0.04 1 0.3 2 0.2 0.7 0.4 0.2 0.11
1000 5 Mean 15 0.31 144 4.2 109 10.1 4.8 6.5 3.7 1.34
S.D. 3 0.05 1 0.2 1 0.3 0.3 0.4 0.2 0.04

No significant difference between treated group and control group.



R-1069

Table 7-7 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Blood chemistry (End of recovery)
Male
AST ALT LDH v —GTP ALP T.cho TG PL. T.bili- Glucose
Dose No. (GOT) {GPT) rubin
mg/kg IU/L 1U/L 1U/L 1U/L IU/L mg/dL mg/AdL mg/dL mg/dL ng/dL
0 5 Mean 60 29 42 1 338 44 37 79 0.1 146
S.D. 8 7 6 (4] 87 5 9 T 0.0 15
1000 5 Mean 61 28 42 1 322 45 37 79 0.1 146
S.D. 4 4 4 1 46 7 23 13 0.0 10

No significant difference between treated group and control group.



R-1069

Table 7-8 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blood chemistry (End of recovery)

Male
BUN Crea- Na K Cl1 Ca P TP Albunmin A/G
Dose No. tinine

mg/kg mg/dL mg/dL.  mmol/L mmol/L  mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 15 0.22 142 4.6 108 9.5 6.0 5.9 3.0 0.99
S.D. 3 0.02 2 0.2 2 0.2 0.5 0.2 0.1 0.03
1000 5 Mean 13 0.23 143 4.3 105 9.6 5.8 5.8 3.0 1.05
S.D. 1 0.02 1 0.3 3 0.3 0.5 0.2 0.1 0.06

No significant difference between treated group and control group.



R-1069

Table 7-9 A combined repeated-dose/reproductive-de&elopmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Blood chemistry (End of recovery)
Female
AST ALT LDH r—GTP ALP T.cho TG PL. T.bili- Glucose
Dose No. (GOT) {GPT) rubin
ng/kg 1U/L 1U/L 1U/L IU/L IU/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 5 Mean. 100 60 65 1 167 65 25 125 0.1 140
S.D. 41 32 32 1 36 7 7 12 0.0 6
1000 5 Mean 61 27 41 1 154 65 16 123 0.1 143
S.D. 5 6 8 0 30 9 6 18 0.0 16

No significant difference between treated group and control group.



R-1069

Table 7-10 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Blood chemistry (End of recovery)

Female
BUN Crea- Na K Cl Ca P TP Albumin A/G
Dose No. tinine

mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL
0 5 Mean 15 0.28 143 4.3 108 10.0 4.3 6.6 3.6 1.22
S.D. 3 0.03 1 0.2 1 0.3 0.6 0.1 0.1 0.09
1000 5 Mean 15 0.29 142 4.2 108 8.7 3.8 6.3 3.6 1.29
S.D. 1 0.03 1 0.2 2 0.3 0.3 0.4 0.3 0.10

No significant difference between treated group and control group.



R-1069

Table 8-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hormones (End of administration)

Male
Dose No. Ta Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 7 Mean 108.4 7.5 5.61
S.D. 27.8 1.4 4.43
100 5 Mean 86.9 6.3 2.27
S.D. 13.2 0.9 1.16
300 5 Mean 94.0 6.3 4.74
S.D. 9.7 0.6 3.02
1000 7 Mean 92.6 6.9 5.01
S.D. 15.7 0.8 4.70

No significant difference in any treated groups from control group.



R-1069

Table 8-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Hormones (Lactation day 5)

Female
Dose No. Ta Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 12 Mean 71.9 3.8 3.58
S.D. 10.6 0.6 1.90
100 5 Mean 88.8 5.1 2.84
S.D. 12.7 1.2 1.94
300 5 Mean 92.0» 5.3» 3.00
S.D. 10.0D 0.9D 1.60
1000 11 Mean 74.9 4.2 2.71
S.D. 15.8 1.4 3.64

* : p<0.05 (Significant difference from control group)
D : Dunnett's test



R-1069

Table 8-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Hormones (Satellite group, End of administration)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 5 Mean 97.1 4.7 1.48
S.D. 17.0 0.9 0.99
1000 5 Mean 99.6 3.9 1.95
S.D. 20.2 0.8 0.37

No significant difference between treated group and control group.



R-1069

Table 8-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Hormones (End of recovery)
Male
Dose No. T= Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 5 Mean 78.4 7.3 3.70
S.D. 16.2 2.5 3.25
1000 5 Mean 84.4 9.9 2.43
S.D. 8.8 4.2 1.76

No significant difference between treated group and control group.



A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

R-1069

Table 8-5
acid by oral administration in rats
Hormones {(End of recovery)
Female
Dose No. Ta Ta TSH
mg/kg ng/dL ug/dL ng/mL
0 5 Mean 80.1 3.4 1.28
S.D. 5.7 1.7 0.77
1000 5 Mean 81.8 3.7 1.30
S.D. 10.2 0.7 0.61

No significant difference between treated group and control group.



