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Tables 1 ~3
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NNE-PUAFLAY LTI vEROF T R (LUTF TMAH &B8EE) @ Sprague-Dawley
F [Crj:CDSD)IGS, SPF]l T v MBI A2E2MBROREEMHABRZERL /2,

1BES DS/ 5 5 BEOHET v b TMAH 10, 15, 23, 34 LU 50 mg/kg %
bPLD 5 BEEME D v H iz TMAH 23 mg/kg 22 ZThEBZEORS L., BEFE 1 H
#5H) »oAHMBEZITV., EEFAIICOWTIIREEISBICERL THRLL,

ZORER, BT 34 mg/ks BEHO LB LT 50 ng/ks SO 4 FINRSHIITE
Cl7, ETHITREREBOBD . BEET. ¥BEH 5 VIEHAESS SN, 50 ng/ke
REBOETH TIIMA THITRHA, BRMEERR, Jil. BMEERSENL LN, £FL
fz 50 mg/kg WEBHO I PITHLRRDFRN S50, 34 m/kg WEHTHL¥EREH 5
H5WIARE. BREHORED. KERET. MARERENL N, £/, 23 ng/ke
REBDO AP TLHED 5 WIIHARNMRE I W,

HRLUIED 34 ng/kg BIRFDO IFB LY 50 ng/ke BMEPOEF L 1 HITE, &
ZBLHIHEOELH 2 WITBIMTHIASA o, €0BRIEBAERMNNA Shioh, BR
BIHHICEOTHZDEHAREIMOBSHOLHREIZIIES LD 5T,

D 23 mg/kg BEBETIR. | FTHRERICEEEHORY . XRBLUBERIS SN,
HES 2 BICHRERBNIRINS oNcd, Mo 4P TidREec T NEZELIEED Sniedh 5
72,

FEURES 5 WIEBEFISB T > 2B TE, ML oI E LR onizh

>71z,

honz ek, KEBEGTICHITA TMAH DHETD LDso 1. 34 mg/kg 5
50 mg/kg OEITH B LHRTE Tz,



€23

Il
[

NMELE-RYAFLAS LTI ERDFY N (BIT TMH CBEEE) D7 v MBS E
PO SO LDso F 50 mg/kg THAHZ LPMEINTVWE (HBMEIRBTEY) .
4, 0ECD BIE(tEMELTEMARFICRIEMHHAETO R LT, TMH OR2MHR
DERERLDHIZ, Ty MNIBTARMEROKSBEUSABREERLI-OT, TOMRE
WET B

ARAEBRIT. OBCD {L¥EHBEHBRET A FF5 4 » T[401] UK OEMEAR (1987F
2 A2BEHD 1 BE EFEWE GLPy (RERISE 3 H31H. RIRFEFIS, EX
2295 H9R/FHE85S . BBMEIELIHISHGUE. REMBIS, HEHIBS., 63FFH
8235 ) ICHEHL L THEREL 12,



| 5] %)

. #HBYE

BWEBRMEL LT, LL-PYAFLAS Y T7I Ve FOF o F (T TMH EBEE) #
Huwiz, XEBYWE ., 22 KBILT N7 AFLT7 vE=LEML, BE1IG
N, N, N-TrimethyImethanaminium hydroxide ©a& b, CAS No. 75-59-2. F & 91,03,
AFR CHNO THS, TMAH ORERE LU FioRT,

RE (CH,)«NOH

AABRRICIT. KRB EIN TMAH @ 20, 19wt%KBER (ov MES

) BHOz, REIN/IKERSECEAOEAE T, AP & L THREER 3 ppn.
AL 0.17 ppm ZEH L TW Iz, SZHUEHEDEIL. ERESE CHBYWEEETEICS
WT., ZRTHREL .

