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€ #7]

5:8& D Sprague-Dawley 3 [Crj:CD(SD)IGS, SPF] HEZ v bV, 1 HSIEAh SR
BAREIC LN-DAFNAYT 70 (LIT TMA EBBEE) @ 200, 350. 600, 1000
mg/kg # ., EASOME T v b 5L TMA 350 mg/kg &N TN HEBRFIFZOIRS
Lz (B1IH) . 2oRR. BIEAETH S 200 mg/kg HEHT2HLHT L, M
DEREHTH 1 HILFET Lz, £ZTL 200 mg/kg TOFTOHFHERE LU LDso #RD
5 LrBEMIC, HWHESTDTy bE I LIS 5 687, THA @ 125, 200,
320, 512, 820 H & 1310 mg/kg #5 (B2 L& 2AM4ENESHEHRBEERL.
LT DMRER .

THA B 512H T BFETHIE, BT 820 ng/kg ULORARRS THREHICET
TB7)L—7&, 320 ng/kg LTOHETHES 6 HLURICET I A7 LTI 2453h
fzo 512 mg/kg WSHEIWM SN —TICBT RTINS iz, BTE, 512 ng/kg LLE
DRETHREHIFETHHH SN,

BEEFETT V-7 TR, #568 | BRELAIC—RIRESEL L. FERNE T < LR
AE, FRET., BHFEE L/, BREDVOFETCICES F TORMIZ. B5EOWMIHE
> THEL R BIEANA SNz, SRR TE. 201 cRBEMRICEER B oh, —5
DFITER L IEEERE CEIATEDOU LA, AIE S LVIREHE TEOZFE, S Shic,

—%. BEE 6 AUEOEBEMOFEL 7L —7F Tk, BEE2HURICT v L LEH
BZEIh, ECHD | ~ 4 HENC3EBOERELS S0 2 DHIFENTH - 7z, SIETR
Tk, BPBIcr 2B L. BKOBD LN B0 bH -7, BROREBEGIRE I,
BHIEIC) oM, USA. BE. HEMHRGEFOBREOELNS SN/h, HRAFKH
DER*HETE 5 LI RERBOONED oo, £/, BEOBMBICAIR L THER
DELMAE LN, RELED L. WEZNCIRBOSHEIED SN,

AHBREMATICH TS TMA @ LDso 3. BT 396.9 mg/kg (35%EMEFIT 271.0
~580.2 mg/kg) TH b, HWTIT 512~820 mg/kg DEICH B LEZ S/,

- - - - = - -———— = w— ¥ - o = = - B
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NN-DAFNAST T (LUT TMA &B&EE) . FPUAFILTI Vv ELHRL,
BMBEBICIIS DAL, FTABRTIEELRICRESE S ., BEOBMAE*BET 5
MEY THH, 7y MBI AHEEROKRSED LDsy I 500 ng/kg TH B &
WESnTWwWsd?, 5H, 0ECD MELEVMER LM ARFICRIENHEO—RLE
LT, T OREUHEROERZEL2HIZ, Ty MiBT25HBOB5EMRB* X
BLI-OT, TOEREHET 5,

FHRBTE, BEERFENDOFHAR GREEES  A-08-022) OFERIZEIH
T, B (#) 120w 200, 350, 600 H&LTF 1000 mg/kg (A 3) DARBER
EL, HzOoWTE, ASHRBEENREALIODHATLAEVWEZZASNSMAE L LT 350
mg/kg D1 FHEREL THREZIT-72 (B 1H]) . ToFER, HEHNBETICREKBETH
% 200 mg/kg WEBOBIFIH 2HMRHT Lz, 22T, AHBYEOD LD, &R
BHZERENE LT, MR 125, 200, 320, 512, 820 H & U 1310 mg/kg #
58 (DM 1L6) o6 BEORS|RIT-7/2 (B2H) .

AEER L, OECD (EEMERBET A FF7 4~ T1401] 2RO HHAR (1987F
2 A24R%R) 1 B U ¥ E GLP1 (BBFIS94E 3 A31A. BRESINS . BR
552295, 59EEH85S ., BHEIFEIIHISHIMIE. RIEHFE2335. FHEFRISS. 63EHE
8235 ) ICHEHLL TEREL /2,



1. #EmE
BB E LT NN-VAFLATT7IV (LT TMA EBREE) #H W, A%

(7
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BB OEZIE N, V-dinethylmethanamine T3 b . CAS No 75-50-3. /> F& 59.11.

DFR C:HN OF2ETH 5, TMA DEBERXZLTICRT,

& (CHs) 3N
AR IZ I EhiEftani TMA OKEBE (av PEE
SHE 30.8wt%) THW:, ZHELAEBRWEIZ. BREEHOKA T, -

AFHELTOAFLTIVE 10 ppm LIFEHE LT, ZEMB L. (R T

MEZHEREZI VT, BEREL .

2. HHBYS L UEB Gk
4 8% Sprague-Dawley & [Crj:CD(SD)IGS, SPF] > v b %, HEAF v+ —IL R -

IUN—#fASHAREF L 75— oBAL. AERE~OEL LT Z KA T8 BEF
HEB L. THEBR., W0 —RIARRICEFIBL Shad o, BERICIT. HEH0PT
BESSPT (55 1 KA : e ; 2005, M, S5VC. Z5 207 : & ; 30PT. Mt ; 30PC) ZM W, 11
i, BB TROUERE L BICAEIBEBESHEIEIC LD 1B RA 543
ABIZHT, HRBMESOENAN O S LEER Lz, 3283, B & S REKRT
RROJEAREZEICAERNBEEESMEECEI D 1L IEP oA 5 6 BIcn T, 75

FAtER: BT, ML IS BB TH -7 (F)
2EBHEZEL. BYrSERSHEERY —2 (220wx 270d X 190hmm) (2 1 PT¢ DA
L. BEREEMT | T, BEEFEN~65%. BRI H15E, /. BEAI26ME (78~19

() 51 FE2H
v AGIH : 19994 2 A10H 19994 4 B 14H
ATarBS PRy ¢ HE23PT, i 6 pC B33P, HE33PT
ANaTBEAE : 1# 80.8~92.6¢ Mt 80.7~91.6g
[ 75.4~82.1g i 72.3~84.1g
¥ 5 H:1999% 2 A18H 19994 4 A 228
BSRAE ;i 129.3~144.98 H 129.9~149.5 ¢

HE 110.1~126. 2 g

v T ™ — X

I 107.3~130. 78

- Y x T - T — =



RAUT) IChlE s n/-FAEET, BAEN ((E-2. BAZ L7#HAa#) BLUKE
K (BEH/KERGK) #BRICEBRSETHEE L. 46, AEHHED. BFE0RE
EOEHEGZ, tnEh 23.5~25.0C. 51.0~67.5% T, WEIREFELLTHNI
WoRTnsEERLLY. | REILAORKTSH D TSI EEOBEANIZH - 12,
o, MG LIRS SUKICGARIC KB Ry w0 d 2R ADE b -1,
Bo@EASINIE. RBMORBICT7 L bRV T —EDBESE LI, £, &
FET —Vic3@EEERN oM L L THBEHERS . 58, BB LUBYESELAL
TeE A — FEBNT T,