R-1069

Table 9-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Organ weight of male rats (End of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight (R+L)
mg/kg g g{g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 7 7 T 7 T 7
0 Mean 510 2.13 14.3 21.9 276 1.48
S.D. 35 0.089 1.1 3.1 54 0.15
No. 5 5 5 5 5 5
Absolute 100 Mean 513 2.12 15.1 20.1 261 1.45
S.D. 23 0.11 0.9 3.2 17 0.02
No. 5 5 5 5 5 5
300 Mean 520 2.18 16.3 19.2 304 1.82
S.D. 29 0.08 3.7 3.6 77 0.14
No. 7 7 T 7 T 7
1000 Mean 4980 2.09 13.2 18.9 286 1.40
S.D. 28 0.07 1.8 2.8 76 0.09
No. T 7 7 7 T
(4] Mean 0.42 2.8 4.3 54 0.29
S.D. 0.04 0.3 0.7 9 0.02
No. 5} 5 S 5 5
Relative 100 Mean 0.41 2.9 3.9 51 0.28
S.D. 0.03 0.2 0.5 4 0.01
No. 5 5 5 5 5
300 Mean 0.42 3.2 3.7 58 0.31
S.D. 0.03 0.7 0.8 12 0.02
No. 7 7 7 7 7
1000 Mean 0.43 2.7 3.9 59 0.29
S.D. 0.04 0.3 0.8 17 0.02

No significant difference in any treated groups from control group.



R-1069

Table 9-2 A combined repeated-dose/reproductive~developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Organ weight of male rats (End of administration period)
Liver Spleen Kidney Adrenal Seminal Prostate
Dose ‘ {R+L) (R+L) vesicle

mg/kg g(g/100g BW) g{(g/100g BW) g(g/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BW)
No. 7 7 7 7 7 7
¢} Mean 13.42 0.76 3.53 68 1.89 1.29
S.D. 1.50 0.10 0.46 13 0.27 0.20
No. S S 5 5 5 5
Absolute 100 Mean 13.53 0.89 3.44 65 1.87 1.42
S.D. 0.87 0.19 0.17 8 0.24 0.13
No. 5 5 5 5 5 5
300 Mean 13.89 0.85 3.50 64 1.95 1.30
S$.D. 1.52 0.07 0.16 10 0.27 0.08
No. 7 7 7 7 7 T
1000 Mean 12.73 0.80 3.35 68 1.62 1.40
S.D. 0.82 . 0.07 0.20 12 0.27 0.21
No. 7 7 T 7 7 T
0 Mean 2.63 0.15 0.69 13 0.37 0.26
S.D. 0.21 0.02 0.07 3 0.04 0.05
No. 5 5 5 5 S 5
Relative 100 Mean 2.64 0.17 0.67 13 0.37 0.28
5.D. 0.14 0.03 0.05 1 0.05 0.02
No. 5 5 5 5 5 5
300 Mean 2.66 0.16 0.67 12 0.38 0.25
S.D. 0.17 0.02 0.02 2 0.07 0.01
No. 7 T 7 7 7 7
1000 Mean 2.60 0.16 0.68 14 0.33 0.29
S.D. 0.21 0.02 0.04 3 0.05 0.05

No significant difference in any treated groups from control group.



R-1069

Table 9-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Organ weight of male rats (End of administration period)

Body Testis Epididymis

Dose weight (R+L) (R+L)}
ng/kg g g(g/100g BW) mg(mg/100g BW)
No. 7 7 7

0 Mean 510 3.21 1326
S.D. 35 0.26 68

No. 12 12 12

Absolute 100 Mean 507 3.39 1365
S.D. 24 0.30 85

No. 12 12 12

300 Mean 509 3.34 1359
S.D. 39 0.21 99

No. 7 T 7

1000 Mean 490 3.36 1354
S.D. 28 0.22 75

No. 7 7

0 Mean 0.63 261
$.D. 0.05 16

No. 12 12

Relative 100 Mean 0.67 270
S.D. 0.07 26

No. 12 12

300 Mean 0.66 268
S.D. 0.07 28

No. 7 T

1000 Mean 0.69 277
S.D. 0.06 22

No significant difference in any treated groups from control group.



Table 9-4

A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral adeministration in rats

Organ weight of female rats (Main group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart

Dose weight {R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 12 12 12 12 12 12
0 Mean 331 1.99 20.1 16.8 197 1.07
S.D. 26 0.07 2.5 4.2 49 0.0¢9
No. 5 5 5 5 5 8
Absolute 100 Mean 335 1.95 19.5 18.4 252 1.14
S.D. 16 0.05 1.2 2.3 62 0.08
No. 5 5 5 5 5 %
300 Mean 333 2.04 20.3 17.7 251 1.05
S.D. 14 0.11 1.4 1.2 39 0.06
No. 11 11 11 11 11 11
1000 Mean 333 2.01 18.0# 18.8 238 1.04
S.D. 22 0.10 1.5D 2.8 67 0.06
No. 12 12 12 12 12
(0] Mean 0.80 6.1 5.1 59 0.32
S.D. 0.04 0.5 1.2 12 0.03
No. 5 5 5 5 5
Relative 100 Mean 0.59 5.8 5.5 75 0.34
S5.D. 0.04 0.6 0.8 17 0.02
No. S 5 5 5 5
300 Mean 0.62 6.1 5.3 75 0.31
5.D. 0.05 0.5 0.2 10 0.01
No. 11 11 11 11 11
1000 Mean 0.60 5.44 5.7 71 0.31
S.D. 0.03 0.4D 0.8 19 0.02

