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4. EH

MUY T UAT X028 HEIRER D REEMHRR % 6.8E D Sprague-Dawley 5& SPF

Z v b (Crl:CD(SD). 1 BEMEREE 6 UL 12ME) #HWTCEB L, BEEIT0 (=—

VU XPEREE) | 6, 25 RN 100mg/kg & L, Fo, IHEREL 100 mgkg O—HOEE

(1 BMERES 6 L) 2 oW Tk 5% 2 BMONREHMEZRT. EHE O ¥EEE
BEt L7,

—HOIREE T, 100 mg/kg B 5B OMERE CHIE & B R BB OB & EH B OIHI
Db,

M —ARRER, BEERE, BAKCEREHE TIX. £5 48I 100 mgkg#5
HOBETEREAOEEIRD D,

BETIT. 100 mg/kg REBEDOHMME TIRELR A O, REFMPOSERMEIZ D
KEARD Hhiz,

BEIE TIX. 25 mg/kg LA LB EEOMHE CEEIRD b,

FRIEETIE, 25 mgkg L EOREFHOHETEAKEROBMA, 100 mgkg REHOME
HECTRBEQKMEN., BTREOBELSRD N, -, LEIRBWT 100 mg/kg
BEROWHECEBR I LY Y ADOBEFAOMIMER MBS biiz,

MBEFRETIE., BBROEREOEEIIRMO O h o7z,

MFLERE T, 25 mgkg LEOBREHOET I 7V 74 FOEKMEH, 100
mg/kg BEHOMETEROREN, TRV RTa— MNIJTUVETFAR, Y

FEEROCINY Y LAOREMBEET N U ADKERZRD LI,

{“ﬁ%iﬁﬁf X, AFIRIC R T 25 mg/kg B EDFESREOME & 100 mg/kg SO
THYXEEOEMED. 100 mg/kg BEHOM CHEIEEDBMED., 25 mgkg UL EO#E
B O MR CHREBRFEMICNESR DMEFEIIERS, BIRIZE VT 100 mgkg 5D
HECTHNEED&SENIRD LT,

ERU72ED S 5, BELHRE TR OCEEGRRE TR, FET 100 mg/kg &5
BOMEICIRMED, WEFRE T 100 mgkg B 5B ORI TR /NE P OHEFFBIREX
73%1 BN bOONTNHEEEMAIED bz, £, TOMOELIIERESL L

WHER LEEXRD b,

UEDRER, FITIATIVOFRBRREGTICRIT 2EXERIT, L LTl
TREFREICKIT 5FBOE{L LD 6 mgkg/day LHEE STz,
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5 #E

BREFSHE EXALR FETER LEDELeNBEOKEC LY, FIT7UA
TIvaT7y M2 BERERERRES L, TOREL2HALMCTH L LI, 28R
HEL., BEFOFEEEZR~LOTCEOREERET 5. 2B, FRBIKILSHER
YV —F X —BPERERSORBEZITTWAE,
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6. HEBRMHRUGE

6.1 tHEMERUERK

6.1.1 mERYmE
ARBRICERALZERHEOn v MESRUMEZIIROBEY TH5H, £/, B
REEZHRMAER LITR L,

2 1 : rUTUAT IV
R4 : Triallylamine
BRARERES 2-2381

CAS &= : 102-70-5

TR Co (CH,=CHCH,);N
BiE= :

e

CHZ/\/N\/\CHZ
FFE : 137.22
i : 95.9 %
N : REA
AFE : 575mL (500 mL ; 1 A&, 25 mL ; 374)
E : 0.80
GIPA: : 39°C
LN : BHRAFRHIRE
HREFIE : WEEET (EHIE : 3~8°C) | B
REM : BEKTHR, BRYEIZ OV TREBSIEE CHRARIL

AR MV (ATRIE) ZFEHB L., &ER1E HE L TH
BThDLRRRSNE REER2) .

REBAET : HERGBHERST HRVERFERVE | FEHERY
ER=

B#HEWEDOEER : vR7, PREMRERSEZERA L,
KRR EOFEKENBIEST, BLH & OEfk
ZWET T,

EH] : WERME 1 g 2 RERBE LTRELE, SVFTAHZ2E

DI RTORBIIEEEZHRBRICHEELL

12
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6.1.2 47 X
£ R : a—H
A= — : o hiE TS
oy bEE : PEG0519
REFEFE : =R
BRIFHE : HESHAFZLETE | R ABHRDERANE

B, ARRICENL > TERLEERETO NI T INAT I v ORESERER (BB
FEE L A2168) XBWT, a— VP TOHEBRMEOREMIZBEFREBERENEOLNT
WBHIZEnD, HELLTa—rvBERR L,

6.2 BEHEORH
BEILILEEROHRYE 2 ERICERL, 2— UBIZFHR L T 1.2 mg/mL K (&
BAERK) | SmgmLiE (PAERRK) RO 20mg/mL#E (BHAERK 2HASLE,
FBIRIE 1 B EOEE TR L, FRR% 7 BLANICHER Lz,

6.2.1 BEBRORESE
BERITZ1 BYESTOBGRICHE L FEHRE TR (RBER ., EHRIE:3~5°C)
THRELE,

6.2.2 BEPTOREN

AHEBRYE D 0.1 R 200 mg/mL K (A = — ) 136 FT REREEN, 1~10°C) |
EXTSAM. ZFORERT2URBEZEETHD I LPERE/LR S VY —F L 7 —
HEAGH AT CHRBIN TV (RRES : A-2168, IRMHEF3) .

6.2.3 WERBEDRERESE

#E1BE 4ABOBRECAWVWARBEOHBRIEIZONT, TORESHERXSHARY
V¥ —Ftor 7 — HEGMETTGCEERAWVWTHER L, ToRR, BREIRT
BREDEIAIL99.0~108.5 % GFAE&H . XMEIZHTBEIE ; 100110 %) THY .
WTRLHFFEEANTH o7 RAEE 4-1 RV 4-2) . DITEOBIEEZRISTT,
TRENUE Y OBRRAHE CEIE

: 10mL % 1 &
BEEME : NYTFYALT I
HRNRIZEDE
2R : rNUTIUAT IV
oy bES : FHJ01
REFEFTIE : SRR (2R : 2~8°C) | Fee
REFGET : BB HBRUWEREFERVCELFTIEEDE
RTFHET
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ERsS
GC VAT A )
Hasa R OB A—H—
GC HP63890N
FEY Y G2613A Agilent Technologies 1
F—F¥ L TT A G2614A gilent Technologies Inc.
F—HNEY T b GC ChemStation G2070AJ
GC HIE &4
BT A DB-17MS (0.25mm I.D. x30 m, FEE 0.25 um, J&W)
XY DT HAX He
HEE—FN AVAA L N T a—F—
He i & 0.5 mL/min
EAH 27U v MEAL
A7 U v M 5:1
EANEE 180°C
Vi antr Flame ionization detector (FID)
RHZFEE 250°C
H, /& 40 mL/min
Air fi & 450 mL/min
N, it & 50 mL/min
Z—7 BE 60°C (4 53{%¥) —180°C (20°C/min)
AR ipuL
EANEF
EANNEFE A B EAANE
i 3 EERE (VAT AEEHER)
2 3 EERE (CER)
3 1 FlEEAFRE (1.2 mg/mL)
4 1 FEEZRFEE (5 mg/mL)
5 1 BEERFE (20 mg/mL)

6.3 HEIPMERURHMOZIRER
EURBRESTA FIA L0 Ty FERAWERBRAMKEL IR TS, ZORRK
WHERAENEZZHOT v MIBER LI Hbh, EREHNBEETHD I ENHER

L7z,
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6.4 HERIVRUEST

Sprague-Dawley 3 SPF 7 » b [Crl:CD(SD). BHAF v —/L R - Y "—Hxtt, B
AT ¥ —) MR 4700 % SEEHTAFE L. Y¥FTCT9 BRRE - BHLAT L.
—fREOBE (1E/A) | AERAE (E) RUOHEMEZ—RRECHE (1E) %17
VW, KEENE, —RERVHEERZ-BRREBOBRICEEIADNTREL BEbh
DMERER 36 I (FEREE U CHERES 24 I, EIERFE U THERES 12[8) 22U, 6 B
TRRICHE L, BE5MEA OFEHBEIL, #T 191-213 g, #T 150~181 g TH -
72 BRI - BT OEEEMEIC XL 0 BEE, BEOUME (BERBED 2
BET DBREICESWHWT, ZFHOEHEENRTEREITHELRDLIEHEERL
2o BEOEMTIIa L Ya—F2AnT oy JEEERCEESBBEOHAY
(Tay /EEBETHERBELZER L, RBEERUCHANOEKESZEESICEHST
72) WCEVIToTe, o, REEWIIRSHBBICERBRRI ORI L,

) BBRHESICEV., EXEEIMESR 45 T Th o 7203, EERICIHERES 47 EBMA I,

6.5 HWWESEH

BN IXIRE 20~24°C (FFAHEEH : 2343°C) | HHSHEE 39~57 % (FFA&6HH : 50£20 %) |
R EE 1 BER) 10~15E], R 1 B 1268/ (07:00~19:00) O#MFAEFTE (301 F=)
T, 79% v b REBRB/ —Y (W 250xD 350xH 200 mm : BA — VKRS H)
THEAFAE L, MEEROERZE0 | MEE L, BFRHFAL CRF-1 (FV =&
B TEKRRSH, vy MES : 090902, 091005) XAEERRZ AWVWC, £, HERS
KB EB/ABEICL Y BHICERS Y,

6.6 SHRURHMKIOEAYE

AR ORAMEIZE L CERA 2 v 22U\ T Eurofins Scientific Analytics T4y
Brafru, £, fFBKICOWTIIREBMERE ¥ o ¥ —BRASHHICAKE BRI ERT
HRERELZEHNC (F4E) EELE, ThbOREEEEZAFEL., RBREGR
WCEEPRNZ L ERER LR, BELERFLI

6.7 EMOEINRUT—IADETR

BT ATIR O/ N ERE 2 565 U CREERBI Lz, AT LS TINE TOMIX
HRES, HPERVCEEEZEEZHAT L —U I 0v 200 2, BoT%IE, ik
CHEI L IR, K dROCSHEHOIE) IC4H70BE 2SO0, ZOHE.
1000 DALIXEE, 100 DAL (0 F &M, 1 Z M) | 10 & 1 DR EEESE L,
FZEBr—VIE, BOTRECERALE VS AV0EBICHEHE (B) JLiay
JF LS E0T, RBRES, RERK, #5E, 4. 99F 5. FEEFROY
RFERFHAR L, 2E L, #FH2—RIREBOBE, MiERE., BHARUVBERED
BRIETX, BEECH L TREOEREZHB T D720, Fr—YV 7N E2EERLTH
BREE. HHIROFEESODAEZRRLE,
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6.8 BEHR. H5HMH. EERERUREHME Th - OREIRER

BHERBRETA P4 /8L #ERKIIBROREZRRL, 54X 28 BH
&L, EEFIIRERERR T—HRMIITLATWA 18 18 (7EHAE) & Lz,
EEHFIIEEOF LRI THDOICELE LB LN 2EME (14 BM) &L, Z
DR E5E2TORNP T,