3. BE5BkDOFHS

BSRAOARBICE VT, Z6 LIcHBYEOKEKRZ 5 AK (BEES : 9707SA,
FABEHASH) TERLT, KBWEBE L TH AR TE 10 w/vHiEK %,
B2HAARBRTIE 131 w/HiBEBEE TN ENARML, ChEEHAKCI Y EREL
BEEARL., BRL TRSRKE THl. BEXTTREL, AR IBRICERL,
ARBRICHOCEYERICEILS. 0.08 BLU 10 w/vHOFABEAKICOWLTIE 8 HIE.
15.00 w/ v FEBAEIZONTIR 4 HED, B, BXEHFETTOREMH®HEREL
7z (Appendix A, B) . 7z, EREORIBREIIOVWT, HBYWHOZTEZATL .
REBENICH A2 & #HR L7 (Appendix C. D-1, D-2) . %2, RESHAKE
BRTHBZ DG, H—URBIEREL L -2, ARRETOREBRMEDEBEL, &
27w b 7T 7 OEE L7 (Appendix B),

4. BEROPES LUREHE

FIHIcHTIHERE, HEEXRTFOLHOTHAR GRBREIEES 1 A-08-022) @
FRICESOTHREL., $bb . FHEABRICE VT 250 ve/ke WG H THER
ndnEl A & S, FECA 500 mg/kg (EET /361, #2 /36 LU 1000 mg/ks
(H2/30. 234 oG TEDOSNIZIzH, B (M) 12> T 2000 350,
600 & U 1000 mg/kg (ALY 3) DA HEFRFEL. MicoWTid, Hoh XA
BEUAEBRLIODRTLALWEZEZONSGABEE LT 350 mg/kg D I BEZEREL T
whHEIT- 12 (BLED

Z DR, HED 1000 mg/kg ESRET 5 HI. 600 mg/kg RESBET 3B, 350 mg/kg B 5



BHT2HNRETCL, REAETHS 200 ng/kg REFETL 2FHFET L, #TH 350 mg
/kg /BT IHHMFET LI (WTNOEED 5 Hd) . £ 2T, 200 ng/kg RSB TOIRE
CORBEMEHET S L& 60, AEBHED LD;, 2RODZEZEMEL T, R
125, 200, 320, 512, 820 H &0 1310 mg/kg (ALK 1.6) OBHEZEMEE
Lic (528D .

BREBFBIAHE L kgXi7zch 10nl &L, B RSFIHOIRLBRE S ¥k,
BREERICHE LB ZRICRGHEEBEZHEE L, 7 v PATEZHOTHEBIAYIC BEERE
Of 5 Uic, 5 @FF1 965395~ 9R539 (B 1 H#) B LUFAT9 K165~ 108F12
7 (328D ORMICITYV. BEIIRSR 3 FMIZIT o7,

ERORSME., K58, BE. REFESLIUPPESIROEHTH S,

B’5ME B’ERE BE HEEE BmES
(mg/kg)  (w/v%) (mL/kg) B ]
FIH TMA 200 2 10 1 ~5
TMA 350 3.5 10 b ~10 21~2h
TMA 600 6 10 11~15
TMA 1000 10 10 16~20
FT2H TMA 125 1.25 10 101~105 131~135
TMA 200 2.00 10 106~110 136~140
TMA 320 3. 20 10 111~115 141~145
TMA 512 5. 12 10 116~120 146~150
TMA 820 8.20 10 121~125 I51~155
TMA 1310 13. 10 10 126~130 156~160
5. BIZES kUWE

FIMSELUE2HE S, BEF 1 H (BER) »S4EMICh > CTRTDHFELHE
WL, £BYOHREFBZ Lz, BRIBRS5BCSVTRESHEED S | Bl o
FELTITO, 20®&IERG% 6 M E oW FURMBTERL-, BESE 2800160
TEA 1 BfT>7z, BB BT, FBREIS SNTFlc oW TIRRELABIK (=L
TART 4w 7A@ NA )b - =HHMALH) #HOTEBNS LCEQREE @A,

FERERLIz2FIcoWT, BREER. BEFE 2, 4. 8. IIBLUIHIZHE L,
o, BUMC OV TIRETRRRICHAEZAE L/,

Bk, FETH TIRETRBEEZRAERCHIC, EEFTIREZSEI5HIIN Y MALE
F—)uF b U LB T CHRIMER L TEMR L 72, SRR, B, FEA. IR, DR
Fifi. FPR. BEBR. P, FRAR. AEEES. TH AR, HNRER. BIB. KEIIR. XE. AaE. W



L&, B, BER (N—5—R2 &) . Bl R, s LUBMEY o/ E. AR
FEH. THLURENOARRERE 2T, cnodH 5, ITNORLCEYORE *
0. IMYU VESEEE10% KL< U VIERCTHEE LTz,
BEEERE :
(B 1H) 200 me/kg 58 HE1H (BHES . 5H)
O, B, FPRE. B, M. 5. Wb X UARE
600 mg/kg 5B 16 (BPWES . 12)
O, i PR, BB, W, 5. DB KBS L UKRE
1000 mg/kg RSB # | H (BHES : 16)
O Bl FFBE. B, RED L UE
(/28 320 mg/keg |EE H 1 H (BHHES : 114)
O B, BFIR. EE. MR, 5. B L UKRB
512 mg/kg B 58E M1 H (B)WMES : 117)
O, Fh FFIR. B . 55 L UARE
512 mg/ke Tr5BE H 14| (BHES @ 118)
O Bh FFRR. BB, L F. DB BES JUKEER
820 mg/kg 5B HE 1 H (BHES : 125)
O, Ffi. AT, B, WS L UE
1310 mg/kg 58 16 (ByHES : 129)

H

512 mg/ke 58 W | B (ByhES 1 150)

H

BELZBEOI B, F1IHHD 200 ng/kg HEBHOH 1 F (HYWES: 5H) 0F
BXUMBE. 600 &40 1000 ng/kg HSBOME 1 4] (BPES - 12, 16) OFEB LU
BB, B2HD 320 B LU 512 mg/kg HGHOHS 16 (BHhFES : 114, 118) DF. /)
155 & UM, 512 mg/kg WS HO® | Hl (BHPHFES - 1T OFH L UMM, 820,
1310 mg/kg B SBEDHSE | F) (BHES : 125, 129) LU 512 mg/kg HSEOME 1§l
(EES : 150) OF I >WTHEYREZERL/Z, ThbL. INSOREFREER.
INT T 4 VEBBEELTIAT AR v 2D UREERSERL | AR B
WTZDHBEEE LT,



6. 57— & BITE

FREOREMIZOVTIT. FIESD L EERE % K1,

B IHOETIX, LDy BWEHLAD T,

B2HITIR, BIZDV T probit EIZE Y LD, % I5UEHEIRA & 8 TRz,
HEIZ D W TIRFET RS 0 % /it 100% LI DB BN SBLIT TH > 7278, LDs,
BER LD,



[+ %]

1. FECE
()55 1 # (Table 1-1)

BEHHIZ, 1000 mg/ke REHOHELH B LU 600 mg/kg HESBOE 3 FIATEL L.
BEE 2 HIZ 350 me/keg FRGRFOME 1 HI. 556 HIZ 200 me/kg WEBOB 2. FT
BLTI0HIZIE 350 me/kg WEBOBIETLZH 1 HIFEC L1z,

(2)% 2 8 (Tabte 1-2)

BEHHEIC, 1310 ng/kg BESFEDOMEHLF]. 820 mg/kg HEHOHE 4 Hi, H2H,
512 mg/kg G BEDB 1§, W 2 BIASET Lz, BIRE 2 HIZIE 820 mg/kg REBD
H1H, BEE6HIZIE 512 BLT 320 ng/kg BHEGHOHESR 16, HEBETHLUIH
213 200 mg/kg REBOHENENEN | FIFET- L1,