#: p<0.05 (Significant difference from control group)

D: Dunnett's test



R-1069

Table 9-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Organ weight of female rats (Main group, end of administration period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)

ng/kg e(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 12 12 12 12 12 12
0 Mean 10.66 0.71 2.31 79 i11.1 744
S.D. 1.11 0.15 0.13 8 15.4 71
No. 5 5 5 5 5 5
Absolute 100 Mean 11.15 0.66 2.30 87 112.5 718
S.D. 0.39 0.12 0.18 13 11.38 54
No. 5 5 5 5 5 5
300 Mean 11.26 0.75 2.33 96w 119.0 803
5.D. 0.64 0.10 0.15 11D 16.2 88
No. 11 11 11 11 11 11
1000 Mean 11.26 0.74 2.28 80 113.8 725
S.D. 1.11 0.13 0.13 10 15.4 119
No. 12 12 12 12 12 12
0 Mean 3.22 0.21 0.70 24 33.6 227
S.D. 0.18 0.05 0.05 3 4.4 38
No. 5 5 5 5 5 5
Relative 100 Mean 3.34 0.20 0.89 26 33.7 214
S.D. 0.22 0.03 0.05 4 3.6 10
No. 5 5 5 5 5 5
300 Mean 3.38 0.23 0.70 29+ 35.7 242
S.D. 0.21 0.03 0.06 4D 4.9 34
No. 11 11 11 11 11 11
1000 Mean 3.39 0.22 0.69 24 34.2 219
S.D. 0.23 . 0.05 0.05 3 4.1 37

#: p<0.05 (Significant difference from control group)

D: Dunnett’'s test



R-1069

Table 9-6 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Organ weight of female rats (Satellite group, end of administration period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
ng/kg g g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 291 1.98 17.2 15.2 346 .98
S.D. 17 0.05 1.6 0.5 63 0.06
No. 5 5 5 5 5 5
1000 Mean 306 1.95 18.1 17.2 311 1.00
S.D. 13 0.03 4.8 2.1 43 0.09
No. S 5 5 5 5
Relative 0 Mean 0.68 5.9 5.2 119 0.34
§.D. 0.04 0.4 0.2 20 0.03
No. 5 5 5 5 5
1000 Mean 0.64 5.9 5.6 102 0.32
S.D. 0.03 1.5 0.5 17 0.02

No gignificant difference between treated group and control group.
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Table 9-7 A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats
Organ weight of female rats (Satellite group, end of administration period)
\ Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) {R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/L00g BW) mg(mg/l00g BW) mg(mg/100g BW)
No. 5 5 S 5 5 5
Absolute 0 Mean 7.89 0.64 2.04 74 99.4 666
S.D. 0.49 0.07 0.10 7 14.2 94
No. 5 5 5 5 5 5
1000 Mean 8.12 0.65 2.09 77 94.9 631
S.D. 0.55 0.04 0.18 7 19.3 108
No. 5 5 5 5 5 5]
Relative 0 Mean 2.64 0.22 0.70 26 34.4 228
S.D. 0.14 0.02 0.04 3 6.5 26
No. 5 5 5 5 15} 5
1000 Mean 2.65 0.21 0.68 25 31.0 208
S.D. 0.09 0.01 0.04 -2 6.0 42

No significant difference between treated group and control group.
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Table 9-8 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Organ weight of male rats (End of recovery period)
Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
ng/kg g g(g/100g B¥) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW) g(g/100g BW)
No. 5 s 5 5 5 5
Absolute 0 Mean 509 2.19 14.0 23.7 264 1.55
S.D. 30 0.06 1.5 3.3 40 0.14
No. 5 54 5 5 5 5]
1000 Mean 536 2.16 16.3 21.9 274 1.46
S.D. 39 0.09 2.7 3.0 50 0.11
No. 5 5 5 5 5
Relative 0 Mean 0.43 2.8 4.6 52 0.30
5.D. 0.03 0.4 0.8 7 0.02
No. 5 5 5 5 5
1000 Mean 0.40 3.1 4.1 51 0.27
S.D. 0.03 0.4 0.7 8 0.02

No significant difference between

treated group and control group.
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Table 9-9 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethaneésulfonic
acid by oral administration in rats
Organ weight of male rats {(End of recovery period)
Liver Spleen Kidney Adrenal ) Seminal Prostate
Dose (R+L) (R+L) vesicle
mg/kg g(g/100g BW) g{g/100g BW) g(g/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BW)
No. 5 S 5 5 5 5
Absolute 0 Mean 13.31 0.75 3.57 59 1.90 1.40
S.D. 1.28 0.06 0.14 11 0.25 0.12
No. 5 5 5 5 5 5
1000 Mean 13.21 0.80 3.40 87 1.96 1.33
S.D. 1.70 0.12 0.14 13 0.21 0.19
No. 5 5 5 5 5 5
Relative 0 Mean 2.61 0.15 0.70 i2 0.38 0.27
S.D. 0.15 0.02 0.03 2 0.05 0.02
No. 5 5 5 5 5 5
1000 Mean 2.46 0.15 0.64+ 12 0.37 0.25
S.D.