2. RS LORE A

4 BH:D Sprague-Dawley F [Crj:CD(SD)IGS, SPF] M= » b%, HAFr—L 2 -
UN—HXSHARFAET L -2 oBA L. AERE~OILLREZFRTT HHEF
HEE Lz, THEED. B0 RECEERED oninh - 285 # 1 FITHCR
BIZ& B LEX ONBFERIONAONIZDT, ZORREBRICBVE, 7, REITIE,
HE25DTHE b PLE F O, HEIAREEE T R ORIERE BRI ERBCBIEAMAREIC L D |
BSOS 5 5 BIcpT., HERAMBSOEWAD S BATIHE Lz, #5H
maEF RIS, MRS HIC 5 BETHh - ()

LEBHMEEL. B ESEREEKRY — Y (220wx270d X 190hmm) 1T 1 PE§ DURES
U, BIERE24+ | T, BUEEES0~65%. HREIEHY 16 /65, PREFIZKERT (7 BE~19
BERULT) (S ncMmBE T, BEAEMN (B2, BAZ L7HRRAAM) B LUk

(E) B AGEH @ 1999% 2 5108
ATTIFPUEY © HE28PT, W 6 PT
ATTHRF{RE : HE 78.3~90.8¢g . W 76.3~86.2¢g
5 H:1999F 2 HITH
W GREAE « B 119.0~135. 1g . HE 109.3~117.5¢



K (BEHKGEREK) FHECENIETEE L, 85, SEMD. A5Z0RE
EoEHEI, thEh 23.5~24.5C, 51.0~67.5% T, BELNEEHE LT L
PodTnafEeRLIcs, | HMUAOERTH O, TNLUSMNIBEEOBRWICS - 12,
o, BHE L7l S K UUKICIABIC KR A R IO O 5 2R AW LD 5 72,

B OEEEIE. SBHORICHEET 2L bRy TR EOBS EM L, F1c,
BT -~ VICEARER OB & L CHBRtEES . BTE, BB LUBMESTIIA
LBt 7 — R st

3. BERAEOHAR

BERAOAB™IC VT, HeWEE B AERAAK (BEFS ; 9707SA. JLBIZEKKX
24) THERLCEBRDEEE L LT 0.25 w/WHEBEBRTHAE L, 2hrEsaKie
L VBRBEFRL CEBEOKERZHAM U, ARSESHICIT> .
BEEORGHBRATOFEBRMEOZEBZHEL . REEBENICH L L #HERAL
(Appendix A) . FARBAPOEENBEDORE X, WEEIC L DRE L/ (Appendix B)
BH., KRGBEZBRTHS e o, H—MHEBRIEREL 2d -7, £o. FERY
BOBHEDOLZEM FHERT 51 DDRIMEOHEIAFRETH 5700, BEUABRIIERE
Lizh otz

4. BEBORES L UHRSGHE

ARBICH T BH5RIT. REEFFEOHOTFHAR (ABETEES : A-98-026) O
FRIIETOTRELZ, $748b5, 50 LU 100 ng/kg D5 THEHEL2EHINFETL .,
25 mg/kg EPETHLUE, ¥R, BREPORBISIFBDoncc v o, I
() (220w T, 100 150 23, 34 B & 50 mg/kg (AHH 1.5) 05 AR FHRE
Uiz, £72, FRARTEHS I BMERED ORGP I2 D BT DO T,
23 mg/kg D1 HEEZHRE LT,

BSHERITAE 1 kg7 200l &L, BPeNI8FHERI &K, K5EM
CRE L AERRICRSRESER L, 7 FHEEEAOCRRIICEEROES L
foo B 5IIFATI08E319 ~ 10BED5 D ORI IT WV MRS H 3 BRIcTT - 72,

EROBSHE. BREE. BE. R5EES LUBNESIREOAN TH 5.



"E5MHE BRG5ERE ®BE #R5EE BHES

(mg/kg)  (w/v¥) (mL./kg) HE tf
TMAH 10 0.05 20 1~5
TMAH 15 0. 075 20 6 ~10
TMAH 23 0.115 20 il~15 26~30
TMAH 34 0.17 20 16~20
TMAH 50 0.25 20 21~25

h. BEB LUME

BES 1 H (BEH) »oUEMICh > TREOEREZHRL . ZBHO—IFREx
BE Lz, BRIBSHCSOTEBRSEED> S | BT CHEEL TTO. 20%ITERS
%6 R T 1 ISR TREL . BEB2HSI5HETRER 1 BT 7,

GEIIEFEFICOVT, BEER. BEFE2. 4. 8. IIBLTIHHICAEL. FECH
WKOWTHETRERICHE L.