2. —HERRE
()58 1 A (Table 2-1~2-2)

HED 200 ng/kg BEHTIE, IFTRBLITREENEAONLD > 72A. 2 F
THEFE LA ST v LT (MREFS) "HEIh, BESE4H50W35 HICHHER
AR L . BRES L BICZ 2P THEEOEENA o, BIES6 BIcT L,

o 350 mg/kg WEMTIE. BEBIZ 2HTHEY, 1 FITHEIFBD S0z,
MEE 2RI, 3IFTTy L EHNBEEIN, 2HTIIEHES4H 5036 BICEHEL
fetty 1BITR Ty BLBICNATRESE { Hr o BRER D L, BES 5 HICHHE
EXRA L. BES6 BRHHENAON T, BEETHREC L, —F. fao 1 flT
B, 7y ELBREEINEY -7, BEBHLroBRES S LUHEENRD L
BHESE J BICESORSEN A SN TREFEI0HIZFET L,

D 600 mg/kg BESBTE. IFTERER | BELIAD SEEAVGL. BREH DR
LK RS HVIFEIRNA SN, 0%k, 1 HITERY. | FITHERET. BEEHS LU
RIFRA, | FITHITRALSONTHE Lz, —FH. D 2 FITEBEAICELBEPHR
EBORL . BEMI. FRED 5 WEHRERAS N, 2HlE BB HICEEL,
Z @I EE LI Hongdh 5Tz,

HE 1000 me/kg HESBETIE. 2 TRE5% | BRELINICIERGI. BREHORD. ¥

_8_



Rd 5 WEEHRRA SN, 5% 2 ~ b RFMAICFET Lz, ZO/. HITEFDI IFIT. &K
EETHA4FIT, HAETTRS LTRENE | FITHREIL., ELACELFITEANA
oifz,

o 350 mg/kg WERETIE. BHEHIZE 2HTHREE | BRLINICRESS Shiz
h, R TN EERIRBO oNLD -0, BES2H I FINRT L, £72. 24IT
BEF2HIO 7y ELEVBESN., BHEBLABH» S EBREEHOREDH 1 BT, HHE
BO@LMN2HITH LN, ZhoDERIFBEEISH IS T NTEE L,

(2)55 2 # (Table 2-3~2-4)

125 mg/kg RGBT, B IFITHEE 2B LU HICT v wLENEHEIN-LUL,
TR EB(LEBED Shid o T,

200 mg/kg 5B CIE. MEHICHE L SR I REELETHSNAD > Toh, BE
FB2RICHIFHELHI Ty EAEIEEIN, B2FTIBESIHLUEL S vy tLE
DFEEL . BHEE DRV PHEMOBEIHEI N, BEE TSIV IHKAT L, Fi.
HOFITITHES I AL v LB RBRES WD >, E 1 FITITRESBIHIC—
HRIEL S ODEHESE 8 HURRESISHE T7 v R FIBED SN,

320 mg/kg WEBTH, BERICEFEITREFLIASNAD > Tch, BEF2HU
7w ILENHE 2 plitf | FITEHEINT, 2hodd b, H2HTET v ELEDI R
L. HEBOBRDCHEMBOEH LEEI L., [FITEEF6HICET L., | fITIIRES
W0~12HIcF7 /—¥bHon, BEBISHETT y ELFRHRAL D o, —F.,
OFITITHREFE S HUMET v BV FREEIN LD o7,

512 mg/kg WER TR, RS BICERAISEEPIE 4 FlT, FIRH 5 W IZERRSELP
4 B, BRESHORDOHE 3 HIME 4TRSS, BETIEENS . METIESHITERA.
MR, MEHIBEIN/HIHH D, B FIE 2 FIA%E55 3 BFHICIET Uiz, HOIETH
T, BRFR, RRE TS LUEA LR NI, Fio, HHES | fIClREaRNEEX
N, REMETHNER, BOKCH JCEARESEBY 2 R Lic, BESE 2 AL,
Hcl, BEE2HAEEL T2 THERDED AL N, 2HTRIEREEIAL
FEE LA i 2 Bl TIHEEB S HE Tt Lz, REO2HTREET 255013
SHA ST v L EHEEEN, BRE5 HICEROEEIED on, | BlI3EHE6
HIZBET L., fthod | fICIHEEEISHETT v LSS LT, TR 3FTHERD
WL nHoNnlh, MBS S HURELF TR TR EE(LERD o hid - fo,

B e



820 H&L U 1310 mg/kg HEH TR, H5HH 5V ITEEF 2 OICHESFIHNET LI
M. RGRICHONTEERRE LT, MELH THREMIS 5 WIITREMI AR 56 1 ¥
VIR on, £ 0f THRESORD, FiRSH 2 IIRARSED onlaidsh, HI7K
., IRV, FAOMFR., FFRAZ, AEET. AR, WEH 5 WEREI 1 BEIn,
BEHDORTICE S E TORREIE, REEOHINH > THRAEMAA o, o,
B 820 mg/kg HESREOMMES | BB LU 1310 mg/kg HEBHDOM2H TH LN,
Ihom) B 820 mg/kg ERFOME 1 HH5 KT 1310 ng/kg WEGBEDOHE 2 Bl T3 &
TAFREERELTH O, 1310 ng/kg REBOMOIME | FlTIBYMARD SN,
X512, 820 mg/kg | EREDIE | Fl THREEADY. 1310 mg/kg B EREDHE | §l TIZEM
Rt s & UVERRICHEBHEDRERA . EFFOM | §TidtEs L ORISR NS 5
nitz,

3. REHER
()55 187 (Table 3-1~3-2)

200 mg/kg S REDEESE 6 QA TH OB 2 Flid, MEE 2 HICI EREBEF LB
b & HIEEIRD L1z,

350 mg/kg WEHOEICHITIBER HOFHFREIHEE | HERBEIFLTH-12
DERES A HICHRELBD LPIZERER 7T HIC, BEE S HICHEERD &R LIchlIdE
ZBHEIORCENENETE Lz, £EE Ll Z 0B ERALSEEENAA SNz, —F.
BESE 2 HICHRERD H 2 WIZEIIH 2 /5 Liciflc B v T3 2 R EIEE % 7~ L7 5%,
BHEFEHLAOAREIIMOEF 2H LB L TRETH > 72,

600 mg/kg HEBEDERE 2HITIE, | FITERES 2 HIcHERIMMR LA oo, £
DFENEF I AARE IR L 7,

(2088 2 48 (Table 3-3~3-4)

125 mg/kg X 5RECIIMERE & b, BEBHIERCEERNY 4 51T,

200 mg/kg WHBEOHICH VT, BEE 2 Qi 2 fICHERD A, 1§ THRER NI
BHONfz, BRERVERLIC2HIIRES A B TESCHETEIELD L. | FHIBREST
HiIzZET L, 1 FIEEEESHICRESL LB LRV I THESIHIIRT L, RES
2 BICAREIINE % R U@k, BESE 4 BICHESRD U, BEE 8 5ICIZEER
BERLIZHD, BEBIHICEEN D L. REBISHTEREFL Lo 251 L