0.17 0.01 0.03T 2 0.06 0.05

+: p<0.05 (Significant difference from control group)

T: Student's t-test
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Table 9-10 A combined repeated-dose/reproductive-dévelopmental toxicity study of 2-aminocethanesulfonic
acid by oral administration in rats

Organ weight of male rats (End of recovery period)

Testis Epididymis
Dose (R+L) (R+L)
mg/kg g(g/100g BYW) mg(mg/100g BW)
No. 5 5
Absolute 0 . Mean 3.49 1462
S.D. 0.31 95
No. 5 b5
1000 Mean 3.34 1435
S.D. 0.18 105
No. 5 b
Relative 0 Mean 0.68 288
S.D. 0.05 15
No. 5 5
1000 Mean 0.62 268»
S.D. 0.04 12T

#: p<0.05 (Significant difference from control group)
T: Student's t-test
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Table 9-11 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Organ weight of female rats (End of recovery period)

Body Brain Pituitary Thyroid Thymus Heart
Dose weight (R+L)
ng/kg g g{g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/l00g BW) g(g/100g BW)
No. |5 S 5 5 5 5
Absolute 0 Mean 309 2.07 17.4 17.3 293 0.94
S5.D. 32 0.09 2.4 4.0 53 0.07
No. 5 [ 5 5 5 5
1000 Mean 294 2.05 19.6 18.4 235 0.93
S.D. 25 0.06 2.0 2.7 40 0.10
No. 5 5 5 5 5
Relative 0 Mean 0.67 5.6 5.6 95 0.30
S.D. 0.06 0.4 1.0 16 0.02
No. S 5 5 S 5
1000 Mean 0.70 6.7 6.3 81 0.31
S.D. 0.07 1.1 0.8 18 0.01

No significant difference between treated group and control group.
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Table 9-12 . A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Organ weight of female rats (End of recovery period)
Liver Spleen Kidney Adrenal Ovary Uterus
Dose (R+L) (R+L) (R+L)
mg/kg g(g/100g BW) g(g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/100g BW) mg(mg/100g BW)
No. 5 5 5 5 5 5
Absolute 0 Mean 7.93 0.56 2.09 75 96.6 543
S.D. 1.13 0.08 0.24 10 15.6 44
No. 5 5 5 5 5 5
1000 Mean 7.38 0.51 2.06 82 94.9 852#%
S.D. 0.95 0.04 0.04 11 12.4 116AT
No. 5 5 5 5 5 5
Relative 0 Mean 2.56 0.18 0.68 24 31.3 176
S.D. 0.13 0.04 0.05 1 4.3 14
No. 5 5 5 5 5 5
1000 Mean 2.51 0.18 0.70 28 32.4 292%+
S.D. 0.15 0.02 0.07 5 4.0 45AT

##: p<0.01 (Significant difference from control group)
AT: Aspin-Welch t-test
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Table 10-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Gross pathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose(mg/kg) : 0 100 300 1000

Findings Number: 7 12 12 7
Epididymis

Focus,white 0 ¢ 1 0
Intestine, ileum(Peyer's patch)

Diverticulum 0 1 0 0
Kidney

Dilatation,pelvic 0 1 0 0
Lung(bronchus)

Focus,dark red 0 1 0 0
Stomach

Focus,dark red,glandular stomach 1 1 0 0

M : Male



R~1069

Table 10-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
.acid by oral administration in rats

Gross pathological findings (End of administration period (D42))

Organs Sex: F F
i Dose(mg/kg) : 0 1000
Findings Number : 5 5
Stomach
Focus,dark red,glandular stomach 1
Uterus
Nodule 1

F : Female
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Table 10-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Gross pathological findings (End of administration period (L4))

Organs Sex: F
Dose(mg/kg): 100 300
Findings Number: 1

NO
[y
O
ot
N
o
[}
O
=3

Intestine,ileum(Peyer’'s patch)
Diverticulum
Kidney
Focus,depressed
Cyst
Spleen
Dysplasia
Stomach
Focus,dark red,glandular stomach
Focus,raised, forestomach
Urinary bladder
Dilatation
Uterus
Cyst

O OO H OFH O
P O W O OO0 =
O C O O OO O
O O OO0 O MO O

F : Female
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Table 10-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Gross pathological findings (End of recovery period)

Organs Sex: M M F F

Dose{mg/kg}: 0 1000 0 1000

Findings Number: 5 5 5 5
Stomach

Focus,dark red,glandular stomach 1 0 1 1

M : Male, F : Female
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Table 10-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Gross pathological findings (Undelivered)
Organs Sex: ¥
Dose(mg/kg) : 1000
Findings Number: 1
All tissues
Not remarkable 1