6.9 ®EHE

BREREITX Smlikg FEL L, BY U7 2HWTHBREO®RE Uz (08:00~10:44
D) . ABEIIIEE (2—r#H) ZRKICKRE L, BEZL0oRSEREIRS
DEEZEEEHLE,

6.10 HEERVZORTEREIMME FICEHER

FITUATI D0 (Z—i) | 100, 300 R T1000 mg/kg/day % 1 BEMERER 5
IEDT v M2 14 BREIRKERZNBRS LFERD . 2% E LT, 1000 mgkg &5-8
DOMEHFERFI L 300 mg/kg EHOH 1 FICRERALREZ EnD, ARBRICBITS
BEEIL, 100mgkg B EHEFHEL L, A4 TRL, 25mgkg ZFHEIZ, 6
mg/kg ZIEARICHRE LT, BERREZROR 1IITT,

= 1.HERE
SRER R BEg | B E | REAR M ES B B 8 B
(mg/kg) | (mg/mL) | (mL/kg) B &S Bhim i BHinEE
. N 1001~1006 | 6 1007~1012
R 0 0 > | 6 1101~1106 | 6 1107~1112
. i3 6 2001~2006
R B 6 1.2 5 i 6 21012106 i
\ | 6 | 3001~3006 ;
TRER |25 3 3 i | 6 | 3101~3106 . .
o HE | 6 | 4001-4006 | 6 4007-4012
mAREE | 100 20 5 M| 6 | 4101~4106 | 6 4107~4112

6.11 EBRRUREDAZE
FNThRBEN-RHECBERVURESE R Lz, RBRBOEBEICEL CIETRE
D@D & L,

#4518 (day ! of administration) : 5B E

B4 138 (week 1 of administration) : #5155 7H

E4 1 B (day 1 of recovery) : EERRE (BEHEETOEA)
=78 18 (week 1 of recovery) :[EE 1 06EHETH

16
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6.11.1 —fRREBORE
ZEEICOVWTEREHETIIER 3E. RS BEEZE RO 2 BRE%Z (RE L.,
FHAR—RBRREOBE, BERE, BOIKVBREEERELERT 2 BIIRER
BEEHO2E) | BEEHMATIIER 1B, &A%, ZRBRE, €%, TE8ROHEH
Wiz EO—RREBLEEL,

6.11.2 FHHET—RKEBOHE. BERE, BEHARUVBREDZEOARTE
HMAL—RREOBEIT, 2FEKICOVT, BEELINC 1B, BEHETROE
EHRPIIEE 1EEH L, £, #BERE, BEHRUCBREHROUEIX, BE
438 (x5 260, HE2EE5270) ROEIE2E (B8 13 B) 7ok, 3%
—RREOBERCEBEREICOVWTIERES AV IR T LEFEREEZAWE,
2B, BERUREZIREOEREZAHE (FI714 - Fh) L, 8z 7 0 ¥ LACERE
L7-REETIT o T2,

6.11.2.1 ML —-RRKBOBRE

1) m—hrr—URNEE

RE g REITE

2) FREF-THEE

r—UhbOmMY LTS, HE - KEOWRE, B 2oy, B (IRERRE
. IRERBAGUIREE) | WIRAEIE., BEMEMEE (MR, L5, AR, mE, 2%
&) . N R 7T a R

3) A—FvT7 44—V FNEBR

HERIRRE, B&, BRETE., BEHETE. $HT7. B2, HF8V», xb bR EH, B
My (BeEdk. HER)

6.11.2.2 WA
BEREEOR, SRR, BAMRIS, WMHEDUS, BALKS, ZRERKSE. FHREIE

6.11.2.3 EHRE
CPU %#'—¥ MODEL-9502A (7 A a—x =7 J » 7Fkett) 2RAVTRIRE
UREDOE N ZRE L,

6.11.2.4 BREHEDAE

ERDYWHBRES P —NS-AS01 (EX&tt=—a—wHP Az R) ZHNWTH
%@@%%ﬂﬁbt¢%ﬁmlﬁﬁbLJoﬁaﬁ&UOﬁm%@MEE%%%Lko

17
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6.11.3 KEHE

EEEIZHONT, BEHREPIITES 1, 4, 7, 10, 14, 17, 21, 24 R 28 HOH
S8, EESMPIEEE 1. 3. 7. 10 RO 14 BIZRIE L, BIEX 08:40~10:30 O
ZiTo T, HIRBICIIHEMNBEEREHOLD, fiE L0 16 BEEEREE2%0
HEZRE L (08:08~08:26) .

6.11.4 {ESHE R

ZEEICONT, BEHAPIIRE 1, 7. 14, 21 XU 28 BoO®ERNZ, EEHH
FiXEE 7RO 14 BIZEIE LTz, BIEE 09:05~10:04 OEIZIT-7-. 2B, BEHIH
PR SHBBOREBRFEN»SD 1 BESR, #5 70X 6 BRORHEEBERER. %
DHIZTEZLICTEFMORBEEREZREL., 1E1BEXZEH L, HE 1EIX
EE 1825 7TEETO6AMOREERESZ., £0%I37 FHOREEREXHE
L. 11 REZEH L,

6.11.5 REE

BE 4EROCEE 2EIZT 7,

B5 48 (522 Ao®RER) e@Eico T, EE2E (EE 8 A) IXEERH
DEFFIZONT, REZBIZENEThERELEY PLEF—VITEL., B -
BHBEATCT4EMREZ RWCTEBHER -BEREKT TEZOHD20FHER LR L.
RUACEBLABEEROFEZLOVRE LR, £, BAER BRF—VIIEL
SRECRIENSOD 1 B4 0BAESR, BAKEEZHAVWTHE L,

K2 RKRENDEB. WRERVERBSELGE

1) 4EEERIZOVWTORE

BEHER BiEF &

pH F—va U ART A v I R TEARBRKY (7—7 LA KAL)
ABEE F—va VAT 4 v A-TEARBRED (7—7 LA BKRREH)
s A= aVRTF 4 v RATEARRK Y (7 —7 LA BR&H)
Tha—2R F—va VAT 4 v 7 RAIBEARBK Y (7T—7 v A BR&)
=il A= a v AT 4 v ATEARBRK? (7—2 v X&)
vy y F—¥ 38V AT 4 v 7 A TEARBRKY (7—2 VA HRX&4H)
yaey ) —4Fr F—varRF 4 v 7 AJEARBRK? (7 —7 VA B4t
= WIEEE

RE 4RHE) P BEMAY Yy VEERWERERIE (B4 : mL)

2) 20 RICHOVWTORE

BREEAH BIEFE

RE QoRHE) ® ARV o F—EROEAREE (B : mL)

BBE KABTED (BAL: mOsm/ke)

5 P I EA RS

3 . AUTIONT™ MINI AM-4290 (7 — 7 L 1 ¥X&tt)

Y HENEBEREEE F— T FRFZy FOM-6030 (7F— 27 LA BREH)

) : ABRBOREE: 0EFORELAS LT 24 EEORE (mLi24h) 2EHLE,

18
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6.11.6 miEERE
BEHERUOEESEKTORE OHERRFEFC. fTE»S—% (B 16~20 i)
R S EEBEEIIOVWT, =T VBT CRIE L. X8R5 EDTA-2K MR
miE (SB-41: A A v 7 AgEXEH) Il (W iml) 28RLE, Boh/-miE
IZDOWTH# 3.1) KRELAZEERVCHFEICLIVBRELE, Eio, @& (09 mL) %
38%7 =BT FU U ARBEMRRE (MK IFITRL 1 BOBE) ITEERL, #Ei
SyBE (BRIE : 3100rpm, 1,690xg, 1245501 X VB SNz o>V THR32) 123
BLEEBRUFEICLIIVBRE L, 28, SRICK2ERITHE L, £2AEKICONT
May-Griinwald-Giemsa e B¥EIC & 2 MIRBHFERZER L2, SRICE 2ERIEIR
ELIHERL, BRIZEBLR»o7,

&3 MBEFREORE. AEERVERABBLE

1) EDTA-2K ML= D\ TORE
®REHER HIEF L 4L
FMEKE (RBC) 2REL—F—Ta—H A hA MY —E? 10%/uL
~EZur & (HGB) T U RARNESDEUEEY g/dL
~< ;7 Yy ME (HCT) FRMERE K P EHFRMEKERELEH Y %
FHFRMERARE (MCV) 2AEL—Y—To—HY A A Y- fL
EHRMEkMEEE (MCH) FMHBERR~ELuCVBPLEHY g
PHAROLKRAAERE (MCHC) ~E/ o rBRUB~= 7 )y MEMLLERH Y g/dL
MARMERER (Retic.) RNARBIZEBL—PF—T7a—HAL bR FY—3? %
fi/MEE (PLT) 2BEL—F—Ta—F A FXPY—iE? 10%uL
B EkE (WBC) 2REL—F—Ta—F AL hA R~ 10%/uL
H R E 5 R ANFFYF—PRECLE TR A DY~ %
V2EEL—F—Ta—Y L FA Y —EY 10°/uL

2) 7 BT RNY U ANMME»SS8E L MEIC DV TORE
BREHER I F ik Bfy
7vu bu VR (PT) rsuay bED s
EELES be R

TG AF KM (APTT) zay hEY s
747V /) —4% & (FIB) rarRTTRFUED mg/dL
5 R E A2
D RAMKFHREERT 77/ 47 120 (Siemens Healthcare Diagnostics Inc., Ilinois, USA )
® . R B BhAIESERE  ACL Elite Pro (Instrumentation Laboratory, MA, USA)

) ¢ U8Bk (LYMP) | 98 (NEUT) | #FEEER (EOS) . #F3EEIk (BASO) . HE (MONO)
ROKRBIFELRER (LUC) , ¥, HORELRLAORENOESEOEREZE L L,

19
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6.11.7 miE{E2RE

MEFREARE L MR LM (0 4mL) ZEEERERAVRRE (X
Val MI-A— My 7 FATHRRESH)ITEY B LS BE (BXE 3100 rpm. 1,690xg,
125 L, BbhzliiEiconT, £ 4.1) CTRHLZEBROFECELIREL
Tro Ffo, ~2) UMRRE (MK 1mL %720 20 Bz~ Y V) (IZER L=
W (2ml) ZELSEE GRE 3100 rpm, 1,690xg, 1245[) L., Bohizimific
DNTER42) KEBELEHAROFECIIRELE,

£ 4 MAREFREVER., ARERVERBSRGE

1) 4B - MBI OWTORE
REHEH AEFHiE BT
ALP Bessey-Lowry ik @ IU/L
#avxFo—) (T-CHO) CEH-COD-POD # ? mg/dL
MY ZYUESA K (TG) LPL-GK-GPO-POD i mg/dL
v BE®E (PL) PLD-ChOD-POD i% ¥ mg/dL
“BrYLey (T-BIL) EIAEVAFLF—FiE? mg/dL
Zra—=x (GLU) INa—RFe kusr—¥iEd mg/dL
REFEH (BUN) Urease-LEDH i% 2 mg/dL
7 L7F = (CRNN) Creatininase-creatinase-sarcosine oxidase-POD £ ¥ mg/dL
+ RYU YA (Na) A AU BRINEEE Y ' mmol/L
FU YA (K) A F VRINEmE Y mmol/L
wBE (CD A A BINEEE D mmol/L
S 7 A (Ca) OCPC i ® mg/dL
mRY v (P) Y TTUEREY mg/dL
WiABaE (TP) Biuret # ¥ g/dL
TNA7 I (ALB) BCG ik g/dL
A/G e (A/G) BI-AVBBRUGTATIVUNLER
2) ~NY VIR b SBE L 7 LRI OV TORE
REHEAR HIEFE B {if
AST UV-rate i& ¥ IU/L
ALT UV-rate # 9 IU/L
LDH UV-rate & ¥ IU/L
I'-GTP Ly-Z A Z I3 IARF4-=baT7=Y FiE?Y Iu/L
5 AR E S
0 BRI EH B OEE TBA-120FRF (HE AT 4 M AT AZXKEREH)
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6.11.8 REBERE
6.11.8.1 Bl