HELUTROICEEEZ R LU, T, BEE 2 HiC | fInGESNNHE R,

320 mg/kg WEBETI. BEB 2B LUFLHIC2HTHERIDIS OGN, £DH 5 |
FHIERESE 6 OICFET L, A7 L7of TR BEE 8 BlchEER LS Shioh, BEE1l
HICEENMED L, BEFISH TRIMOLEFREA LB, KEERL. HTIR, BE
52 Hic | BIAMKEIIS 2R L7cht, £ nRBEENERSAERME RS, 125 ng/ke
BEBEASOHEBE R,

512 mg/kg G BOHTIE, 1FIIREL2ABLUE4HEHENFD L, BEEG
BIZFET U, BIEESE 2 BIC 2 B CHREMINMHNA Sh, 1 Hl320REEL A, 1
PIIBRESE 4 HIcREN R L. T0EOEIEHEN, BEBISHICIMOBEL D &2
RO DEMERLU, HIZEWTE, BES 2 HiIC | fITHRERDH. 2 FIcHER N
HAH LN, RELED LFITIIERES 4 HICHRERNIE LSS Shic,

4. FREEFRE
()58 1 # (Table 4-1, 5-1)

HRARE LT, BEF2HARTH O 350 ng/kg H5HOM 1 Hl. 5 HETH
? 600 mg/kg HEBOH 3FHIH LU 1000 mg/kg BEHOHLF THREMBEDREE
BRIz, BEF6 QLRICET Lz 350 BX U 200 mg/kg #EBFHOHS 26T
. B BRICTZARFE L. 350 mg/kg MO | HITHEANRED SNI21E D,
200 ng/kg HEBOE 2P B LV 350 mg/ks BEBOHE | H ORI/ E THEL
LTH D, 200 mg/kg WEBEH LU 350 mg/kg BEMOHS 1 HITEIKEEBEHD
BE/EMNED S,

BEZEISHERFAOFRTIR, 600 mg/kg 5RO 2§ TATHMIRICKBIAS SN
7z,

BEFmE . B5HICET L2 1000 ng/ke IRE5BF O | §I T+ Z1EBMRICERE
DY -MAHSN, BHEFE 6 AT LA 200 mg/kg RSB0 | FITIREME
B -f. BEOPDBEOBNERIS ORI, BEBISHERD 600 ng/ks
BREBOE | flc3EBICEERAOSNAI o7,

() 289 (Table 4-2~4-3, 5-2)

AR LLT,. BEHH A VEBEBEFE 2 HICFET L7 512 mg/kg BREEH DM

FIHE 2 B, 820 & ¥ 1310 mg/kg BEHOMHELHF CREMNEOBGEIFREIN,

——



820 mg/kg BEHOH 2P TCRAEIBRECHE LS ONS, BIEB6 HURBIIET L
200 mg/kg MEBOB 2 H. 320 BXU 512 mg/kg WMEFHOER 1FITIR, Hhro
BBH 5 WI/NBICA ZDEFENS SN 200 ng/ke BEBOH | FlTIIEANED SH
foidd, 200, 320 B & 512 ng/keg BE5EOME | Hl T/ EI{EA, 200 ng/ke 17
FH#O 1 HITHOKEAEE I NI,

BEFIDAERPIORRTRE. 512 ng/kg HEBOME 2 fl cRiFHEIABT /A RE X
ni,

HEARETE, HSBISET L 1310 ng/kg HS5HOE 1 PITHBENUVSA. FIE
BLUBRBEHETHOFE, BHIEFE 2 HICSET L7z 820 ng/kg REFHOH | # ThT
BHIURBOUSA, FIBS LUVRBHETHOFEN T OBEICBRE SN, B
ZEROEHICET L 512 ng/ks BEHOE 1 HITE, BOEE. FIEKETHD
RIEARRZE. MEOULANENENEEILS Snizidd, PEEORBROERH, R
oifc, BEH O HICHT L7 320 mg/kg REBFOR 1 HITIE, PFEORBOE
WA onic,

BIZEBISAERF O 512 ng/ke REHOH 1Tk, MBS LURBENERGRE
WCRIEMRRBE. 2o IcERICHAERNA VTN LBEICA o, BBFOM | FTIEHEI
BHELUVBBICHBEORESRED CPERZIC, FIF S L URE OME THICERRE
H. I ICUSARBREICEHRE I N,

5. LDso

FBLHHOBTEE N LDso & 396.9 mg/kg T. BDWEREAE 271.0~580. 2
mg/kg THH . MD LDso 3. 512~820 mg/kg DMIcH b LEZ ote,



€ #1]

TMA # 5 BE3D Sprague-Dawley & [Crj:CD(SD)1GS, SPF] MEHE=D v I ICBAESHHIRET
BE5LT, BEZSHED M osHERETL,

HETIE, 21T, 200 ng/kg 5D 2 #]. 320 mg/kg 5B 1 Hl. 512 mg/kg %
HRED 24, 820 H &L 1310 mg/kg BEFHDLHFINFET L. LDso 4 396.9 mg/kg TH
o7c. BIMITE 200 XU 350 mg/kg RE5FF DX 2 Hl. 600 mg/kg WS HED 3 H.,
1000 mg/kg BEHDLFIAFET LI EH S, LDso BB 2L REFARDETHZ LE
Zotfo, T, B1IHTI 350 mg/kg MEBFD 1 HINET L, FB2ZH T 512
mg/kg LULDHEETHRTHEO oNTcZ &0 S LDso 1 500 mg/kg (A TH 3 L #E
gans,

THA (2 K BFETHIIE, HETIE 820 mg/kg LLEDBREHTHONLRGHIIET T
BTN—7L, 320 ug/kg LTOHEGHTHONTZHESR 6 QALIRICET T2 7 L—70
TolSBEN, B, REBRISFEUHIHERINIHNIT, ERICIBSHIZFET L
AJREM LS, BIBO N —TICEENE b D LEZ SNz, 512 mg/keg BG5BT,
NOZODITN—TDTNEED LN, T, 350 ng/kg I EORETHEHD 5
VITEREEE 2 HICSEL A o Tz,

BEHFEC T L -7 TR, BEEEPIIC—RESEL L, BEML. BREHORED.
FiRdH 5 VWIZHENEZ  ofTH oI Eh HITERA. RRED S VEREN A S0, 3
HANE D EIRAE, RIET. BEEIFZ 2L, BREDVOFRTICES £ TORMIIE.
BEROEIMCE> THEHL R ZEANA Oz, SRR TIE, 26 CREME DR &L
MEEH SN, —EHOFITEEL HEFRECEIIECRENOUSA . BB L URER
ETHOFESS N, ThoDFRIL, BBMEOKERY EbD THWERE %R
FTEBRLLELEEZ OGN,

—77, BEF 6 ALBET 7L —7BITid, BES 2 HURICT v ELET L h BIE
RESHIBEES L, ETHD | ~ 2 HENCWIEBOEHEI S 5N 5 O0REITH - 12,
FATR T, BBy A rE L. ERORBOONLFEH Y. EEOERIBEO
s & D ERES BN, WRNEICH -7z kick b L EEIN, HREROE
L& UTid, 200 mg/kg |EHD | PITHTES A ONTZDAETHY, INEDTIL—T
TREBTHHRBEINTS ST, 7v 2LEOFRRIZAS O TIdad » 7z, BBOREHEE



FHETIE. BMEIC) - [Ml. U5A., HE. MEMHRSEESAonls, wing
BEOELTHD. BAEZEHLELIMELAD oL -7z, BFLOPASHIC K D EIH
BEF XN, BERNICERBESPEET S 2 ENERNIZED N T ERNY | KRBT
HEEOHEN OIS L) BARIIED oY, FRRHOEHENIHE TS L 1,
/o, EESOMREICHI® L CHERORLAZ o, AELED L., REENICHEOE
WhRD SNz,