F : Female
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Table 11-1 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: M M
L. Dose{(mg/keg): 0 100 300 1000
Findings Number: 7 12 12
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebellum(pons)
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Epididymis
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Granuloma, spermatic
mild
Eye
Number examined
Not remarkable
Dysplasia,retinal
minimal
Heart .
Number examined
Not remarkable
Cell infiltration,focal
minimal
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine, ileum(Peyer's patch)
Number examined
Not remarkable
Diverticulum,Meckel's
mild
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
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M : Male
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Table 11-2 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex:
Dose(mg/kg):
Findings Number:

~o=R
e
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NORE
[
i=
<

M
1000
7

Intestine, rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Dilatation,pelvic
mild
Regeneration, tubular
minimal :
Mineralization,pelvic
minimal
Mineralization, interstitial
minimal
Liver
Number examined
Not remarkable
Microgranuloma
minimal
Lung{bronchus)
Number examined
Not remarkable
Mineralization,arterial wall
minimal
Hemorrhage,focal
minimal
Cell infiltration,alveolar,focal

mi
Lymph node,mesenteric

Number examined

Not remarkable
Lymph node, submandibular

Number examined

Not remarkable
Mammary gland,inguinal

Number examined

Not remarkable
Pancreas

Number examined

Not remarkable

Atrophy,acinar,focal

minimal

Parathyroid

Number examined

Not remarkable
Pituitary

Number examined

Not remarkable
Prostate

Number examined

Not remarkable

Cell infiltration, inflammatory

minimal
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M : Male
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Table 11-3 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: M M M M
Dose(mg/kg): 0 100 300 1000
Findings Number: 7 12 12 7

Prostate (continued)
Cell infiltration,inflammatory (continued)

Number examined
Not remarkable
Urinary bladder
Number examined
Not remarkable

mild 3 0 0 1
Salivary gland,submandibular
Number examined 7 0 0 7
Not remarkable T 0 0 7
Sciatic nerve
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Seminal vesicle(coagulating gland)
Number examined 7 0 ¢} 7
Not remarkable 7 0 0 7
Spinal_ cord,thoracic
Number examined i 0 0 7
Not remarkable 7 0 0 7
Spleen
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Stomach
Number examined 7 1 0 7
Not remarkable 6 0 0 6
Cell infiltration,mucosal 0 0 0 1
mild 0 0 0 1
Erosion,glandular stomach 1 1 0 0
minimal 1 1 0 0
Testis
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Thymus
Number examined 7 0 0 7
Not remarkable 7 0 0 7
Thyroid
Number examined T 0 0 7
Not remarkable 6 0 0 3
Remnant,ultimobranchial body 1 0 [¢] 4
minimal 1 0 0 4
Trachea
7 4] 0 7
7 0 0 7
7 0 0 7
7 0 (4] 7

M : Male
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Table 11i-4 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs Sex: F F
L Dose(mg/kg): 0 1000
Findings Number: 5 5
Adrenal
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow,femoral
Number examined 5 5
Not remarkable 5 5
Bone+Bone marrow,sternal
Number examined 5 5
Not remarkable 5 5
Cerebellum(pons)
Number examined 5 5
Not remarkable 5 5
Cerebrum
Number examined 5 5
Not remarkable 5 5
Eye
Number examined 5 5
Not remarkable 5 5
Heart
Number examined 5 5
. Not remarkable 5 5
Intestine, duodenum
Number examined 5 5
Not remarkable 5 5
Intestine, jejunum
Number examined 5 5
Not remarkable 5 5
Intestine,ileum(Peyer's patch)
Number examined 5 5
Not remarkable 5 5
Intestine,cecum
Number examined 5 5
Not remarkable 5 S
Intestine,colon
Number examined 5 5
Not remarkable 5 5
Intestine,rectum
Number examined 5 5
Not remarkable 5 5
Kidney
Number examined 5 5
Not remarkable 5 5
Liver
Number examined 5 5
Not remarkable 2 1
Necrosis,focal 0 1
mild 0 1
Microgranuloma 3 3
minimal 3 3

F : Female
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Table 11-5 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats )

Histopathological findings (End of administration period (D42))

Organs Sex: F F
Dose{mg/kg) : 0 1000
Findings Number: 5 5
Lung(bronchus)
Number examined 5 5
Not remarkable 5 S
Lymph node,mesenteric
Number examined 5 5
Not remarkable 5 5
Lymph node,submandibular
Number examined 5 5
Not remarkable 5 5
Mammary gland, inguinal
Number examined 5 5
Not remarkable 5 5
Ovary
Number examined 5 S5
Not remarkable 5 5
Pancreas
Number examined 5 5
Not remarkable 5 5
Parathyroid
Number examined 5 5
Not remarkable 5 5
Pituitary
Number examined 5 5
Not remarkable 5 5
Salivary gland,submandibular
Number examined 5 5
Not remarkable 5 S
Sciatic nerve
Number examined 5 5
Not remarkable 5 S5
Spinal cord,thoracic
Number examined 5 5
Not remarkable 5 5
Spleen
Number examined 5 5
Not remarkable 2 1
Pigmentation 3 4
minimal 3 4
Hematopoiesis,extramedullary 1 0
minimal 1 0
Stomach
Number examined 5 5
Not remarkable 4 4
Frosiocn,glandular stomach 1 1
minimal 1 1
Thymus
Number examined 5 5
Not remarkable 5 5