ETOFEPIZONT, BRIMEEREAREIMIC L 0 BULBIE X, FH4FK - 5 - fa
W ERESHEFORE - MEBORBIC X 3FEMAREAN 2TV, BREES&L
7o

6.11.8.2 HREESAE

ETOEBPIZONT, RITFTHREOEE (BXNEER) 2BIETH & L bz, Xt
ERBLHRBEOKENOHFE 100g U= OHEMEERLZEH L,

BB, *HE2H LEAAEOREIZOWTIRERR 4 ICRIEL. £04FHE CEEME
L7,

fd, BIE*, MoRR. BRER, DIR. FFIE. B, FBE* SR L& IR 75

6.11.8.3 RIBHGERE

ETOEEICOVWTRICTRTEHRE - EEBERIRL, U VEBEE 10 vwhrir <l v
WCTHEHE L, 7L, Y BEE 10 viverdlsl~ Y VikE A%, BEKEOHR
HRRITY UEREIR CHAR L3 vV % AL AT LT E R 2.5 viwh kb= ) UIRT
BEE®%, REERVCERELERRI 7T VRCEELEE., ZThEFh, U BREEE 10 viv¥
B2 VIRTHREL, X770 0@8LE, Z0%, IFE LT~ b2 ) e
TAVUREERZER L, FHOMBHACEAER (WROBEHLIZOVW TR
260 KON TERLE, *TRUEZEESREIC O W TIRERZHHLZ8, SR
BEMOHRTo T, B, RYEREOEENTE DN MR DOIFR L EOBRIZS
WTHERUH AERT CICEEROSBEEICOVWNTEER L, Bz, BBy
THBHENMERZ N7, RRE G F. BES 1004, 4001 KT 4002) 12D
Wlikio2p 7 a7 Y UHE R AV R RS L R R EER R (N PAS B aiZE A % fERL
LEER LT,

KB, /DK, B B8 (W) | B, THEME, PRER. ERE/AME*,
B KRR, BRI, BT U U G, BRED 8L LR, ]RE. M (REXESD) |
B, TZ8B. =B, B (S ouviRzEt) | BB, &5, BB, TR, Bigx.
FERE, FEEx. BE LG sz, SR+ FE. BEF (BHZ2SL) . KBRE (B
Bz ate) *ROKRBEEEL *

fitlz, \HE* (RARIZIRKE SEES, ~~v b v o4 DU REERE
WMETER L, ) . ~N—F—R* BXER, &, B&E. BTE*. TR KR
B, BB, IR (BB *. KE (B *. BEEESIEAL (B4 RUMBEEZHE
H L CRAE LT, |
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6.12 $HETEEMT

A= 74—V FREROEENEE, BEREIIRBITLIEERNER. £/, B
RETHE, FEH, FEHENE. BHHE. BKE. RREOEENEB. LEFRE,
MEILFRERVBREERT — o0 T, MBHLERE L OB CREHENT 21T
ST, F¥. EFEOWTIL Bartlett RECL Y SBEDORELZ T (FEAE &
il 1%) . DEBE LVMEEIX Dunnett 2 AWV T, EEFBOHEEIE Dunnett D
mean rank test Z AV T, B L EREH L OB TREZ T (BEKE . BWMl S
B 1%) . ek, BIEFHIZOVWTIE, FREIZIISHOSBOB—HORE (FE
KIE : il 5%) 21Tolz, TR, EXBMRRD ONTBEITITEEE L 5B
WERER L OEHBEOZEIZOWT Student D tRE CEEKYEE : Bl 5 RO 1%) &,
LBMEDNTRD LR 2B ITIX Aspin-Welch D t RE (FEA®E : @ 5 RO
1%) %{F-o72279,
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7. HERER

7.1 — %K 68

%8 % Table 1-1~1-3 & O} Appendix 1~10 12/~ L7z,

1) BE5HAR

5 1 HIZ 100 mg/kg B EHOMERESFITHRERHOBD D, H 6/12 F L M 4/12
Bl CHRBEDS A bivlz, FIC, #8452 BiZiX 100 mg/kg B EBEOMEBESR 7/12 51 THEE
OO NED b,

2) EHEHIMA
HENThOBYICBWTYL, BEHARZBEL CREEEIRD RN T,

7.2 HMT—BIRE. BEERE. BHRUBREDE
7.2.1 Sl — AR ER

FXA& % Table 2-1~2-18 2 TX Appendix 11~70 {27~ L 7=

1) #5HIH

BE2EOF—T T 4 — FNBEICBWT 6 mgkg EHOB TS LY EH
BOAEBEREEARD b,

2) [EMEHM
WFNOREERIZBWTHEFE X2, HEL LB L 100 mgkg BEBHL O
FIICEBEERD N0 T,

7.2.2 HaemE
FA& % Table 2-19, 2-20 & T* Appendix 71~76 {27~ L7z,
1) #5438
WETFNORERBIZBWTHREEIT e, ML bR LSERDERER LD
FMCARBZEIRD LN ho Tz,
2) EE2R
WENOBREERCBWTORE TR, AL bXIBHEL 100 mgkg B EHE D
MICHEBEIIFZE Do T,

7.2.3 Bh

A& % Table 2-21, 2-22 & U' Appendix 77~82 {Z7R L7z,

) #5438

100 mg/kg | EHDOHETHRICEFEREEIRD b,

2) EIE2E

HERE L HXTBBEL 100 mg/kg 5B L OBICABEIIRD b b o,
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7.2.4 BRESHE

&% Fig. 1~4. Table 2-23, 2-24 U} Appendix 83~88 {Z7R L7z,

1) ®&548

25 mg/kg I 5B OWETHIER S 0~10 77 BERIEENRRED LN,

2) [EfE 2@

HEREL HXHBEES 100 mg/kg REHE L IXITIERRICHB L., AEEIRD LSRN

> 7,

7.3 E

FZ#& % Fig.5. Table 3-1. 3-2 R T* Appendix 89~94 {Z7R L7z,

1) HL5HIRE

100 mg/kg | EREDOHETIRE 4 BLRIZ, METHRE 4, 7. 10, 14, 17, 21 ®R1* 28
BIZEEREEIRD BN, BiZ, 100 mg/kg HEHOMME CIIRSHMTOGE
EMEBEOFERBEIRD DI,

2) EEHIME

100 mg/kg W EHOM TRIEH 28 C THERIEESRD bivi,

7.4 Efis

FX#& % Fig.6. Table 4-1, 4-2 & T\ Appendix 95~100 iZ7R L 7=,

1) HEHM

25 mg/kg TEHOMHETHRE 7 BIZ, HTHEE 28 BIZHEERIEMED, 100 mg/kg x5
BHOETEE TRV 4RI m1&$7 14 X028 BIEAEREEIRD BN,
2) [EIEHIME

MEREL BXTREEL 100 mg/kg REBHOBHEEIIIIFERICHERL, AEERR® L
Nighot,

7.5  REE EKESD)

FRA& % Table 5-1~5-8 & T Appendix 101~118 (2R L7z,

) ®&E548

25 mg/kg L EOREFEOHETEAKEDEELREMES. 100 mg/kg X5 DM TR
FEEDOHERKMED., 100 mgkg BEFHOETREOEELEMEBRD LN, i,
LEZBWTITEBRINV YU LOBHES] (T<REDHDVITERE) HRBEOM 1/12
B, 100 mg/kg B 5-BEDORE 7/12 Bl & # 412 B TH B, 100 mg/kg 5B OMERE T
PEF O IMER A3FR D bz,

2) EE2E

MEREE DATREEL 100 mgke BREHOEHEMNERECREENRDONT, RE, 8K
BERVREBEBEICOXERH L OBICEREZERIRD DR o7,
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7.6 MEFRE

A& % Table 6-1~6-6 J2 OF Appendix 119~136 IZ/R L7z,

) HREHMKTE

6 mg/kg WEBHOE TEHROKRLEREOCOFERKME., BMEKESFILBITLIK
BRI ER A MRS BB T 2 KB EREHRBEOFTELEMEMN,. 100 mg/kg
B 5HOBETHEARMERE L AMRSEICBT D FBEREOFERHEIED b,
2) EMEHIRKR TR

WTNOREBEEBIZBW TS, ML HXTRE L 100 mgkg REH L OHICHEEE
HRD LNt

7.7 MBEERE

X8 % Table 7-1~7-4 & " Appendix 137~148 IZR L7z,

1) HBEHMKTE

6 mg/kg REFDMET A/GHOFEREMED. 25 mghkg L LOREHOKET Y 7
VEZA FOFEERIEMEN.100 mgkg B 5EHEOMER CHEEOREREMEALS /M TAST,
JVTF=ROT NI DAOFRREELBaVATa—, I U T AL R,
VUBBRUGAIAT Y AOFRREESRD b,

2) EEHEK TR

100 mg/kg HEHOFETI N a—XOFRREMENS, ETHI U LAOFEREMEN
BO LN,

7.8 HREES
A& % Table 8-1~8-8 }2 O" Appendix 149~172 {27~ L7z,
1) #HEHREKETE
lwmwgﬁéﬁwﬁfﬁﬁwiwﬁ%&ﬁﬁm bz,
Rl : 25 mg/kg LA EOBREFEOME & 100 mg/kg B 5FEOHET
A EROHELREMEI, 100 mgkg BE5HOM T
HEEBOFELRFEIBD LN,

Ree figk : 6 RO 100 mg/kg S HOETHIEREDEE R SHE
BRD LT,

=g : 100 mg/kg KEHOBE CHINEREOAERBEIRD
b,

5 : 25 mg/kg BEHE THIEREOCERERBEIEDOOLN
7

2) [EIE#MRR TR
100 mg/kg B EH DO CREEEDHAEREEIRO b,
i : 100 mg/kg BEBFHOHE THRIEBOFE RIKMEMSFE
Bh.f:—o
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ik : 100 mg/kg BEFHOE TCHANEEOHEERSEIRD
b,
FF g : 100 mg/kg B#EFHOHE THAEEOEELEHENSRD
bz,
7.9 ERmR