723, 512 mg/kg LLLEOBGE T, REHICHRBENA LN, BBRECLMETE
A L UBNBERICHA oIz, BES 2 HLIFEICIIREINTE ST, —BH0E
b TH-o7tc, Fifz, BRI & H BROBRICELEA ST, TORNEAHTH - 72,

PED LDz, TMA OBAE S CEEINIRTHORICELZBE L TIE, 820
mg/kg U EDREHTH ONIBITRE., R, . BEEHORED £ > TH2485MH
VIR LMD E(L L . TR TORSHTHONHIREE S, BEoS%
o BN BD Snfeht, VTN GFEREWHET 52 & 3HERAD 5T,

ARBREMATICH TS TMA @ LDs, d. HETIE 396.9 ng/kg (95%(EFEFE R 1T
271.0~580.2 mg/kg) TH b, BEIZDWTD LDsy (. 512~820 mg/kg OMEIZH
Brigan, |
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1) The Merck index. Twelefth edition. Merck & Co., Inc. (1996) pp. 1655

2 ) Air Products and Chemicals, Inc., MSDS . (Cited in NIOSH Report 7, Revised),

Secondary and tertiary aliphatic monoamines, (1981)

3) Nakajima K. and Ohi G.: Aerophagia induced by the nasal obstruction on

experimental animals. Exp.Anim., 26(2)149-159 (1977)
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Table 1-1 Mortality of rats after single oral administration of TMA in the first stage

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 T 8 9§ 10 11 12 13 14 15
200 5 0 0 0 0 0 0 0o 0 0o 0 2 0O O O O 9 0 o0 o0 O 2/5
350 5 0 9 0 0 0 0 o 0 o o 0 1 0O 0 1 0 0 o0 o0 0o 2/5
Male
600 5 0 0 1 0 1 1 o 0 0 0 0 0 O O O O 0 0 O O 3/5
1000 5 0 1 1. 1 2 0 6o 0 o 0 0 o 0 O O 0 0 o0 O O 5,/5
Famale 350 5 0 0 0 0 0 0 1 0 0 ¢ 0 O O O O 0 0 0 0 O 1.5

The first day, the day of administration.



Table 1-2 Mortality of rats after single oral administration of TMA in the second stage

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
125 5 0 60 0 0 0 o0 o o0 o0 0 0 0 O O O O O0 O 0 O 0/5
200 5 0 0 0 0 0 0 o 06 0 o ¢ 1 ¢ 1 O 0O O O 0 O 2./5
320 5 0 0 0 0 0 O 0o 0 0 0 1 0 O O O O 0 O 0 O 1./5
Male
512 5 0 6 1 0 0 O o0 0 0 o0 1 O O O O O 0 O O O 2,/5
820 5 Q0 0 2 0 2 0 1 6 0 0 0 O O O ¢ 0 0 0 0 O 5/5
1310 5 0 0 4 0 1 0 6o o 0o 0 0 O O O O O©0 0 O 0 O 5/5
125 5 0 0O 0 0 0 0 o o 0 0 0 O O O O © 0 0 0 O 0/5
200 5 0 0 0 0 0 0 6 o 0o 0 0 O O O O O O O 0 O 0/5
320 5 0 0O 0 0 0 90 o 0 0 0 0 O O O ¢ © 0 0 0 0 0,5
Female
512 5 0 0 2 0 0 0 o 0 0 0 O O O O O O 0 0 0 0 2/5
820 5 0 0 2 3 0 0 6 0 0 0 0 0 O O O 0 O 0 0 O 5/5
1310 5 1 2 1 1 0 0 6 0 0 0 0 0 O 0O O O 0 0 0 O 5/5

The first day, the day of administration.



Table 2-1 Clinical findings in male rats after single oral administration of TMA in the first stage
Dose Animal o o 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 11 12 13 14 15
1 No abnormality
2 No abnormality
3 Rale ) ) - - - - - = +
Abdominal distention - - - = = - - - - 4+
200 Decrease in feces volume - - - = = = - + D
4 No abmormality
5 Rale . - - - - - - 4+ + + +
Abdominal distention — - - = - — -+
Decrease in feces volume - - = = - - + 4+ 0
6 Decrease in locomotor activity — - - = - - - - - - 4+ 4+ + 4+
Incomplete eyelid opening + - - = = = - - - - - - - -
Salivation | ) + - - - - - - - - - - = -
Abdominal distention - - - - = - - - - - - = - 4+
Decrease in feces volume - - - - = = - - - - 4+ 4+ 4+ + )
T e I
350 8 Decrease in locomotor activity -— - - - - - - - + 4+ +
Rale - - - = = = + + + + +
Decrease in feces volume - - - = = = - - - 4+ =
No-feces - - - - - - - - - - +
_______ D
9 Incomplete eyelid opening - + + + - - - - - - - - e - - - == -
10 Rale - - - - - o+ o+ 4+ - - - -
Decrease in feces volume - - = -+ - - - - - - - - - - _
+, positive; —, negative; D, death; The first day, the day of administration. (continued)



Table 2-1  (Continued-1)

A & 4 e o

Dose Animal . o Hours after administration Days of observation
Clinical findings
(ng/kg)  No. 0~1 2 3 4 5 6 2 3 4 5 6 7 8 9 10 11 12 13 14 15
11 Prone position o + + + +
Decrease in locomotor activity + + 4+ +
Bradypnea - - - +
Hypothermia - - + +
Pale skin ) ) — - + +
Incomplete eyelid opening + + + + D
12 Decrease in locomotor activity — -+ - = = - - - - - - - - - - - - - =
Incomplete eyelid opening — -+ + - - - - = - = - = - - - - - — =
13 Prone position o + + + + +
Decrease in locomotor activity + + + + +
600 Ataxic gait ) ) — - - + +
Incomplete eyelid opening + + + + +
Byelid closure + - - = - b
14 Prone position T S S e e e e
Decrease in locomotor activity — -+ + + - - - - - - - - - - - - - = -
Lacrimation | . - - - -4+ + - - - - - = - - - - - - = =
Incomplete eyelid opening - -+ + - = - - - - = = - - = - = = = =
Red urine - - - - - 4+ - = - - - = - - = = — = - =
15 Prone position + +
Decrease in locomotor activity + +
Pale skin i ) — +
Incomplete eyelid opening + +
Eyelid closure + -
D
+, 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 :
(mg/kg) No. 0~1" 2 4 5 6 2 3 4 5 6 7 8 9 10 11 12 13 14 15

16 Prone position o +
Decrease in locomotor activity +
Ataxic gait +
Hypothermia -
Pale skin . ) -
Incomplete eyelid opening +
Evelid closure +

+i 1 ++
+Ii 11 I++|w

| +4++ | ++

17 Prone position o +
Decrease in locomotor activity +
Hypothermia -
Pale skin ) i -
Incomplete eyelid opening +

18 Prone position o +

Decrease in locomotor activity +

1000 Gasping —
Hypothermia —

Pale skin ] ) -

Incomplete eyelid opening +

Eyelid closure +

Salivation -

19 Prone position o +
Decrease in locomotor activity +
Ataxic gait +
Pale skin ) ) -
Incomplete eyelid opening +
Eyelid closure +

20 Prone position o
Decrease in locomotor activity
Ataxic gait
Hypothermia
Pale skin ) )
Incomplete eyelid opening
Eyelid closure