F : Female
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Table 11-6 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (D42))

Organs

[
(=]
=]
(=]

Sex:
. Dose(mg/kg) :
Findings Number:

Thyroid
Number examined
Not remarkable
Remnant,ultimobranchial body
minimal
Trachea
Number examjined
Not remarkable
Urinary bladder
Number examined
Not remarkable
Uterus
Number examined
Not remarkable
Cyst,epidermal
mild
Vagina
Number examined
Not remarkable
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F : Female
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Table 11-7 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (L4))

Organs Sex: F F F F
. Dose(mg/kg): 0 100 300 1000
Findings Number: 12 12 12 11
Adrenal :
Number examined 12 0 0 11
Not remarkable . 6 0 0 5
Hypertrophy,cortical cell 6 0 0 6
minimal 3 0 o] 2
mild 3 0 0 4
Bone+Bone marrow,femoral
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Bone+Bone marrow,sternal
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Cerebellum(pons)
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Cerebrum
Number examined 12 0 0 11
E Not remarkable 12 0 0 11
ye
Number examined . 12 0 0 11
Not remarkable 12 0 0 10
Dysplasia,retinal 0 0 0 1
mild 0 0 0 1
Beart
Number examined 12 0 0 11
Not remarkable 12 0 o] 11
Intestine, duodenum
Number examined 12 0 0 11
Not remarkable 11 0 0 11
Erosion 1 0 0 0
minimal 1 0 0 0
Intestine, jejunum
Number examined 12 0 0 11
Not remarkable ) 12 0 0 11
Intestine, ileum(Peyer's patch)
Number examined 12 1 0 11
Not remarkable 12 0 0 11
Diverticulum,Meckel's 0 1 0 0
mild 0 1 0 0
Intestine,cecum
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Intestine,colon
Number examined 12 0 0 11
Not remarkable 12 0 4] 11
Intestine,rectum
Number examined 12 0 0 11
Not remarkable 12 0 4] 11

F : Female
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Table 11-8 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period (L4))

Organs Sex: F F F
L Dose(mg/kg) : 0 100 300 1000
Findings Number: 12 12 2 11
Kidney
Number examined 12 0 0 11
Not remarkable 10 0 0 10
Cyst [} 0 0 1
mild 0 0 0 1
Regeneration, tubular 1 0 0 0
minimal 1 0 0 0
Fibrosis,focal 1 0 0 0
mild 1 0 0 0
Liver
Number examined 12 0 0 11
Not remarkable 5 0 0 4
Hematopoiesis,extramedullary 3 0 0 4
minimal 3 0 0 4
Microgranuloma 4 0 0 4
minimal 4 [¢] 0 4
Lung(bronchus)
Number examined 12 0 0 i1
.Not remarkable 12 0 0 10
Mineralization,arterial wall 0 ) 0 1
minimal 0 0 0 1
Lymph node,mesenteric
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Lymph node,submandibular
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Mammary gland,inguinal
Number examined 12 0 0 11
Not remarkable 12 0 0 9
Cell infiltration 0 0 0 2
minimal 0 Y] 0 2
Ovary
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Pancreas
Number examined 12 0 0 11
Not remarkable 10 0 0 11
Cell infiltration,interstitial 1 0 0 0
minimal 1 0 0 0
Decreased zymogen granule 1 0 0 0
mild i 0 0 0
Parathyroid
Number examined 12 0 0 11
Not remarkable 12 [4] 0 11
Pituitary
Number examined 12 (1} 0 11
Not remarkable 11 (o} 0 11
Aberrant craniopharyngeal tissue 1 0 0 0
minimal 1 V] 0 0
Salivary gland, submandibular
Number examined 12 0 0 11
Not remarkable 12 0 0 11

F : Female
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Table 11-9 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of administration period {(L4))

Organs Sex: F F F F
. Dose(mg/kg): 0 100 300 1000
Findings Number: 12 12 12 11
Sciatic nerve
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Spinal cord,thoracic
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Spleen
Number examined 12 0 0 11
Mineralization 1 0 0 0
minimal 1 [0} 0 0
Hematopoiesis,extramedullary 12 0 0 11
minimal 2 0 0 3
mild 10 0 0 8
Dysplasia 1 0 0 0
mild 1 0 0 [o}
Capsulitis 1 [0} 0 (o}
mild 1 ¢} 0 (o}
Stomach
Number examined 12 4 1 11
Not remarkable 12 ] 0 11
Erosion,glandular stomach 0 3 1 ]
minimal 0 3 1 0
Hyperplasia,squamous,focal 0 1 0 ]
mild 0 1 0 0
Thymus
Number examined 12 0 0 11
Not remarkable 7 0 0 8
Atrophy 5 0 [} 3
minimal 3 [1] 0 2
mild 2 0 0 1
Thyroid
Number examined 12 0 0 11
Not remarkable 10 0 0 9
Remnant,ultimobranchial body 2 0 0 2
minimal 2 0 0 2
Hyperplasia,C cell,focal 0 0 0 1
minimal 0 0 0 1
Trachea
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Urinary bladder
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Uterus
Number examined 12 1 0 11
Not remarkable 12 0 0 11
Dilatation,glandular,cystic ] 1 0 0
mild 0 1 0 0
Vagina
Number examined 12 0 [o] 11
Not remarkable 12 0 0 11