B A& % Table 9-1, 9-2 2 U Appendix 173~244 {278 L7z,
) REHRETE

= : 25 mg/kg K EBOHE 1/6 G TRBEEREREPEDLN
77,

BTl : 100 mg/kg B EEE DM 1/6 FI THBELIRD bLT,

R : XPERELD 1/6 FITRELARBD b,

BE b : 25 mgkg REHD /6 FITHARPRB O bh i,

2) [EEHRKETE

i : XTHREEDHE 1/6 1] & 100 mg/kg ¥ 5-BE D HE 1/6 i THEZ
BERIBD LN,

H : XTEREEDOHE 1/6 B TIRBRREENFERD bz,

7.10 REARPERE
F#& % Table 10-1~10-5 % U Appendix 173~244 {27~ LTz,
1) BREHREKRTRE
KR ERGFICLD L %z ONHEPEHEDOTFIER CHEOBRICRD b,

Fh : 25 mg/kg & 5B O MR 3/6 B, 100 mg/kg B S FEDME
7’& Bl TS B VTR E A/ NEE D IR AR K A5

B b,
B g : ?TBEHODI’E 2/6 B, 6 mg/kg ¥ 5-FEDHE 1/6 £, 25 mg/kg

B 5B DL 4/6 i TR IFEAM/MED | 25 mg/kg F
LREOHE 1/6 5], 100 mg/kg 1 5B OHEEF] CERE 247
B/ MED B DL, 25 mg/kg L EDOH S BEORE THRE
HERUCEEDHEBIARBD N, AELRALNE
g 5 LREF 3 Fl. BHES 1004, 4001 XV
4002) IZoWTH 2u 7 e 7 Y Uik E vz egd
B EREEAR D PAS REERLER LER L
R, 2u7a 7V B, PAS RIGRREEZRLZZ
EnD, FEBEMEIZT QU u T ) VEETHD EH
Wr L7,

HEHRETECHUTIRTIHANED bR, ZOHBRERZELLVTH

HIBRFEEOEL L HET L7,
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ARER

TEK

FR R

PR

fifi

IR,

B

KIBER B #& ff

100 mg/kg REREDHE 1/6 Fl TERML BB R E 25,
SHREEOHE 2/6 Fl CTRMAABESLEILEN RO b,
100 mg/kg B EHEDOHE /6 FI TEBALD S alRBd o
fpii

Xt EREE D HE 2/6 i) & M 3/6 11, 100 mg/kg R 5-BEDHE 1/6
{51 & ot 2/6 B CEEBMUR AR D S AR O b7,
xFERBEDHE 5/6 15 & 1 3/6 B, 100 mg/kg #e 5-BED 1 5/6
Bl & 4/6 Bl CERISDH D VIR E2HAER AT D 5
ni-,

XHREER T 100 mg/kg B E-BHOHEE 1/6 7 T2 M
fafmiaiR B, MRBBOHESR 1/6 Fl TR ELE
BRD b,

xtHBEEDHE 1/6 Fl TR MRS ELED, HRHEK
100 mg/kg 5B DOHES 1/6 Hl TEMBARE LK
BN D DT,

XHBEE, 6 RN 25 mg/kg 5B DR 2], 100 mg/kg
BEHOBESEI &M 4/6 Bl TEM D D VITEE RN
AZEREAS, 25 R 100 mg/kg G5 BHEOHS 1/6 7l T
MABIRPEDO LM AT D b iz,

XTERBE O 2/6 1 L HE 1/6 5], 6 mg/kg FEBEDLE 3/6
B, 25 mg/kg T S BEDHE 4/6 F1], 100 mg/kg ¥ EFE DM
B 2/6 FITEMBLBERMEN, HREEOH 1/6
&t 3/6 . 25 mg/kg IR EBEDOHE 1/6 1. 100 mg/kg &
EEEORE 2/6 i L HE 1/6 Bl CERMARELEILED, R
BEOME 1/6 1. 6 mg/kg R EHDOHE 1/6 1. 100 mg/kg
BEBEOHE 1/6 B & 8 2/6 Hl CERAVL I E MR EL
mHbhi,

XHEREED 1/6 FITEMIBEHREEEN, XtBED 1/6
il CEMe A R Y MiIaElab B b,
HBEED 1/6 FITEMZBEMRZE. SRED 1/6
PITEELRE LAEENHBEEARD DAL,
XHEREED 5/6 7. 100 mg/kg B EBED 4/6 Fl TR K
EMRREERRD bk,

*HEBEE OMERES 5/6 7. 100 mg/kg H 5-BEOHE 3/6 7 &
M 4/6 Bl TR REE R EESIRD b,

%t BREEDOMERES 2/6 5. 100 mg/kg B EBEDHE 3/6 & M
4/6 Bl CEMRHEESRD b,

BTICRTRRICOWTIE, #IRBAONRAIRFRICHEE T EEX ORI,

27



B-6579

T

FFRR
R
FER L&

2) EHEHIRIE T

REAREENI LT 25 me/kg 5B OME 1/6 51T,
BRRRBECLARRD b,
BEEXA LI 100 mg/kg FEFHOME 1/6 1Tk
RERBREEEENTZD b,
REER L LT BEED 1/6 5Tk, BEBEME
RBRD bz,
BEENL LI 25 mgkg B EEED 1/6 #l T, BE
REFREENRED LN,

HBRYMEREIIL D %z LN BRIV EDOITIRKE VBIEIZRD bhi,

i

B

100 mg/kg & 5B DHE 1/6 Bl TEM /N E P .LHERT R
ERHMBERD bz,

XHRBEOHE 2/6 B, 100 mg/kg G OLE 4/6 H TEMK
RIFERMEAMER A B, 100 mg/kg BERHOHETRE
HEEOEMARRD bz,

EEHME TR TIIUTICRTIRSRD bhticyl, ToHBERRe ENL0VTh

bIEFEEOL & HMT L,
iy :

B ik

Jii

=

LTI RIC DWW T,

XTRBEEDOHE 1/6 1l TERURRBMEEED X RAELE 100
mg/kg BEHOMELFTERMBD 5 WVITREOH/INA
FENENS, XHBEEOHE 1/6 Hl CEMZBEIIRK DS, XTHREE
D 1/6 B, 100 mg/kg FTEEFEDOHE 1/6 Fl CEM L BHAR
FED H L A58 bz,

XHRBEOHE 1/6 1. 100 mg/kg & 5B DOHE 3/6 ] TEIK
REARMEN, AEREERT 100 mgkg BEHOHES
1/6 B CREMURGLEILED . StBEOKE 4/6 H1. 100
mg/kg BE-BEOHE 1/6 FITEB B EHIRRENEED
Hivi,

FREEL SN - AIRFT RICHEYT 5 &E X bz,
BEREEND O XTREEOM 1/6 il & 100 mg/kg B
SREORE 1/6 BICiX, B RBEMEHMLAFED b,
JRE O REENL LI REORE 1/6 fiTIX, B
MERBOULAERELERAKBEERIRD b,
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8. EE

FUTIUAT I D28 BRARER AR5 EZHHR L 6 BER D Sprague-Dawley & SPF
Z v b [Crl:CD(SD)., 1 BEMEMER 6 iX 12[E)] #ZAHWVWTEBE L, B#EEIZ 0 (=—
Vi XTEREE) | 6. 25 BN 100mg/kg & L, F7x, HEBEEE 100 mgkg O—EOEE
(1 BFHERER 6 IT) oW TIIR 5% 2 BRIOKRELB 23T, EHEOTEHEE
BREt L7z,

—HIREE TIL. BREHIEIHAIC 100 mg/kg B S REOMEME TG & B R EHOR D N
BH b,

AR —AREE, MEERE. BAHARVCEREHETII. 85 48T 100 mg/kg & E-
HOBETHREEBHOBRMENS O, PREOREHERIOFEASZENELLIZAON
TWiaWnWb oDBRYEREOEEN DN, ToM, &5 28IZH—T 74—
N FRBEICBW TS BB Y EEOBEED 6 mgkg REFHOHT, 54 BITEE
BEEOEMEN 25 mgkg B EHOMETH LN, WTNLILKEETHY . BAE
BICRBERERREA DN TN T &5 HEFM &l Lz,

HRETIE, £5HFEYIC 100 mg/kg B ESFHOMHE CEMESEDO BN, AEHNED
BEZTR Uz, 2B, EEHRTICE 100 mgkg HESFEOHE CIEMERTRD bz,
EEMMFOFEEMEIZIIIRE E OMICEIZX R o7,

BHEE T, REHMFIZ 25 mgkg U EOREFEOMECRESTED b,

RBRETIE, BE 458225 mgkg L LOREBHOKETEAEDORMEN., 100 mg/kg
BREBROMECEEEORMEDN, BETREOEENEO LN, Eio, WEIZBWT
100 mg/kg GO CERBR I N VU 5 DOBEGIOBIMBERIAERD b,

MKERE TIL, B5HEK TR 100 mg/kg BEHEOHE THRNMEKROEME L B
MER BT RBIT DFBREREOSEIRD LN, WTIbLI<EETHY ., BT
LZHEBIZEP AL TRV L LBRMELHB Lz, £/, 6 mgkg BEHOD
BECEHRMIFMLEREDRMEE AMERE HFICBIT 2 KEGERAKRLFER O AMEK

SEWCBITARBEREREOBHEIALGNEN, WINLIKEETHY, SHE
BRI BILIIA DR TWARNWZ b ERME L HIET Lz,

MEEFRE T, REMRK TRIZ 25 mgkg A LOBREHOET NI 7V T4
ROIEMEDS, 100 mg/kg T EBFEOMBE TEROMEMEN, ETRa L AT —1, R
TUVEIFAFR, VVIBERUANLNVTADEEE T NI U ADRERA LIV, FHBEE
FIEHALOLTRRVLOOHEBRHERSDOEENRRELN, ZTOM, 100 mgkg &5
HOMTASTROZ VT Fo U TERERALNER, Z<RETHH, BELRET
HLEINDIEETEHENVWI D, BEFNICEREEREL T ok, /2. 6
mg/kg EHOME T A/GLEOBENRALNTZN, TL<BETHY, mHEHICRAKRL
EhixAonTWRWnZ Lo ERELHETLE, 22k, EEHMK TR 100
mg/kg BEBHDOHET I/ N a—ADEMEDN, ETH Y VLDEKERLZLNIZAR, WTh
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HbIKEETHY, BEHMETRIIARLELIEIRO N TRV L L ERME
LT L7,

FRHEERE T, BEHRK TEICFRICBWT 25 mg/kg L EOFEEEOHEL 100
mg/kg I EBOHETHIERDOEMEN, 100 mgkg HEEHOM CHTEROFHMEN, M
%%m’%mgmuhw&5#®M$f4%mbﬁﬁﬂ@mkﬁéﬁh,wﬁ%E&