L+ 1 +++
4+ ++
i+t ++

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 TMA in the first stage

Dose Animal o o Hours after administration Days of observation
Clinical findings
(mg/kg) No. 6~1 2 3 4 5 6 2 3 4 5 6 7T 8 9 10 11 12 13 14 15
21 Salivation + - - - - = )
22 No-abnormality ------------------------
23 Decrease in locomotor activity -— - - - - = - - 4+ 4+ + + 4+ + + + - - - -
350 Rale - - - - - = 4+ 4+ 4+ 4+ 4+ + 4+ o+ + o+ o+ 4+ -
Decrease in feces volume - R - -+ + + 4+ 4+ + + 4+ - - - -
24 Salivation + - - - = - - - — - - - - - - = = =
Rale - - - - = - 4+ + 4+ 4+ 4+ + 4+ 4+ 4+ 4+ + + + -
Decrease in feces volume - - - - - - - - + + - - - - - - -

25 No abnormality

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



Table 2-3 Clinical findings in male rats after single oral administration of TMA in the second stage

Dose Animal _ o 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 11 12 13 14 15

101 No abnormality

125 103 No abnormality
104 No abnormality
105 Rale - - - - - - 4 4+ = = = = = = = = ===
106 Rale - - = = - -+ = = = = = 4+ 4 4+ 4+ 4+ o+ o+ o+
107 Rale - - - - - - 4+ 4+ 4+ + + + +
Abdominal distention - - - = - = - - - 4+ 4+ 4+ +
Decrease in feces volume - - - 4+ 4+ + + 5
200 108 No ébnormality ---------------------------------------------------------------------
109 Rale — - - - - - + + o+ o+ o+
Abdominal distention — - - - - - - - - 4+ +
Decrease in feces volume - 4+ + + + )
riiib 77777777 Néiﬁbnormality -------------------------------------------------------------------------------------------------------------------------------
111 No abnormality
112 No abnormality h
320 113 Rale - - - - - - 4+ 4+ + + + + + + + + + + + o+
Cyanosis - - - - - = = - - - - = = - 4+ o+ = = =
Abdominal distention — - - - - - - - - 4+ A+ - - = -
Decrease in feces volume - 4+ 4+ 4+ + - - — 4+ 4+ 4+ - - -
114 Rale _ T T
Abdominal distention - - - - = = - - - 4+ +
Decrease in feces volume - - - 4+ 45

115 No abnormality

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



Table 2-3 (Continued-1)

Dose Animal o o Hours after administration Days of observation
Clinical findings
(mg/kg) No. 0~1 2 3 4 5 6 2 3 4 5 6 T 8 9 10 11 12 13 14 15
116 Prone position + + - - - - - - - - - - - - - - - - -
Decrease in locomotor activity + - - - - - - - - - - - - - - - - - - -
Incomplete eyelid opening - + + - = - - - - - - - - - - - - = =
Decrease in feces volume + - - - - - - - - - - - - -
117 Prone position - -+ 4+ - - - - - - - - - - - - =
Decrease in locomotor activity — - - 4+ - - - - - - - - - - - - - = = -
Rale _ _ - = - - - = 4+ 4+ 4+ + 4+ + + + + + + + 4+ +
Incomplete eyelid opening — - 4+ - - + - - - - - - L - 4 e =
Eyelid closure - - - 4+ = - - - - - - - - - - - = = = -
Red urine - U U
Nasal discharge — - - = - 4+ - - - - - - - - - L = -
Abdominal distention - - - - - = - - - 4+ - - - - - = = = = =
Decrease in feces volume + + + + - - - - - - - - - =
512 118 Prone position o — + 4+ - = = - - - =
Decrease in locomotor activity - - - - = - - - - +
Rale : : - - - - - - - + 4+ +
Incomplete eyelid opening - + + - - - - - - -
bdominal distention - - - - - - - - - +
Decrease in feces volume + + + + .
119 Prone position . + 4+ + 4+ 4+ - - - - - - - - - - - - = = =
Decrease in locomotor activity — - 4+ 4+ + - - - - - - - - - - - - = -
Incomplete eyelid opening - + + + - - - - e - - - = - = = = -
Decrease in feces volume + - - - - - - - - - - - - _
120 Prone position . + +
Incomplete eyelid opening - + D
+, gositwe; —, negative; D, death; The first day, the day of administration.
%, Severe in occult blood and protein action. (continued)



Table 2-3  (Continued-2)

Dose Animal o o 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 11 12 13 14 15

121 Prone position + +
Ataxic gait + -

122 Prone position o + +
Decrease in locomotor activity + +
Incomplete eyelid opening - +
Eyelid closure + —

123 Prone position o + —
Decrease in locomotor activity + +

Ataxic gaite + —

820 Bradypnea - —
Hypothermia - —

Pale skin ) ) - —

Incomplete eyelid opening - -

124 Prone position o
Decrease in locomotor activity
Bradypnea
Gasp1n§ i i
Incompiete eyelid opening
Eyelid closure
Nasal discharge
Salivation

125 Prone position o + + +
Decrease in locomotor activity + + +
Incomplete eyelid opening - - +
Evelid closure - + -

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



Table 2-3 (Continued-3)

Dose Animal Hours after administration Days of observation

Clinical findings
(mg/kg) No. 0~1 2 4 5 6 2 3 4 5 6 7T 8 9 10 11 12 13 14 15

—_——t . X 1 L . —

126 Prone pesition +
Decrease in locomotor activity -+
Lacrimation —
Incomplete eyelid opening +
Red urine -

|+ 1 ++ |

127 Prone position o + +
Decrease in locomotor activity + +
Byelid closure + +

128 Prone position + -

Side position ) + +

1310 Irregular respiration — +
Eyelid closure + +

Salivation + -

129 Prone position + +
Decrease in locomotor activity -+ +
Lacrimation + —
Eyelid closure - +

130 Prone positign +
Decrease in locomotor activity -+
Lacrimation +
Eyelid closure +

+, gosnlve —, negative; D, death; The first day, the day of administration.
%. Severe in occult blood and protein action.



Table 2-4 Clinical findings in female rats after single oral administration of TMA in the second stage

Dose Animal o o Hours after administration Days of observation
Clinical findings
(ng/kg) No. 0~1 2 3 4 5 6 2 3 4 5 6 7T 8 9 10 11 12 13 14 15

131 No abnormality

125 133 No abnormality

135 No abnormality

136 No abnormality

200 138 No abnormality
189 Mo abmormality
10 Rale - - oy oo

141 No abnormality

320 143 No abnormality

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



Table 2-4 (Continued-1)

Dose Animal o ] 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 11 12 13 14 15

A m oA = om_ A

+
|
}
I
|
|

146 Ataxic gaite -
Decrease in feces volume + - - - - - - = = - e = . =

147 Prone position o +
Decrease in locomotor activity +
Ataxic gaite +
Bradypnea -
Hypothermia -
Pale skin —
Eyelid closure +
Salivation +

512 148 Prone position L. +
Decrease in locomotor activity +
Bradypnea -
Hypothermia —
Pale skin ) i —
Incomplete eyelid opening +
Eyelid closure -

=

149 Prone position o + -
Decrease in locomotor activity — —
Ataxic gaite + -
Lacrimation . i — -
Incomplete eyelid opening + —
Red urine, - —
Decrease in feces volume +
150 Prone position o
Decrease in locomotor activity
Ataxic gaite
Lacrimation . .
Incomplete eyelid opening
Salivation
Decrease in feces volume