F : Female
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Table 11-10 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (End of recovery period)

Organs Sex: M M F F

Dose(mg/kg}: 0 1000 0 1000

Findings Number: 5 5 5 5
Stomach

Number examined 1 0 1 1

Erosion, glandular stomach 1 0 1 1

minimal 1 0 1 1

M : Male, F : Female
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Table 11-11 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (Undelivered)

Organs Sex: . F

L Dose(mg/kg): 1000

Findings Number: 1
Adrenal

Number examined
Not remarkable
Bone+Bone marrow, femoral
Number examined
Not remarkable
Bone+Bone marrow,sternal
Number examined
Not remarkable
Cerebelium{pons)
Number examined
Not remarkable
Cerebrum
Number examined
Not remarkable
Eye
Number examined
Not remarkable
Heart
Number examined
Not remarkable
Intestine, duodenum
Number examined
Not remarkable
Intestine, jejunum
Number examined
Not remarkable
Intestine,ileum(Peyer's patch)
Number examined
Not remarkable
Intestine,cecum
Number examined
Not remarkable
Intestine,colon
Number examined
Not remarkable
Intestine,rectum
Number examined
Not remarkable
Kidney
Number examined
Not remarkable
Liver
Number examined
Microgranuloma
minimal
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F : Female
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Table 11-12 ' A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Histopathological findings (Undelivered)

Organs Sex: F

Dose(mg/ke): 1000

Findings Number: 1
Lung{bronchus)

Number examined
Not remarkable
Lymph node,mesenteric
Number examined
Not remarkable

Lymph node,submandibular
Number examined
Not remarkable

Mammary gland, inguinal
Number examined
Not remarkable

Ovary
Number examined
Not remarkable

Pancreas .

Number examined
Not remarkable

Parathyroid
Number examined
Not remarkable

Pituitary
Number examined
Not remarkable

Salivary gland,submandibular
Number examined
Not remarkable

Sciatic nerve
Number examined
Not remarkable

Spinal cord,thoracic
Number examined
Not remarkable

Spleen
Number examined
Pigmentation

minimal

Stomach
Number examined
Not remarkable

Thymus
Number examined
Not remarkable

Thyroid
Number examined
Not remarkable
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F : Female
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Table 11-13 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Histopathological findings (Undelivered)
Organs Sex: F
L. Dose(mg/kg) : 1000
Findings Number : 1
Trachea
Number examined 1
Not remarkable 1
Urinary bladder
Number examined 1
Not remarkable 1
Uterus
Number examined 1
Not remarkable 1
Vagina
Number examined 1
Not remarkable 1

F : Female



Table 12 A combined repeated-dose/reproductive-developmental toxicity study of 2-amincethanesulfonic
acid by oral administration in rats

Estrous cycle in female rats during the pre-mating period

R-1069

Count of estrus Mean duration
Dose No. of of cycles
ng/kg animals 0 1 2 3 4 Mean+S.D. Mean+S.D.

0 12 0] 0 2 8 2 3.0+0.8 4,2+0.4
100 12 0 0 0 9 3 3.3+0.5 4.1+0.2
300 12 0 1 0 5 6 3.8+0.9 4.2+0.4

1000 12 Q 0 0 6 6 3.56+0.5 4.1+0.3

No significant difference in any treated groups from control group.



Table 13

A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Mating and fertility of animals

Male Female
Days until Copulation Insemination - Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
ng/keg males Mean+S.D. (%) a) (%) b) females Mean+S.D. (%) a) (%) ¢)

0 12 1.8+0.9 12/12(100.0) 12/12(100.0) 12 1.8+0.9 12/12(100.0) 12/12(100.0)
100 12 2.3+1.5 12/12(100.0) 12/12(100.0) 12 2.3+1.5 12/12(100.0) 12/12(100.0)
300 12 2.9+1.1 12/12(100.0) 12/12(100.0) 12 2.941.1 12/12(100.0) 12/12(100.0)

1000 12 2.9+1.1 12/12(100.0) 11/12( 91.7) 12 2.9+1.1 12/12(100.0) 11/12( 91.7)

a): (No. of copulated animals / No.

of mated animals) X 100

b): (No. of males which impregnated females / No. of copulated males) X 100
of copulated females) X 100

¢): (No. of pregnant females / No.
No significant difference in any treated groups from control group.
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Table 14 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Delivery data on dams

No. of No. of
No. of females Delivery Gestation No. of implan- Implan- No. of No. of Live birth