BEENED b, BIREIZE WD THEFMNIC 25 mg/kg UL EDOBRERH OB CIHERME
¢%@%ﬁﬁgﬁo&§@%ﬁm&6h\ﬁﬁm_owfrnm7m7)/#¢%%
W BB L R EEA R Y PAS REZEAZ (ER UBER LoER, FEME/IMEE
o2p Za7 Y TCTHBEHM L, «2p e T ) VST v PORBRENZ LRI TH
BLEnD, TOBUTEFEEZIBHELRAEHBLE Y, £, BRIt
EEOREMEN 100 mg/kg EHOETRD bhiz, TOM, MIEEOSMED 6 XV
100 mg/kg B G- BEDOHED IR L 25 mg/kg BEHDOFEIZHONIHB, WTiLh T<E
EThy, BEELORENRVIEMLLERELHB L, JRCBNTALIE
FTRIIRBR I E B BAEME LB L, ek, EEHBKT RISV TR
EEOSMED 100 mgkg HEHOMTH LN, BRREECKMBIZHESTELLEH
Wr L7z, MRS/ NER DT ERAE K 2S 100 mg/kg EBHOBETH LN B O
O, REEERUOEERIRSHPETRIVER L, $2. BRICBW THRERFEN
BRI/ IME D FEIRBEE DA 100 mg/kg EHOBETRDOOLNTZLDOOEREKT
BEABLRELTHIZEPOERERICEEE LW EHBT Lz, Z0M, BEE
BT 100 mg/kg B EHOBDOPMIENEEDEMEN, MO LRICHEIERDOEESH
BN, WTNRGI<KERETHY . RESHKRTRICERRZBIIED LA TV
WZ EDNLBEELHE L, BIZHBRICEBWDTAHA LN RIXBHRRRR D018
FE L M L7,

ERL7ED S5, BEHES XK OEE B TR, KET 100 mgkg 5
HOMICEMERS, HEFERE T 100 mg/kg BEBFHOBIZFEO/NEF OEFHRER
BHLNELODOWTHNHEEERIRBO b, £/, TOMOEITHKRE L L b
WHR LEESR O b,

UEDRER., NI TIATIVORRBREGTICRITIBEEREIT, & UTHKE
TREBEREILRBIT AFBOEN LY 6 mg/kg/day & HEE 7z,
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9.
1)
2)
3)
4)
5)

6)
7)

3K

MITIUATIVOTy AV 14 REREROBREZHERAR (F
HRER) EHREER YV —F v ¥ —, RBRES : C-B447, 2009 4F)
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.
Dunnett CW. New tables for multiple comparisons with a control. Biometrics 1964;
20:482-91.
AR (1977) : T — BHE & 8 —1 RRREHES, 7R
fEARIEE (1981) : FEZNAVAM — 50 & AT — 11 R KRS, TR
C.A. Montgomery, Jr., and J.C. Seely : 10. Kidney. In “Pathology of the Fischer Rat”,
edited by G.A. Boorman et al., Academic Press, Inc., San Diego, pp.129, 1990.
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200k
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A- — A b mg/kg
O— —m 25 mg/kg
o—-—o 100 mg/kg
O I | t { ! i
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.1 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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Fig.2 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)
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300}
200}
100}
o——o 0 mg/kg
&—-—& 100 mg/kg
O | { 1 { 1 |
0-10 10-20 20-30 30-40 40-50 50-60
Interval (minute)
Fig.3 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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200
100
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Interval (minute)
Fig.4 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)
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o——-o 0 mg/kg
A~ — A 6 mg/kg
M— —m@ 25 mg/kg
&—-—o 100 mg/kg

| i l I 1

Fig.5

1
4 7 10 14 17

Administration period

21

24

28

|
1

1 3 7 10 14 (day)
——— Recovery period —

A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Body weight
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o—-—¢ 100 mg/kg
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Fig.b A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Food consumption



Table 1-1 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Clinical signs {(Administration period)

B-8579

Day of administration

Sex Dose Findings
ng/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 6 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 8 6 6 6 6 6 6 6 6 6
25 No. of animals 8 6 6 6 6 6 8 [{] <] [¢] 6 8 (] 6
No abnormality [} 6 6 6 6 [ 6 6 8 8 6 8 6 6
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 0 5 12 12 12 12 12 12 12 12 12 12 12 12
Decrease in spontaneous movement 12 7 0 0 0 0 )] 0 0 0 0 0 0 0
Salivation 6 0 0 0 0 4] 0 Q 0 0 0 0 0 0
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 6 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
25 No. of animals 8 6 6 6 6 6 8 6 6 6 6 6 6 6
No abnormality 8 6 6 6 6 6 6 6 6 6 6 6 6 6
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 0 5 12 12 12 12 12 12 12 12 12 12 12 12
Decrease in spontaneous movement 12 7 ] 0 0 0 4] ¢} 4] 0 0 0 0 0
Salivation 4 0 [ 0 0 0 0 [ [4] 0 0 0 0 0




B-6579

Table 1-2 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Clinical signs (Administration period)
Day of administration
Sex Dose Findings

ng/kg 15 16 17 18 19 20 21 22 23 24 25 26 27 28
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Male 6 No. of animals 6 6 <] 6 6 6 6 3] 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
25 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality [ 6 6 6 6 6 6 6 6 6 6 6 6 6
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Female 6 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6
25 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 8 6 3] 6 6 6 6 6 6 6 6 6 6 6
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12




A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

B-6579

Table 1-3
Clinical signs (Recovery period)
Day of recovery
Sex Dose Findings

meg/kg 1 2 3 4 5 6 7 8 9 10 11 12 13 14
Male 0 No. of animals 4] 6 [ 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 [$} 6 6 [ 6 6
100 No. of animals 6 6 6 6 6 6 6 6 6 [ 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 [ 6 6 6 6 6
Female 0 No. of animals 6 6 6 6 6 6 6 6 6 6 8 [ 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 [§] 6 6
100 No. of animals 6 6 6 6 6 6 6 6 6 6 6 6 6 6
No abnormality 6 6 6 6 6 6 6 6 6 6 6 6 6 6




B~6579

Table 2-1 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 1 of administration period)
Sex Male Female
Dose (mg/kg) 0 6 25 100 0 6 25 100
Parameter No. of animals 12 6 6 12 12 6 6 12
Posture
Normal 12 6 6 12 12 6 6 12
Convulsion
None 12 6 6 12 12 6 6 12
Abnormal behavior
None 12 6 6 12 12 6 6 12




B-6579

Table 2-2 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observations (Week 2 of administration period)
Sex Male Female
Dose (mg/kg) [¢} 25 100 4] 25 100
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
Nomne 12 8 12 12 6 12
Abnormal behavior
None 12 6 12 12 6 12




B-6579

Table 2-3 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observations (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 25 100 0 25 100
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 6 12
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Table 2-4 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observations (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 25 100 0 25 100
Parameter No. of animals 12 6 12 12 6 12
Posture
Normal 12 6 12 12 6 12
Convulsion
None 12 6 12 12 6 12
Abnormal behavior
None 12 6 12 12 6 12




B-6579

Table 2-5 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Detailed clinical signs : home cage observations (Week 1 of recovery period)
Sex Male Female
Dose (mg/kg) 100 100
Parameter No. of animals 6 6
Posture
Normal 6 6
Convulsion
None [¢] ]
Abnormal behavior
None 6 6




B-6579

Table 2-6 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Detailed clinical signs home cage observations {(Week 2 of recovery period)
Sex Male Female
Dose (mg/kg) 100 0 100
Parameter No. of animals 6 6 6
Posture
Normal 6 6 6
Convulsion
None 6 6 6
Abnormal behavior
None 6 6 6




B-8579

Table 2-7 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Detailed clinical signs in-the-hand observations (Week 1 of administration period)
Sex Male Female
Dose (mg/kg) 0 25 100 o] 25 100

Parameter No. of animals 12 6 12 12 6 12
Ease of removal from cage

Easy 12 6 12 12 6 12
Fur condition

Normal 12 6 12 12 6 12
Skin

Normal 12 6 12 12 6 12
Secretions-Eye, Nose

Absent 12 6 12 12 6 12
Exophthalmos

Absent 12 6 12 12 6 12
Palpebral closure

Normal 12 6 12 12 6 12
Mucosal membranes

Normal 12 6 12 12 6 12
Lacrimation

Normal 12 6 12 12 6 12
Piloerection

Absent 12 6 12 12 6 12
Pupil size

Normal 12 6 12 12 6 12
Salivation

None 12 6 12 12 6 12
Abnormal respiration

Absent 12 6 12 12 6 12
Reactivity to handling

Easy 12 6 12 12 6 12




B-6579

Table 2-8 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 2 of administration period)
Sex Male Female
Dose (mg/kg) 0 6 25 100 0 25 100
Parameter No. of animals 12 6 6 12 12 6 12
Ease of removal from cage
Easy 12 6 6 12 12 6 12
Fur condition
Normal 12 [¢] [ 12 12 6 12
Skin
Normal 12 6 6 12 12 6 12
Secretions-Eye, Nose
Absent 12 6 6 12 12 6 12
Exophthalmos
Absent 12 6 6 12 12 6 12
Palpebral closure
Normal 12 6 6 12 12 6 12
Mucosal membranes
Normal 12 6 6 12 12 6 12
Lacrimation
Normal 12 6 6 12 12 6 12
Piloerection
Absent 12 6 6 12 12 6 12
Pupil size
Normal 12 6 6 12 12 6 12
Salivation
None 12 6 6 12 12 6 12
Abnormal respiration
Absent 12 6 6 12 12 6 12
Reactivity to handling
12 6 6 12 12 6 12

Easy




A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

B-6579

Table 2-9
Detailed clinical signs in-the-hand observations (Week 3 of administration period)
Sex Male Female
Dose (mg/kg) 0 25 100 0 25 100
Parameter No. of animals 12 6 12 12 [ 12
Ease of removal from cage
asy 12 6 12 12 6 12
Fur condition
Normal 12 6 12 12 6 12
Skin
Normal 12 6 12 12 6 12
Secretions-Eye, Nose
Absent 12 6 12 12 6 12
Exophthalmos
Absent 12 6 12 12 6 12
Palpebral closure
Normal 12 6 12 12 6 12
Mucosal membranes
Normal 12 6 12 12 6 12
Lacrimation
Normal 12 6 12 12 6 12
Piloerection
Absent 12 6 12 12 6 12
Pupil size
Normal 12 6 12 12 6 12
Salivation
None 12 6 12 12 6 12
Abnormal respiration
Absent 12 6 12 12 6 12
Reactivity to handling
12 6 12 12 6 12

Easy




B-6579

Table 2-10 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Detailed clinical signs : in-the-hand observations (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 ] 25 100 (4} 25 100
Parameter No. of animals 12 6 6 12 12 6 12
Ease of removal from cage
Easy 12 6 6 12 12 6 12
Fur condition
Normal 12 6 6 12 12 6 12
Skin
Normal 12 6 [ 12 12 6 12
Secretions-Eye, Nose
Absent 12 [ 6 12 12 6 12
Exophthalmos
Absent 12 6 6 12 12 6 12
Palpebral closure
Normal 12 6 6 12 12 6 12
Mucosal membranes
Normal 12 6 6 12 12 6 12
Lacrimation
Normal 12 6 8 12 12 6 12
Piloerection
Absent 12 6 [ 12 12 6 12
Pupil size
Normal 12 6 6 12 12 6 12
Salivation
None 12 6 6 12 12 6 12
Abnormal respiration
Absent 12 6 6 12 12 6 12
Reactivity to handling
12 6 6 12 12 6 12

Easy




B-6579

Table 2-11 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 1 of recovery period)

Sex Male Female
Dose (mg/kg) 0 100 0 100
Parameter No. of animals 6 8 6 6

Ease of removal from cage

Easy 6 6 6 6
Fur condition

Normal 6 6 6 6
Skin

Normal 6 6 6 6
Secretions-Eye. Nose

Absent 6 6 6 6
Exophthalmos

Absent 6 6 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal 6 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 8 6 6 6
Salivation