N O
++ 1 +++
I+ 1 ++
[+ 1 1 ++
L+ ++
S B
S A I R
I
[ N B
!
[ O T I B
et
(O N B
L
T I I B
O I O N
[ I I

o I I N A
A1

+, positive; —, negative; D, death; The first day, of administration.
%, Severe in occult blood and protein action. (continued)

—
=
)
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®
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Table 2-4  (Continued-2)

Dose Animal o Lo 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 11 12 13 14 15

151 Prone position o + +
Decrease in locomotor activity + +
Lacrimation — -
Eyelid closure + +

152 Prone position o + + +
Decrease in locomotor activity + + +
Incomplete eyelid opening + + 4+

153 Prone position o +

Decrease in locomotor activity -+

820 Bradypnea -
Gasplnf ) ) -

Incomplete evelid opening +

154 Prone position o + + +
Decrease in locomotor activity + + +
Incomplete e¥e11d opening + i :i

Reddish nasal discharge

155 Prone position .
Decrease in locomotor activity
Ataxic gait
Tremor
Pale skin
Hypothermia . )
Incomplete eyelid opening

+ 1 +++++
441 ++

D

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



Table 2-4  {(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 11 12 13 14 15

A . A i A

156 Prone position o +
Decrease in locomotor activity +
Bradypnea -
Gasping +
Hypothermia -
Eyelid closure -
Reddish nasal discharge +

L+1 11 ++
|+ | +++

157 Prone position +
Rolling ) +
Clonic convulsion +
Hypothermia ) +
Reddish nasal discharge +]~)

1310 158 Prone position o +
Decrease in locomotor activity +
Ataxic gait ) +
Incomplet eyelid opening +

D

159 Prone position o +
Decrease in locomotor activity + D
160 Prone position + +
Gaspmﬁ + +
Nasal hemorrhage . + +
Incomplet eyelid opening - +

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



Table 3-1 Body weight changes in male rats after single oral administration of TMA in the first stage

Dose Animal Days of observation period
(mg/kg) No. 1 2 4 8 11 15
1 129. 3 149, 6 172. 4 215. 8 244. 3 279. 6
2 135, 4 154. 6 179.0 223.2 247, 4 286. 7
200 3 138. 7 130. 3 111.0 (100.6)[6] — — —
4 138.9 164. 9 181.1 220.6 246, 8 280. 7
5 134, 7 122.9 102.9 (90.6)(6]1 — — —
Mean 135. 4 144.5 149, 3 219.9 246, 2 282. 3
5. D 3.9 17.4 38.9 3.8 1.6 3.8
6 139. 6 130. 9 131.6 110. 3 (103. 1) [10] — —
7 136.5 137.2 161. 3 203. 7 227.8 262. 8
350 8 133, 4 136. 1 108.6 (98. (1] — — —
9 139. 3 149. 4 169. 6 215. 7 244, 2 282.9
10 135, 2 129, 4 138.1 195, 2 230, 1 277.0
Mean 136. 8 136. 6 141, 8 181. 2 234. 0 274, 2
S.D. 2.7 7.9 24, 4 48,0 8.9 10. 3
i1 132.3 (131, 6)[1] — — — — —
12 131.8 148, 2 176. 5 217. 4 246, 2 289. 4
13 139.5 (139.3)[1] — — — - —
600 14 134. 5 137.5 160, 1 198, 6 224, 9 267.0
15 137, 3 (136, D11 — — — — —
Mean 135.1 142.9 168. 3 208, 0 235. 6 278.2
S. D. 3.3
16 133.5 (132.3)[1] — — — —
17 129.3 (128.5)[1] — — — — —
1000 18 134. 4 (132.D[1] — — — — —
19 144.9 (143. 9[1] — — — —
20 129.9 (129.8)[1] — — — —
Mean 134. 4
S.D. 6.3

the day of administration; unit, g; (), body weight at death; [ ], died day
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Table 3-2

Body weight changes in female rats after single oral administration of TMA in the first stage

Dose Animal Days of observation period

(mg/kg) No. 1t 2 4 8 11 15
21 112, 4 (103. 4) (2] — — — —

22 116. 8 134.6 149, 2 167. 5 179.1 189. 8

350 23 116, 5 115.1 100. 2 102. 7 134.5 166. 8

24 126. 2 126. 8 132.0 144, 1 168. 8 180, 4

25 110.1 122.0 143.3 162. 4 176. 3 190. 3

Mean 116, 4 124. 6 131.2 144, 2 164, 7 181. 8

S.D 6. 2 8.2 21.8 20. 4 20.6 11.0

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



Table 3-3 Body weight chang.. in male rats after single oral administ..cion of TMA in the second stage

Dose Animal Days of observation period
(mg/kg) No. 1* 2 4 8 11 15
101 144. 3 166. 6 187. 3 222. 2 250, 4 293. 9
102 146, 1 157. 7 189. 8 234. 7 263, 7 305. 8
125 103 138.1 162. 0 183.0 221. 1 244, 5 280. 1
104 138. 5 156. 4 178. 3 216.5 242.6 270.5
L 132.0 . 142.9 160.6 1927 2181 242.4
Mean 139. 8 157.1 179. 8 217. 4 242.9 278. 5
S.D. 6 8.9 11.6 15.4 18. 24. 2
106 137. 4 142. 5 115.8 162. 6 53.6 203.9
107 144, 8 134. 6 113. 2 99,3 (10L. HH[9] — —
200 108 139. 8 158. 8 178. 7 221. 8 ) 286. 2
109 142. 6 130. 0 114.2 (99.5)[7] — — —
1o 187.9 . 6.4 185.5 . 229.3 . 296, 1 .299.0
Mean 140. 5 145. 5 141. 5 178. 3 219, 4 263. 0
5. D. 3.2 14.1 37.2 60. 5 57.1 51. 6
111 142.1 168. 8 187. 1 230. 8 258.6 298. 7
112 139. 2 163, 0 184. 7 231. 0 261, 9 301.5
113 134. 1 129. 3 107. 1 148. 5 119.9 163. 1
320 114 141, 7 128. 4 104.0 (91.1)[6] — — —
Ao 1442 1646 186.0 22,2 241.3 284.5 .
Mean 140, 3 150. 8 154. 0 207. 9 221. 9 262.0
S.D 3.9 20, 2 44,3 39. 8 68.3 66. 3
116 149.5 168. 3 193. 5 244. 9 275. 3 316. 7
117 142.5 143. 4 128. 6 169. 7 165, 5 180.1
512 118 145, 5 135. 6 113.4 (96.6)[6] — — —
119 136. 7 138.0 165. 2 206. 6 237.0 271.6
B 134.9 (134.6)(1] — R R SO o
Mean 141. 8 146, 3 150. 2 207. 1 225.9 256. 1
D. 1 15.0 36.2 37.6 55,7 69.6
121 132.1 (132.2) (1] — — — — —
122 141.6 €140.6)[1] — — — — —
820 123 136.6 (136.8)[1] — — — — —
124 141. ¢ (141.0)[1] — — — — —
S 146.1 (L9 e SRR R T
Mean 139. 5
.D. 5 3
126 141, 2 (140.8)[1] — — — — —
127 129.9 (129.8) 1] — — — — —
13810 128 142.5 (142.0)[1] — — — — —
129 137.4 (137.0)[1] — — — — —
L3056 (146.2)11] — e SN R R
Mean 139. 3
6.0

w

, the day of administration; unit, g; ( ), body weight at death; [ I, died day
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Body weight changes in female rats after single oral administration of TMA in the second stage
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Table 4-1 Macroscopic findings in male and female rats after single oral administration of TMA in the first stage