Dose pregnant with index length corpora tation tation stillborns liveborns index
mg/ke females liveborns % a) in days lutea sites index % b) (%)c) % d)

Total 12 12 100.0 195 191 2 178
0 Mean 21.8 16.3 15.9 97.9 ( 1.0) 14.8 93.5
S.D. 0.4 1.8 1.9 3.1 ( 2.3) 1.5 6.4

Total 12 12 " 100.0 183 178 4 160
100 Mean 21.8 15.3 14.8 97.2 ( 2.1) 13.3 89.5
S.D. 0.4 2.9 2.9 3.7 ( 4.0) 3.1 11.5

Total 12 12 100.0 204 201 2 187
300 Mean 21.6 17.0 16.8 98.5 ( 1.0) 15.6 892.9
S.D. 0.5 1.8 1.5 2.8 ( 2.4) 1.8 5.0

Total 11 11 100.0 177 176 .0 166
1000 Mean 21.7 16.1 18.0 99.4 ( 0.0) 15.1 94.3
S.D. 0.5 1.5 1.5 1.9 ( 0.0) 1.7 5.2

a): (No. of females which delivered liveborns / No. of pregnant females) X 100
b): (No. of implantation sites / No. of corpora lutea) X 100

c): {No. of stillborns / No. of liveborans and stillborns) X 100

d): (No. of 1liveborns / No. of implantation sites) X 100

No significant difference in any treated groups from control group.
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Table 15 A combined repeated-dose/reproductive-developmental toxicity study of Z-aminocethanesulfonic
acid by oral administration in rats

Sex ratio and external examination of pups

Liveborns Sex ratio of Day 4 Sex ratio of External c¢)
liveborns live pups abnor-
Dose No. of No. of No. of at birth No. of No. of on day 4 malities
mg/kg dams males females a) males females b) (%)d)
Total 93 85 90 81 0
0 12 Mean 7.8 7.1 0.52 7.5 6.8 0.52 ( 0.0)
S.D. 2.5 2.1 0.15 2.5 2.1 0.15 { 0.0)
Total 82 78 80 76 0
100 12 Mean 6.8 6.5 0.52 6.7 6.3 0.52 { 0.0)
S.D. 1.9 2.4 0.12 1.8 2.5 0.13 { 0.0)
Total 90 97 87 94 0
300 12 Mean 7.5 8.1 0.48 7.3 7.8 0.48 ( 0.0)
S.D. 2.1 1.4 0.10 2.0 1.4 0.10 (" 0.0)
Total 88 78 87 77 0
1000 11 Mean 8.0 7.1 0.53 7.9 7.0 0.53 ( 0.0)
S.D. 2.1 1.5 0.11 2.1 1.3 0.10 ( 0.0)

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

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

c¢): No. of liveborns with external abnormalities

d): (No. of liveborns with external abnormalities / No. of liveborms) X 100
No significant difference in any treated groups from control group.
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Table 16 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats
Viability index of pups
Viability
No. No. of live pups index on
Dose of postnatal
mng/kg dams Day O Day 4 day 4 % a)
Total 12 178 171
[ Mean 14.8 14.3 96.1
$.D. 1.5 2.1 9.6
Total 12 160 156
100 Mean 13.3 13.0 97.7
S.D. 3.1 3.0 4.3
Total 12 187 181
300 Mean 15.6 15.1 97.1
S.D. 1.8 1.4 4.6
Total 11 166 164
1000 Mean 15.1 14.9 99.0
5.D. 1.7 1.4 2.3

a): {No. of live pups on day 4 / No. of liveborns on day 0) X 100

No significant difference in any treated groups from control group.
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Table 17 A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic
acid by oral administration in rats

Body weight of pups

Male Female
Dose
mng/kg 0 4a) Gain 0 4a) Gain
No. 12 12 12 12 12 12
0 Mean 6.7 9.7 3.1 6.4 9.4 3.0
S.D. 0.5 1.3 1.0 0.6 0.8 0.6
No. 12 12 12 12 12 12
100 Mean 6.8 10.7 3.9+ 6.5 10.1 3.6
S.D. 0.6 1.3 0.8D 0.6 1.4 0.9
No. 12 12 12 12 12 12
300 Mean 6.4 9.3 2.9 6.0 8.8 2.8
S.D. 0.4 0.8 0.6 0.3 0.7 0.6
No. 11 11 11 11 11 11
1000 Mean 6.5 2.6 3.1 6.2 9.1 2.9
$.D. 0.4 0.8 0.6 0.4 0.7 .4
Unit: g

No.: No. of dams

a): Postnatal day

%: p<0.05 (Significant difference from control group)
D: Dunnett's test



A combined repeated-dose/reproductive-developmental toxicity study of 2-aminoethanesulfonic

R-1069

Table 18
acid by oral administration in rats
Gross pathological findings in pups on postnatal day 4
Dose (mg/kg) 0 100 300 1000
Male
No. of pups examined 90 80 87 87
No. of pups with abnormal findings 0 [} 0 0
Female
No. of pups examined 81 76 94 77
No. of pups with abnormal findings 0 0 0 0
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