BiRRiZ, FECHITRILCRREB O RAER M, EEFTREESISPICR Y MLE
=+ F U LREET CRIER L TEREL /. SRR, B, TEA, MR, OR.
ffi. PR, ESRE. PR, RERE. EJESS. TR, TR, BIB. KBk, [E. BE. H
L. BEMt. BREK (N—9—MR2E0) . KE. LR, SERS L UBREIRY /3. Ki#
BEHS L UEORREER T/, 2N56DH 5, 50 mg/kg RSHOED 2 F (B9
FS 1 21, 22) oW O B, BPIE. B, BEE S UEZE 0IM U CBEEE10% 5
L= U UERTEELR, BB, FRICB0T, ECHABSLUTEEN B ITREERED S
NighoteZ &h b, MBERBIERL D ST,

6. 7 — 5Tk
FREOHEMICO>WT, FIIES I VRRREZ KDz, £/ EORETEHN 0%
i 1009 DRSS I BLLEFE L B D o o2 &0 6, LDse WEH LRI T,



EF &1

L. ETE¥ (Table 1)

HETIE. 34 mg/kg |5 D | PINTRGHE 6 BFHICIET L. 50 ng/kg 58D 2 i H
5% 1 BRLIAE, REEO 2 P15 540 2 RBIEINICIET Lic, 1 23 ng/ke 58
TIRFTH I A onlgh -7z,

2. —HLIREE (Table 2-1, 2-2)

BT, 10 35015 ng/ke BEREE b0, BEMWZE U C—BREICRR I
BboNRM T,

23 mg/kg HER TR, XRA I FITEHHESER | BELUAL, 3FiTlRE%H2
~ JBFMEICFI L. #9 IR LA, |ERV B wIFhoflThiEk L.
1§l Tl —AeRRE I BE A SN - T,

34 mg/kg MEB T, 2HTHESEN | KL S EED 5 ZHFENA SN fH,
51 6 BRI IIHE Lz, FEEOMO 3§ KRS 2 W ITBIIRAE 518 2 BRILIA
CEEINED . HREEHORD. WEETHA S0, €09 50 2 FI TGS &
UHERBRER AL Sz, 6280550 1 FlTiR, 2 sOERISHA THITRA.
VE, EEOEANA LN, BB 6BEICFET L, LA, BEIA S Shizfio
1§ CEESE 2 HIcHHEROED Y S o7z Lish, BES 3 QLR - RREICREFITHRE
AN o7z,

50 mg/kg EH TR, AP THRSRZEMUALCEEEHG DR L. HTRE. M
i FERDH 5 N IR, X URESA SNziEd . BRIERS & CHRRE T 3
BT, BEAMIA 20T, KEOEED | ITREIN, 5% | KEUAIC 255, 28
ML 2 FIASE T Lic, ftid 1 Bl Cid, 5% | BRELINICEIRY A o, £ Dk
FEEAGL . BREBORD ., SITRHA. RE. BUERE, BRER, AaETHiA o0k
. F5EY 4R E O3 FRUSAOERZEA L, 5% 5 RFELIEEVEREH O
WL B L UBEBMIAEE I NN, IR ES D oo, BEE2AICE. BREROR
VL UCHERORDMNA oD, BEE 3 HER--BRIRECEE IS ongdr -1,

D 23 mg/kg WERTE. 1HTHRSE | FEURNICEREGORHL . ¥RE
LS UBIRDA o ntzA, BEEYIBEICIZ NS OERIEHEL., T0H. BEISS



nf&i)\of:o

3. HREHER (Table 3-1. 3-2)

HTE. 10, 15 LU 23 me/kg EFHE LI, REOHRBICRIT TN EE(E
BoNRD STz,

34 mg/kg |EW TR, BEF2BIC2HTHEIBLOL. 1D 1 I THLEEDNN
HHIA A S, 50 mg/kg BEBHOEHFEL 1T, HES2HCHAE B L
foo TNOMBEHOEFICE T SAEE. £OBREIMER %R LA, BEEISHIZ
BB EBRERIMORSHOFIIRBICEESLd o7,

Mo 23 ng/kg WEBTIE, BREHEZ—BRBIEMALA LN | PIIBES 2
HiCRERIMIRE A o, £ ORAEIEINL 22 BEBISHICBWTHD 4 flo
BEICRESRD o7z, MO 4FTRBTTREELRS ONAD > T2,

4. REFERE
U H 5 WIEESSEICERBL AR TR, HESAORE - EKCEEIRD S

niamn-i-,



(£ #]

TMAH 10, 15, 23, 34 B XU 50 mg/kg % 5:BE D Sprague-Dawley F [Crj:CD
(SDYIGS, SPF] H v blz. 7z, TMAH 23 me/kg % EEHRARFKOME T v b Iz B EI5EH]
BORS LTHER SO ™MAH OFEEREL 72,