Dose
Sex Animal No. Organ Findings
(mg/kg)
1 General No abnormality
2 General No abnormality
3 (D,6) Spleen Pale, small
200 Stomach and intestine Accumulation, gas, lumen
Bone marrow of femur Dark
4 General No abnormality
5 (D, 6) Spleen Pale, small
Stomach and intestine Accumulation, gas, lumen
6 (D, 10) Stomach and intestine Accumulation, gas, lumen
Abdominal cavity Ascites (reddish, 0.5mL)
7 General No abnormality
350 8 (0,1 Spleen Pale, small
Stomach and intestine Accumulation, gas, lumen
Bone marrow of femur Dark
9 General No abnormality
10 General No abnormality
Male e o o o ool sooioolloo s
11 (D, 1) Stomach Area, dark, mucosa, glandular stomach
12 Stomach Area, pale, mucosa, forestomach
600 13 (0, 1) Stomach Area, dark, mucosa, glandular stomach
14 Stomach Area, pale, mucosa, forestomach
15 (D, 1) Stomach Area, dark, mucosa, glandular stomach
16 (D, 1 Stomach Area, dark, mucosa, glandular stomach
17 (D, 1) Stomach Area, dark, mucosa, glandular stomach
1000 18 (D, 1) Stomach Area, dark, mucosa, glandular stomach
19 (D, 1) Stomach Area, dark, mucosa, glandular stomach
20 (D, 1) Stomach Area, dark, mucosa, glandular stomach
21 (D, 2) Stomach Area, dark, mucosa, glandular stomach
22 General No abnormality
Female 350 23 General No abnormality
24 General No abnormality
20 General No abnormality

(D, number), death and died day



Table 4-2 Macroscopic findings in male rats after single oral administration of TMA in the second stage

Dose
Animal No. Organ Findings
(mg/kg)
101 General No abnormality
102 General No abnormality
125 103 General No abnormality
104 General No abnormality
105 General No abnormality
106 General No abnormality
107 (D, 9 Lung Emphysema
Spleen Small
200 Stomach ~ cecum Accumulation, gas, lumen
Abdominal cavity Ascites (clear)
108 General No abnormality
109 (D, D) Stomach ~ cecum Accumulation, gas, lumen
110 General No abnormality
111 General No abnormality
112 General No abnormality
320 113 General No abnormality
114 (D, 6) Spleen Small
Stomach ~ cecun Accumulation, gas, lumen
115 General No abnormality
116 General No abnormality
117 General No abnormality
512 118 (D, 6) Spleen Small
Small intestine Accumulation, gas, lumen
119 General No abnormality
120 (D, 1) Stomach Area, dark, mucosa, glandular stomach
121 (0, 1) Stomach Area, dark, mucosa, glandular stomach
122 (D, 1) Stomach Area, dark, mucosa, glandular stomach
Detachment, mucosa, forestomach
820 123 (D, 1) Stomach Area, dark, mucosa, glandular stomach
124 (D, 1 Stomach Area, dark, mucosa, glandular stomach
125 (D, 2) Stomach Area, dark, mucosa, glandular stomach

Detachment, mucosa, forestomach

(D, number), death and di™ day o (continued)



Table 4-2 (Continued)

Dose
Animal No. Organ Findings

(mg/kg)
126 (D, 1) Stomach Area, dark, mucosa, glandular stomach
127 (D, 1) Stomach Area, dark, mucosa, glandular stomach
1310 128 (D, 1) Stomach Area, dark, mucosa, glandular stomach
129 (D, 1) Stomach Area, dark, mucosa, glandular stomach
130 (D, 1) Stomach Area, dark, mucosa, glandular stomach

(D, number), death and died day



Table 4-3 Macroscopic findings in female rats after single oral administration of TMA in the second stage

Dose
Animal No. Organ Findings
(mg/kg)
131 General No abnormality
132 General No abnormality
125 133 General No abnormality
134 General No abnormality
135 General No abnormality
136 General No abnormality
137 General No abnormality
200 138 General No abnormality
139 General No abnormality
140. General No abnormality
141 General No abnormality
142 General No abnormality
320 143 General No abnormality
144 General No abnormality
145 General No abnormality
146 General No abnormality
147 D, Stomach Area, dark, mucosa, glandular stomach
512 148 (D, D Stomach Area, dark, mucosa, glandular stomach
149 Stomach Area, pale, mucosa, forestomach
150 Stomach Area, pale, mucosa, forestomach
151 (D, 1) Stomach Area, dark, mucosa, glandular stomach
152 (D, 1D Stomach Area, dark, mucosa, glandular stomach
820 153 (D, 1) Stomach Area, dark, mucosa, glandular stomach
154 (D, 1) Stomach Area, dark, mucosa, glandular stomach
155 (D, 1) Stomach Area, dark, mucosa, glandular stomach
156 (D, 1) Stomach Area, dark, mucosa, glandular stomach
157 (O, 1) Stomach Area, dark, mucosa, glandular stomach
1310 158 (O, 1) Stomach Area, dark, mucosa, glandular stomach
159 (D, 1) Stomach Area, dark, mucosa, glandular stomach
160 (D, 1) Stomach Area, dark, mucosa, glandular stomach

(D, number), death and digg\day
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Table 5-1 Histopathological findings in male rats after single oral administration of TMA in the first stage

Dose
Animal No. Organ Findings
(mg/kg)
200 5 (D, 6) Stomach Congestion, mucosa, glandular stomach (*)
Spleen Atrophy, white pulp (4+4)
600 12 Stomach No abnormality
Duodenum No abnormality
Jejunum No abnormality
[leum No abnormality
Colon No abnormality
1000 16 (D, 1) Stomach No abnormality
Duodenum - Congestion, mucosa ()

(D, number), death and died day; =+, very slight; + slight; ++, moderate; +++, severe
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Table 5-2 Histopathological findings in male and female rats after single oral administration of TMA in
the second stage

Dose
Sex Animal No. Organ Findings
(mg/kg)
320 114 (D, 6) Spleen Atrophy (4+4)
Stomach No abnormality
Small intestine No abnormality
117 Spleen Hematopoiesis, extramedullary ()
Stomach Cellular infiltration, inflammatory, lamina propria,
forestomach (+)
Cellylar infiltration, inflammatory, lamina propria,
glandular stomach (1)
512
118 (D, 6) Spleen Atrophy (+4)
Male Stomach Ulcer, forestomach (4)
Cellular infiltration, inflammatory, submucosa,
forestomach (+)
Brosion, glandular stomach (+)
Small intestine No abnormality
820 125 (D, 2) Stomach Brosion, forestomach (+)
Bdema, submucosa, forestomach (4)
Erosion, glandular stomach (1)
Edema, submucosa, glandular stomach (4)
1310 126 (D, 1) Stomach Erosion, forestomach (+)
Edema, submucosa, forestomach (4)
Edema, submucosa, glandular stomach (4)
512 150 Stomach Erosion, forestomach (1)
Regeneration, mucosa, forestomach (4)
Cellular infiltration, inflammatory, submucosa,
Female forestomach (+)

Regeneration, mucosa, glandular stomach (+4)
Cellular infiltration, inflammatory, submucosa,
glandular stomach (%)

(D, number), death and died day; %, very slight; +, slight; ++, moderate; +++, severe
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