None 8 6 6 6

Abnormal respiration
Absent 8 6 6 [§]

Reactivity to handling
Easy 6 6 6 6




B-6579

Table 2-12 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Detailed clinical signs : in-the-hand observations (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 100 0 100

Parameter No. of animals 6 6 6 6
Ease of removal from cage

Easy 6 6 3] 6
Fur condition

Normal 6 6 6 [
Skin

Normal 6 6 [{] 6
Secretions-Eye, Nose

Absent 4] 6 6 6
Exophthalmos

Absent 6 8 6 6
Palpebral closure

Normal 6 6 6 6
Mucosal membranes

Normal - ] 6 6 6
Lacrimation

Normal 6 6 6 6
Piloerection

Absent 6 6 6 6
Pupil size

Normal 6 6 6 6
Salivation

None 6 6 6 6

Abnormal respiration
Absent 6 6 6 6

Reactivity to handling
Easy 6 6 8 [




. Table 2-13 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Detailed clinical signs

open field observation (Week 1 of administration period)

B-6579

Sex Male Female
Dose (mg/kg) 0 6 25 100 0 6 25 100

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 6 6 12
Gait

Normal 12 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 [ 6 12
Rearing count (Mean+S.D.) 4+ 5+ 2 4+ 3 3+ 5+ 3 4+ 3 5+ 2 5+ 2
Defecation count (Mean+S.D.) 1+ 1+ 1 0+ 0 1+ 0+ 0+ 0 0+ 0 0+ 0
Urination

None 7 5 [ 6 12 6 6 12

Small amount 5 0 0 5 0 0 0 0

Moderate amount 0 1 0 1 0 0 0 0

No significant difference in any treated groups from control group.



Table 2-14 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Detailed clinical signs

open field observation (Week 2 of administration period)

B-6579

Sex Male Female
Dose (mg/kg) 0 6 25 100 0 6 25 100

Parameter No. of animals 12 6 6 12 12 6 6 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 8 12 12 6 6 12
Gait

Normal 12 6 8 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 6 6 12
Rearing count (Mean+S.D.) 3+ 3 6+ 2+D 3+ 3 3+ 2 6+ T+ 4 8+ 3 T+ 2
Defecation count (Mean+S.D.) 1+ 2 0+ 0 0+ 0 0+ 0 0+ 0+ 0 0+ O 0+ 0
Urination

None 8 6 4 7 11 6 6 12

Small amount 3 0 2 4 1 0 0 0

Moderate amount 1 0 ] 1 0 0 0 0

+« : p<0.05 (Significant difference
D : Dunnett's test

from control group)



Table 2-15 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation (Week 3 of administration period)

B-6579

Sex Male Female
Dose {(mg/kg) [ [ 25 100 [¢] 6 25 100

Parameter No. of animals 12 6 [¢] 12 12 6 [¢] 12
Arousal

Normal 12 6 6 12 12 6 6 12
Convulsion

None 12 6 6 12 12 6 6 12
Abnormal behavior

None 12 6 6 12 12 6 6 12
Stereotypy

None 12 6 6 12 12 <] 6 12
Gait

Normal 12 6 6 12 12 6 6 12
Posture

Normal 12 6 6 12 12 6 6 12
Grooming

None 12 6 6 12 12 8 6 12
Rearing count (Mean+S.D.) 4+ 2 4+ 2 4+ 3 4+ 3 9+ 3 8+ 4 7+ 3 9+ 3
Defecation count (Mean+S.D.) 0+ 0 0+ 0 0+ 1 0+ 1 0+ o+ O 0+ 0 0+ 0
Urination

None 10 5 5 8 12 6 8 12

Small amount 2 1 1 4 0 0 0 4}

No significant difference in any treated groups from control group.



B-6579

Table 2-16 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Detailed clinical signs open field observation (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 6 25 100 0 25 100

Parameter No. of animals 12 6 6 12 12 6 12
Arousal

Normal 12 6 6 12 12 6 12
Convulsion

None 12 6 6 12 12 6 12
Abnormal behavior

None 12 6 6 12 12 6 12
Stereotypy

None 12 6 6 12 12 6 12
Gait

Normal 12 6 6 12 12 6 12
Posture

Normal 12 6 6 12 12 6 12
Grooming

None 12 6 6 12 12 6 12
Rearing count (Mean+S.D.) S+ 2 5+ 3 5+ 2 4+ 2 8+ 8+ 3 9+ 2
Defecation count (Mean+S.D.) 0+ O 0+ 0 0+ 0 0+ 1 O+ 0+ 0 0+ O
Urination

None 11 6 8 11 12 6 12

Small amount 1 ¢} 0 1 0 0 0

No significant difference in any treated groups from control group.



Table 2-17 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Detailed clinical signs : open field observation {Week 1 of recovery period)

B-6579

Sex Male Female
Dose (mg/kg) 0 100 0 100

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 6 6 6
Abnormal behavior

None 6 6 6 (5]
Stereotypy

None 6 6 6 6
Gait

Normal 6 6 6 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 6+ 4 6+ 4 8+ 3 9+ 4
Defecation count (Mean+S.D.) 0+ 1 0+ 0 0+ 0 0+ 0O
Urination

None 6 5 6 6

Small amount 0 1 0 0

No significant difference between treated group and control group.



Table 2-~18 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Detailed clinical signs

open field observation (Week 2 of recovery period)

B-6579

Sex Male Female
Dose (mg/kg) 0 100 0 100

Parameter No. of animals 6 6 6 6
Arousal

Normal 6 6 6 6
Convulsion

None 6 8 [ [¢]
Abnormal behavior

None 6 [S] 6 6
Stereotypy

None 6 6 6 [¢]
Gait

Normal 6 6 8 6
Posture

Normal 6 6 6 6
Grooming

None 6 6 6 6
Rearing count (Mean+S.D.) 5+ 1 5+ 2 8+ 3 8+ 1
Defecation count (Mean+S.D.) 0+ 0 1+ 1 0+ 0 0+ 0
Urination

None 6 5 6 6

Small amount 0 1 0 0

No significant difference between

treated group and control group.



B-6579

Table 2-19 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Manipulative test (Week 4 of administration period)
Sex Male Female
Dose (mg/kg) 0 6 25 100 0 6 25 100
Parameter No. of animals 12 6 6 12 12 6 6 12
Auditory response
Normal 12 6 6 12 12 6 6 12
Approach response
Normal 12 6 6 12 12 6 6 12
Touch response
Normal 12 6 6 12 12 6 6 12
Tail pinch response
Normal 12 6 6 12 12 6 [ 12
Pupillary reflex
Pass, both 12 6 6 12 12 6 6 12
Aerial righting reflex
(Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 72+19 62+19 67+11 68+23 50+ 8 53+17 43415 49+12

No significant difference in any treated groups from control group.



B-6579

Table 2-20 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Manipulative test (Week 2 of recovery period)

Sex Male Female
Dose (mg/kg) 0 100 0 100
Parameter No. of animals 6 6 6 6
Auditory response
Normal 6 6 6 6
Approach response
Normal 6 6 6 6
Touch response
Normal 6 6 6 6
Tail pinch response
Normal 8 6 6 6
Pupillary reflex
Pass, both 6 6 6 6
Aerial righting reflex
{Total score: Mean+S.D.) 0+ 0 0+ 0 0+ 0 0+ 0
Landing foot splay (mm: Mean+S.D.) 70+290 78+ 9 52+10 52+10

No significant difference between treated group and control group.



B-6579

Table 2-21 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Grip strength (Week 4 of administration period)

Sex Dose Fore limb Hind limb
mg/kg g g

0 No. 12 12

Mean 1244 639

$.D. 213 129

Male 6 No. 6 6
Mean 1061 509

S.D. 178 57

25 No. 6 6

Mean 1038 540

S.D. 113 142

100 No. 12 12

Mean 1067 505w
S.D. 188 108D

4] No. 12 12

Mean 993 586

§.D. 187 114

Female 8 No. 6 6
Mean 1038 524

S.D. 216 78

25 No. 6 6

Mean 952 537

S.D. 224 132

100 No. 12 12

Mean 1046 520

S.D. 116 123

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



B-6579

Table 2-22 A 28~day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Grip strength (Week 2 of recovery period)

Sex Dose Fore limb Hind limb
mg/kg g g

Male 0 No. 6 6
Mean 1435 721

S.D. 201 78

100 No. 6 6

Mean 1568 730

S.D. 179 105

Female 0 No. 6 6
Mean 1184 539

S.D. 235 142

100 No. 6 6

Mean 1021 495

S.D. 59 101

No significant difference between treated group and control group.



B-6579

Table 2-23 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Motor activity (Week 4 of administration period)

Interval (minutes)

Sex Dose -
mg/kg 0~10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
0 No. 12 i2 12 12 12 12 12
Mean 388 364 349 300 274 227 1902
S.D. 33 51 48 88 97 111 343
Male 6 No. 6 6 6 6 6 6 <]
Mean 406 350 305 276 2486 184 1767
S.D. 44 46 49 71 106 137 300
25 No. 6 6 8 6 6 6 6
Mean 371 351 346 273 236 151 1728
S.D. 50 50 52 113 152 126 468
100 No. 12 12 12 12 12 12 12
Mean 346 328 296 262 189 183 1603
S.D. 107 48 69 89 117 176 427
0 No. 12 12 12 12 12 12 12
Mean 428 362 289 279 258 209 1824
S.D. 28 54 105 83 92 131 381
Female 6 No. S 5 5 5 5 5 5
Mean 378 329 242 264 258 274 1745
S.D. 31 21 104 40 75 29 121
25 No. 6 6 6 6 ] 6 6
Mean 366+ 365 355 324 312 273 1995
S.D. 64D 49 79 81 33 81 277
100 No. 12 12 12 12 12 12 12
Mean 389 353 290 308 271 265 1878
S.D. 38 37 66 63 105 112 299

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



B-6579

Table 2-24 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Motor activity (Week 2 of recovery period)

Interval (minutes)

Sex Dose
mg/kg 0-10 10-20 20-30 30-40 40-50 50-60 Total(0-60)
Male 0 No. [¢] 6 6 6 6 6 6
Mean 360 271 274 251 243 233 1631
S.D. 59 88 69 55 81 106 333
100 No. 6 6 6 6 6 6 6
Mean 364 301 265 293 176 226 1625
S.D. 86 115 137 77 136 97 346
Female 0 No. 6 6 6 6 6 6 6
Mean 387 341 291 228 245 266 1758
S.D. a7 78 106 119 119 116 333
100 No. 6 6 6 6 6 6 6
Mean 395 315 211 267 198 280 1665
S.D. 64 50 100 7 137 70 306

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



B-6579

Table 3-1 A 2B-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Body weight (Administration period)