ZOFER, HED 34 mg/kg BHHFHO | FlH LT 50 mg/kg 5O 4 PINREHICEL
L7z, BRI CIRERERORD . (FR{ET. FiRdH 2 WIEEARL A Sh, 50 ng/ketk
BORUH TEMA CTHITRA. MAHRR, G, BRERErHontfc, £HFL
7z 50 mg/kg HEBHO 1 FICHRIKDOAELAS o, 34 ng/kg WEHTHLXRH 5
HAHWIIHRE. BREHORD. HRERET. MRMEEEEAA SN/, 720 23 ng/ke
BEHOAFTHXED S WEBREME SNz, ChOOEREESREOEMIE-> T
RERMESARC, HRFF O EVHEAE A O, LHL, FECHICIT - 7Bl i3S
TREZMEEEDONT, FEREZFET 5 2 LBHRZH - T,

B, 10 BLU 15 mg/kg 5B TIE, —BREICELITS SR - T,

BEE2. 4. 8., lIBLUHICHELGFEOHB T, D 34 mg/ks HE5HOD
3B LT 50 mg/kg EBHOEFR L L FITIE. BHES 2 HIZKEDEL D H 5 LILEN
LA o, ZORAEIIEMLIY, BEBISHICS I S EHRERMORSHOF
BB SRD - T2,

o 23 mg/kg WEBTIZ, AFITIEBETNEZERD Shub s, LHITIE
BERICEREHORLY, PR LUHRAA Sh, BEE 2 HICKREEMTH, A 5N
7zo —F. 23 ng/kg BEWOHE TR AP TERYHLNTHEY, TSRO RY
BTO -RIREDOENEEICES LORONMERERLODNEBHSHTRUED oA LT
NICLTLEIBICEE* 52 5BOELEEZ NG -/,

oDz ELY, ARBEGTICH TS THAH OBETO LDs, (&, 34 ng/kg 2 5

50 mg/kg DEITH S LY NI,



Table 1 Mortality of rats after single oral administration of TMAH

Dose Hours after administration Days of observation
Sex No. of Total
(mg/kg) animals 0~1 2 3 4 5 6 2 3 4 5 6 7 8 9 10 11 12 13 14 15
10 5 0 6 0 0 0 O o 0 0 0 0 0 0 0 O O O @ 0 O 0.5
15 5 0 6 0 0 0 O o 0 0 0o 06 0 0 0O 0 0 O O 0 O 0.5
ale 23 5 0 ¢ 0 0 0 O 6 0 0 0 0 0 0 O O ¢ 0 0 0 O 0,/5
34 5 0 6 0 0 0 1 6 6 0o 0 60 0 O 0 O 0 0 0 0 0 1.5
50 5 2 2 0 0 0 O 6 o 0o 0 0 O O O O 0 0 0 0 0 4,/5
Female 23 5 O 00 000 00000000000 0 0 0 0,5

The first day, the day of administration.



Table 2-1 Clinical findings in male rats after single oral administration of TMAH

Dose Animal Hours after administration Days of observation
Clinical findings
(mg/kg) No. 0~1 2 38 4 5 6 2 3 4 5 6 T 8 9 10~15
1 No abnormality
2 Noabnormality
10 3 Noabnormality
4 Moabnormlity
5 Noabmormality
6 No abnormality
7 Noabmormality T
15 8 Noabnormality
9 Noabmormality
10 Noabmormality T
11 Incomplete eyelid opening - -+ - - - - - - - - - - = -
12 Incomplete eyelid opening - - + + 4+ — - — - — — — — — _
23 13 Incomplete eyelid opening - oo - - - - oo
Eyelid closure - -+ - = - - - - - - - = = -
14 Incomplete evelid opening - - + + + — - — — — - _ _ _
15 Noabnormality oo

+, positive; —, negative; The first day, the day of administration. (continued)



Table 2-1 (Continued-1)