Day of administration

Sex Dose Gain
mg/kg 1 4 7 10 14 17 21 24 28 1-28
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 201 2286 252 276 308 327 350 365 383 182
S.D. 7 7 10 11 13 15 16 17 20 17
Male 6 No. 6 6 6 6 6 6 6 6 6 6
Mean 204 223 248 273 300 319 339 353 370 166
S.D. 6 7 12 16 21 24 31 33 39 34
25 No. 6 6 6 6 6 6 6 6 6 6
Mean 202 218 242 267 299 319 342 357 375 173
S.D. 7 7 8 12 16 17 20 22 24 23
100 No. 12 12 . 12 12 12 12 12 12 12 12
Mean 202 200%» 225w 249»» 279ww 298#% 319w+ 334+ 352+ 150%»
S.D. 7 12D 12D 15D 20D 22D 27D 28D 32D 28D
0 No. 12 12 12 12 12 12 12 12 12 12
Mean 162 168 181 193 204 213 224 232 240 78
S.D. 7 8 7 10 11 13 13 17 16 16
Female 6 No. 6 6 6 6 6 6 6 6 6 6
Mean 162 1738 184 192 204 213 221 231 238 76
S.D. 10 15 19 16 14 12 13 17 18 11
25 No. 6 6 6 6 6 6 4] 6 6 6
Mean 162 165 176 185 195 205 213 222 227 65
S.D. 8 8 3 10 12 10 14 12 11 9
100 No. 12 12 12 12 12 12 12 12 12 12
Mean 164 153#w 168w» 179%w 191x+ 202+« 210+ 219 225#% Glun
S.D. 7 7D 6DT 7D 6D 8D oD 11 11D 9D
Unit : g

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

D : Dunnett's test
DT : Dunnett-type rank test



B-6579

Table 3-2 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Body weight (Recovery period)

Day of recovery

Sex Dose Gain
mg/kg 1 3 7 10 14 1-14
Male 0 No. 6 6 6 6 6 6
Mean 383 391 413 424 437 54
S.D. 26 26 31 32 34 10
100 No. 6 6 6 6 6 6
Mean 357 365 386 397 412 55
S.D. 26 26 29 28 29 11
Female 0 No. 4] [} 6 8 6 6
Mean 252 260 264 273 275 23
S.D. 11 14 13 10 10 4
100 No. 6 6 6 6 [ 6
Mean 229w 233+ 238+ 245%» 247w 18
S.D. 12T 17T 16T 14T 127 7
Unit : g

# : p<0.05 ; #+ : p<0.01 (Significant difference from control group)
T : Student's t-test



A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

B-6579

Table 4-1
Food consumption (Administration period)
Day of administration
Sex Dose
mg/kg 1 7 14 21 28
0 No. 12 12 12 12 12
Mean 24 22 23 23 22
S.D. 1 1 1 2 1
Male 6 No. 6 [¢] 6 6 6
Mean 24 22 23 23 22
S.D. 1 1 3 3 3
25 No. 6 6 6 6 6
Mean 23 20%w 22 23 22
S.D. 2 1D 2 2 2
100 No. 12 12 12 12 12
Mean 23 1Gus 21w 23 22
S.D. 2 2D 2D 2 2
0 No. 12 12 12 12 12
Mean 19 16 16 17 18
S.D. 1 1 1 1 1
Female 6 No. 6 3] 6 6 6
Mean 18 16 16 16 17
$.D. 3 3 1 1 1
25 No. 6 6 6 6 6
Mean 19 14 15 17 16#
S.D. 1 1 1 1 1D
100 No. 12 12 12 12 12
Mean 19 11e 15%« 16 16%%
S.D. 1 iDT 1D 1 1D
Unit g/rat/day
* : p<0.05 ; »=# p<0.01 (Significant difference from control group)
D : Dunnett's test
DT : Dunnett-type rank test



B-6579

Table 4-2 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Food consumption (Recovery period)

Day of recovery

Sex Dose
mg/keg 7 14
Male 0 No. 6 6
Mean 25 26
S.D. 2 2
100 No. 6 6
Mean 27 27
S.D. 2 2
Female 0 No. 8 4]
Mean 21 21
S.D. 2 1
100 No. 6 6
Mean 20 19
S.D. 2 2

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



B~6579

Table 5-1 A 2B-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration period)

1) 2) 3)
pH Protein Ketone body Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.06.5 7.0 7.5 8.0 8.5 9.0 A T S U P s - k= e At kRt - 4 + o+t +++
0 12 0 0 0 0 0 0 3 8 1 0o 2 7 2 0 1 1 2 7 2 0 0 12 0 0 0 0 0
Male 6 6 0 0 [4] 1 0 1 0 3 1 0 2 3 0 0 1 1 0 5 0 0 0 6 0 0 0 0 0
25 6 0 0 0 0 0 0 1 3 2 0 3 2 1 0 0 1 4 1 0 0 0 6 0 0 0 O 0
100 12 0 0 0 0 0 1 4 6 1 2 7 3 0 O 0 8 2 2 0 0O 0 i2 0 0 0 O [}
0] 12 0 0 3 2 1 1 5 0 0 2 1 4 4 0 1 1 4 7 0 O 0 12 0 ¢ 0 0O 0
Female 6 6 0 0 3 1 1 [ 0 1 0 3 3 06 0 o 0 4 1 1 0 O 0 6 0 0 0 O 0
25 6 0 0 2 1 2 0 1 0 4] 3 0 2 1 0 0 3 0 3 0 0O 0 6 0 0 O 0O 0
100 12 0 0 1 2 3 2 4 0 0 g 3 0 0 O 0 i0 2 0 0 O 0 12 0 0 0 0 ¢
1) - @ <10 mg/dL +~ : 10 - 25 mg/dL + : 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) - 1 <5 mg/dL +~ 1 5 - 7.5 mg/dL + 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL ++4+ 1 71 - 125 mg/dL ++++ 1 >125 mg/dL

3) ~ : <30 mg/dL +- : 30 -« 60 mg/dL + : 61 - 125 mg/dL ++ : 126 - 250 mg/dL ++4+ 1 251 - 750 mg/dlL ++++ 1 >750 mg/dL



B-6579

Table 5-2 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Urinalysis (Week 4 of administration pericd)

4) 5) 8) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No. _—
mg/Kg - 4~ A - L X 2 S e L P L T T LY Y DY
0 12 12 0 0 0 O 12 0 0 0 0 7 4 1 0 0 012 0
Male 6 6 5 1 0 0 0 6 0 0 O 0 4 2 0 O 0 0 6 0
25 6 5 0 1 0 O 6 0 0 O 0 5 1 0 0 0 0 6 0
100 12 12 0 0 0 0 12 0 0 O 0 12 0 0 ¢ 0 012 0
0 12 12 0 0 0 0 12 0 0 O [¢] 5 7 0 0 0 012 O
Female 3] [¢] 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 0
25 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 0
100 12 12 0 0 0 O 12 0 0 O 0 12 0 0 O 0 012 0
4) - 1 <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) - : <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

2.0 ~ 3.5 mg/dl. ++ : 3.6 - 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL

6) +- : <2.0 mg/dL :
: Yellow DY : Dark yellow

7) LY : Light yellow

o+
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Table 5-3 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Urinalysis {Week 4 of administration period)

URINE SEDIMENT

CRYSTALLIZATION
RBC WBC SEC SREC Cast PS Cco
Sex Dose No.
mg/kg - 4 EE T - % + 4+ - ke LR R - +- + 44 - * - - + ++ 44 -+~ + 4 A+
0 12 12 0 0 0 0 12 0 0 0 o 012 0 0 O 12 0 0 0 O 12 0 O 12 0 0 0 O 12 0 0 0 O
Male 6 6 6 0 0 0 O 6 0 0 0 0 0O 6 0 0 O 6 0 0 O O 6 0 O 5 1 0 0 O 6 0 0 0 O
25 6 6 0 0 0 0 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 O 6 0 0 0 O 6 0 0 0 O
100 12 12 0 0 O 0O 12 0 0 0 ¢ 011 1 0 0O 12 0 0 O O 12 0 O 12 0 0 0 O 5 6 1 0 0
0 12 12 0 0 0 O 12 0 0 0 O 612 ¢ 0 0 12 0 0 0 O i2 0 O 9 3 0 0 O 11 1. 0 0 O
Female [ 6 6 0 0 0 O 6 0 0 0 0 0O 5 1 0 0 6 0 0 0 0O 6 0 O 6 0 0 0 O 6 0 0 0 O
25 6 6 0 0 0 O 6 0 0 0 O 0O 6 0 0 O 6 0 0 0 O 6 0 © 5§ 1 0 0 O 6 0 0 0 0
100 12 12 0 0 0 0 i1 1 0 0 0 011 1 0 O 12 0 0 0 O 12 0 © 11 1 0 0 O 8 3 1 0 0
SEC : Squamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- : Slight
PS : Phosphate Salts + : Mild
co : Calcium Oxalate ++ . Moderate

+++  Severe



B-6579

Table 5-4 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Water intake and urinalysis (Week 4 of administration period)

Water Urine Osmolality
Sex Dose No. intake volume
mg/kg mL/24h mL/24h mOsm/kg
4] 12 Mean 30 5.8 2232
S.D. 4 1.9 467
Male 6 6 Mean 29 6.6 2227
S.D. 4 3.1 454
25 6 Mean 41lew 7.0 1775
S.D. 8D 2.1 227
100 12 Mean 39 uw 11.6%» 1485%»
S.D. 8D 4.8D 403D
0 12 Mean 29 5.1 2084
S.D. 8 2.8 516
Female 6 6 Mean 29 5.4 2072
S.D. 9 4.2 587
25 6 Mean 33 7.0 1887
S.D. 12 4.0 533
100 12 Mean 37 10.4 1361%#
S.D. 11 8.2 428D

#% @ p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6579

Table 5-5 A 28-~day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
1} 2) 3)
pH Protein Ketone body - Glucose
Sex Dose No.
mg/kg 5.0 5.5 6.0 6.5 7.0 7.5 8.0 8.5 9.0 - %= + 44 At A+ P R SR S S - + 4+ At
Male 0 6 0 0 0 0 3 2 0 2 4 0 O 0 0 3 3 0 0 0 6 0 0 0 O 4]
100 6 0 0 0 0 6 0 0 2 4 0 O [ 1 2 3 0 0O 0 6 0 0 0 0 0
Female 0 6 0 0 1 0 2 1 2 2 1 1 0 0 4 1 1 0 © 0 6 0 0 0 O 0
100 6 0 0 0 1 3 1 4 2 0 0 0 0 6 0 0 0 O 0 6 0 0 0 0 0
1) - <10 mg/dL +- 10 - 25 mg/dL + 26 - 85 mg/dL ++ : 86 - 250 mg/dL +++ 1 251 - 600 mg/dL ++++ 1 >600 mg/dL
2) - ! <5 mg/dL +- 5 - 7.5 mg/dL + 7.6 - 30 mg/dL ++ : 31 - 70 mg/dL +++ @ 71 - 125 mg/dL +++4+ 1 >125 mg/dL

3) - ¢ <30 mg/dL

+ -

30 - 60 mg/dL

+

61 - 125 mg/dL

++ : 126 ~ 250 mg/dL

+++ 1 251 - 750 mg/dL ++4+ 1 >T750 mg/dL
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Table 5-6 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Urinalysis (Week 2 of recovery period)

4) 5) 6) 7)
Occult blood Bilirubin Urobilinogen Color
Sex Dose No.
mg/kg - 4 et - 4+ ++ A - L R L LY Y DY
Male 0 6 5 0 1 0 O 6 0 0 O 0 6 0 0 O 0 0O 6 0
100 6 6 0 0 0 O 6 0 0 0 0 5 1 0 0 0 0 6 0
Female 0 6 6 0 0 0 0 6 0 0 O 0 5 1 0 0 0 0O 6 0
100 6 6 0 0 0 O 6 0 0 O 0 6 0 0 O 0 0 6 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) - : <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