Dose Animal Hours after administration Days of observation
Clinical findings
(mg/kg) No. 0~1 2 3 4 5 6 2 3 4 5 6 7 8 9 10~15
16 Incomplete eyelid opening - + - + + - - - - - - = - - ~
Byelid closure - - 4+ - - = - - - - - = - - _
17 Prone position — + - 4+ + =
Decrease in locomotor activity — + 4+ + 4+ -
Ataxic gait - + - - - -
Clonic convulsion — - 4+ - - +
Hypothermia — - + 4+ + -
Piloerection — - - - + =
Pale skin — - + - = -
Incomplete eyelid opening -~ + + + - -
Eyelid closure — - - - + =
D
34 18 Incomplete eyelid opening ~ + - + + -~ - - - -~ = =~ _
Byelid closure - + + = = = - - - - - . - _
19 Prone position - - 4+ + - - - - - - - = - _ _
Decrease in locomotor activity -+ + 4+ 4+ + - — - = - - = = —
Clonic convulsion - —- 4+ = - = - _
Hypothermia - + - = - = - - - - - - - - -
Incomplete eyelid opening + - - + + -~ — e = = = = - _
Evelid closure + + + = - - - - - e e _
Decrease in feces volume 4+ - - - - - - _
20 Decrease in locomotor activity — + 4+ - - - . _
Hypothermia — + - - - - - - - - _— o . - _
Incomplete eyelid opening + + 4+ o+ - - - - = - - - _

+, positive; —, negative; D, death; The first day, the day of administration. (continued)



Table 2-1 {(Continued-2)

Dose Animal Hours after administration Days of observation
Clinical findings
(ng/kg) No. 0~1 2 3 4 5 &6 2 3 4 5 6 T 8 9 10~15

21 Prone position
Decrease in locomotor activity
Ataxic gait
Clonic convulsion
Bradypnea
Hypothermia
Pale skin
Incomplete eyelid opening
Salivation

ot ++++Et+ 4t

22 Prone position — +

Decrease in locomotor activity — +

Ataxic gait — +

Tremor — +

50 Clonic convulsion - -
Bradypnea — +

Hypothermia — +

Incomplete evelid opening + -~

Decrease in feces volume + - - - - - - - —

23 Prone position
Decrease in locomotor activity
Ataxic gait
Clonic convulsion
Bradypnea
Incomplete eyelid opening
Eyelid closure
Salivation

L+ ++ |+ ++
+

+, positive; —, negative; D, death; The first day, the day of administration. (continued)



Table 2-1 (Continued-3)

Dose Animal Hours after administration Days of observation
Clinical findings
(mg/kg) No. 0~1 2 3 4 5 &6 2 3 4 5 6 7 8 9 10~15
24 Decrease in locomotor activity + -
Ataxic gait + —
Clonic convulsion - +
Hypothermia + -
Incomplete eyelid opening + —
Salivation - +
D
50 ----------------------------------------- G gy e e m e e e e e e memamann e
25 Decrease in locomotor activity -+
Ataxic gait +
Clonic convulsion +
Bradypnea +
Hypothermia +
Incomplete eyelid opening +
Salivation +
D

+, positive; —, negative; D, death; The first day, the day of administration.



Table 2-2 Clinical findings in female rats after single oral administration of TMAH

Dose Animal Hours after administration Days of observation
Clinical findings
(mg/kg) No. 0~1 2 3 4 5 6 2 8 4 5 6 7 8 9 10~15
26 No abnormality
27 No abnormality
23 28 No abnormality
29 No abnormality
30 Decrease in locomotor activity + + - - - - U — —
Incomplete eyelid opening + + - = - = - - - - = - = = —
Bvelid closure + - - = = - - - - - - - - = —

+, positive; —, negative; The first day, the day of administration.
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Days of observation

*

No.

Table 3-1 Body weight changes in male rats after single oral administration of TMAH
Animal

Dase
(mg/kg)

954, 2

3.2 1L
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*, the day of administration; unit, g; (), body weight at death; [ ], died day

Mean
S.D.




Table 3-2 Body weight changes in female rats after single oral administration of TMAH

Dose Animal Days of observation
(mg/kg) No. 1 2 4 8 11 15
26 109. 3 125.7 141. 6 164. 9 173.0 192.5
27 110. 0 130. 3 144. 5 169. 7 178. 9 198. 8
28 110. 1 125. 8 140. 3 165. 3 172. 5 191, 3
23 29 117, 5 133. 2 151.1 178. 8 187. 8 207. 4
30 109, 5 116, 3 128. 0 149, 7 156. 6 168, 5
Mean 111. 3 126, 3 141.1 165, 7 173. 8 191. 3
S.D 3.5 6. 4 8.4 10.5 11,4 15. 3

, the day of administration; unit, g
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