2.0 - 3.5 mg/dL ++ : 3.6 -~ 7.0 mg/dL +++ : 7.1 - 12.0 mg/dL ++++ : >12.0 mg/dL

6) +- : <2.0 mg/dL :
: Yellow DY : Dark yellow

7} LY : Light yellow

[ I |
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Table 5-7 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Urinalysis (Week 2 of recovery period)
URINE SEDIMENT
CRYSTALLIZATION
RBC WBC SEC SREC Cast PS co
Sex Dose No.
mg/kg - - + 4+ 4+ - - + 4+ A+t - - + 4+ 4 + - + 4+ b+t + - + - + 4+ Ft * = + ot

Male 0 6 6 0 0 0 O 6 0 0 0 O 6 0 0 0O 0 0 0 O 0 0 0 0 O 1 0 ¢ ¢

100 6 6 0 0 0 0 6 0 0 0 O 6 0 0 O 0 0 0 O 0 ¢ 0 0 O a 0 0 0
Female 0 6 6 ¢ 0 0 O 6 ¢ 0 0 O 6 0 0 O 0 0 0 © 0 2 0 0 O 0 0 0 O

100 ' 6 6 0 0 0 0 6 0 0 0 O 6 0 0 O 0 0 0 O 0 4 0 0 O ¢ 0 6 ©
SEC : Sgquamous Epithelial Cell - : Negative
SREC : Small Round Epithelial Cell +- ¢ Slight
PS : Phosphate Salts + : Mild
Cco : Calcium Oxalate ++ @ Moderate

+ 4t

: Severe
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Table 5-8 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Water intake and urinalysis (Week 2 of recovery period)
Water Urine Osmolality
Sex Dose No. intake volume
mg/kg ml./24h mL/24h mOsm/kg
Male 0 6 Mean 32 10.8 2055
S.D. 6 5.0 519
100 ] Mean 37 12.1 1914
S.D. 6 2.7 331
Female (4] 6 Mean 32 7.9 2099
S.D. 2 3.0 581
100 6 Mean 29 8.3 2017
S.D. 7 2.3 337

No significant difference between treated group and control group.
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Table 6-1 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Hematology (After administration period)

RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.
mg/kg X10*/#L g/dL % fL Pg g/dL % X10%/ 1L S S mg/dL
0 6 Mean 859 15.7 47.4 55.2 18.3 33.1 2.1 122.4 13.3 22.3 297
S.D. 18 0.3 1.4 0.7 0.2 0.4 0.2 10.3 0.9 2.2 19
Male 6 6 Mean 873 15.5 46.8 53.6 17.7» 33.1 2.2 123.6 14.4 22.4 292
S.D. 46 0.8 2.2 1.4 0.5D 0.4 0.3 10.5 1.7 1.8 45
25 6 Mean 865 15.6 46.8 54.2 18.0 33.2 2.5 121.3 13.5 20.2 298
S.D. 54 0.9 2.9 1.6 0.3 0.5 0.3 10.8 0.9 1.6 34
100 6 Mean 888 15.8 47.8 53.9 17.8 33.0 2.8%% 120.1 13.6 21.7 276
S.D. 27 0.3 0.8 1.0 0.3 0.4 0.4D 9.2 2.3 1.5 33
0 [ Mean 826 15.4 44 .8 54.4 18.7 34.3 2.0 137.7 11.5 17.4 225
S.D. 38 0.3 1.1 1.6 0.8 0.5 0.6 9.6 0.6 1.7 27
Female 8 6 Mean 856 15.8 46.2 54.0 18.4 34.2 2.2 137.8 11.4 17.6 215
S.D. 23 0.4 1.2 1.3 0.4 0.5 0.5 14.4 0.5 0.8 21
25 6 Mean 825 15.5 45.2 54.8 18.8 34.3 2.2 137.9 11.5 16.8 226
S.D. 60 0.8 2.7 1.6 0.5 0.7 0.4 12.7 0.4 0.8 9
100 6 Mean 849 15.4 45.3 53.4 18.2 34.0 2.1 146.5 11.1 16.6 234
S.D. 42 0.7 1.4 1.3 0.4 0.4 0.6 7.0 0.3 2.7 20

# : p<0.05 : #+ : p<0.01 (Significant difference from control group)
D : Dunnett's test
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Table 6-2 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Hematology (After administration period)

WBC Differential leukocyte counts (%)
Sex Dose No.

mg/kg X10?/ 1L LYMP NEUT EOS BASO MONO LUC

0 6 Mean 118.0 80.1 16.7 0.8 0.4 1.6 0.4

S.D. 17.0 4.6 4.4 0.2 0.0 0.4 0.1
Male 6 6 Mean 140.2 79.7 16.3 0.8 0. 2.0 0.8
S.D. 31.2 5.3 5.4 0.3 0.1 0.6 0.4DT

25 6 Mean 106.0 77.0 18.7 0.8 0.5 2.5 0.6

5.D. 24.6 4.9 4.3 0.3 0.1 1.0 0.2

100 6 Mean 132.6 78.5 17.0 1.1 0.5 2.5 0.5

S.D. 29.9 3.6 3.6 0.2 0.1 0.3 0.1

[} 6 Mean 73.0 80.6 15.4 1.4 0.4 1.8 0.5

S.D. 14.3 5.5 5.0 0.4 0.1 1.0 0.2

Female 6 6 Mean 75.6 80.0 15.9 1.2 0.3 1.9 0.6

S.D. 17.9 6.8 6.5 0.5 0.1 0.3 0.4

25 6 Mean 79.1 73.3 23.3 1.3 0.3 1.4 0.4

S.D. 31.6 4.4 4.5 0.5 0.1 0.2 0.2

100 6 Mean 21.1 74.7 21.0 1.3 0.4 2.2 0.5

S.D. 13.9 5.4 5.6 0.7 0.1 0.5 0.2

LUC : Large unstained cells
#% : pP<0.01 (Significant difference from control group)
DT : Dunnett-type rank test
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Table 6-3 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Hematology (After administration period)

Differential leukocyte counts {X10%?/xL)

Sex Dose No.

mg/kg LYMP NEUT EOS BASO MONG LUC

0 6 Mean 94.1 20.0 0.9 0.5 1.9 0.5

S.D. 11.3 8.0 0.2 0.1 0.5 0.2
Male 6 6 Mean 112.5 21.9 1.0 0.7 2.8 1.1%
S.D. 29.4 6.7 0.4 0.3 1.1 0.5D

25 6 Mean 81.9 19.6 0.8 0.5 2.6 0.6

S.D. 21.2 6.4 0.3 0.3 1.4 0.3

100 [ Mean 104.4 22.3 1.4+# 0.6 3.3 0.7

S.D. 24.4 6.2 0.3D 0.3 0.8 0.2

0 6 Mean 59.2 10.8 1.0 0.3 1.4 0.4

S.D. 14.8 3.0 0.3 0.1 0.8 0.2

Female 6 6 Mean 61.1 11.5 0.9 0.3 1.4 0.5

S.D. 17.6 3.5 0.2 0.1 0.4 0.4

25 [ Mean 57.6 18.8 0.9 0.2 1 0.4

S.D. 21.9 10.0 0.4 0.1 0.5 0.2

100 6 Mean 68.5 18.6 1.2 0.3 2.0 0.5

S.D. 14.3 3.5 0.5 0.1 0.5 0.2

LUC : Large unstained cells
* : p<0.05 ; #» : p<0.01 {(Significant difference from control group)
D : Dunnett's test



A 28-day oral toxicity study of Trialiylamine in rats with a recovery period of 2 weeks

B-6579

Table 6-4
Hematology (After recovery period)
RBC HGB HCT MCV MCH MCHC Retic PLT PT APTT FIB
Sex Dose No.

mg/kg X10°/ 1L g/dL % fL Pg g/dL % X10%/ L s s mg/dL
Male 0 6 Mean 907 16.0 47.6 52.6 17.6 33.6 2.4 123.5 14.2 21.6 301
S.D. 51 0.3 0.9 2.2 0.7 0.4 0.3 18.8 1.2 2.4 27
100 6 Mean 888 15.6 46.3 52.3 17.7 33.8 2.5 123.9 14.8 23.2 295
S.D. 60 0.3 1.3 2.2 0.9 0.7 0.2 9.6 1.8 3.5 30
Female 0 6 Mean 833 15.2 43.9 52.8 18.3 34.7 2.3 138.2 11.9 17.1 241
§.D. 44 0.6 2.0 1.8 0.7 0.6 0.5 11.8 0.6 1.6 37
100 6 Mean 832 14.8 43.2 52.0 17.9 34.3 2.3 139.6 11.5 17.0 230
S.D. 24 0.5 1.4 0.8 0.3 0.3 0.6 6.1 0.7 1.5 20

No significant difference

between treated group and control group.
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Table 6-5 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Hematology (After recovery period)
WBC Differential leukocyte counts (%)
Sex Dose No.
mg/kg X10%/ 1L LYMP NEUT EOS BASO MONO Luc
Male 4} 6 Mean 124.7 81.1 15.4 1.1 0.4 1.5 0.6
S.D. 23.5 6.8 6.2 0.5 0.1 0.6 0.2
100 [ Mean 122.1 80.0 16.3 0.9 0.5 1.9 0.5
S.D. 23.4 5.1 5.5 0.4 0.1 0.3 0.2
Female 0 6 Mean 79.5 T1.7 24.7 1.3 0.3 1.5 0.5
S.D. 18.9 9.1 9.5 0.4 0.1 0.4 0.1
100 6 Mean 71.0 80.2 16.2 1.3 0.3 1.6 0.5
S.D. 10.6 5.6 5.8 0.8 0.1 0.6 0.2

LUC : Large unstained cells

No significant difference between treated group and control group.
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Table 6-6 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Hematology (After recovery period)

Differential leukocyte counts (X10%?/xL)

Sex Dose No.
mg/kg LYMP NEUT EOS BASO MONO LUC
Male 0 6 Mean 101.1 19.1 1.4 0.6 1.9 0.7
S.D. 20.7 7.7 0.6 0.2 1.0 0.3
100 6 Mean 97.5 20.1 1.1 0.6 2.2 0.6
S.D. 18.5 9.8 0.4 0.2 0.5 0.2
Female o] 6 Mean 57.8 18.9 1.0 0. 1.2 0.4
S.D. 18.5 6.5 0.3 0.1 0.4 0.2
100 6 Mean 56.7 11.7 0.9 0.2 1.2 0.3
S.D. 7.3 5.0 0.5 0.1 .5 0.1

LUC : Large unstained cells
No significant difference between treated group and control group.
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Table 7-1 A 28-day oral toxicity study of Triallylamipe in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
mg/kg IU/L I0/L IU/L 1U/L 1u/L mg/dL mg/dL mg/dL mg/dL mg/dL
0 6 Mean 64 30 44 0 677 54 61 93 0.0 144
S.D. 5 3 5 1 121 9 23 14 0.0 15
Male 6 6 Mean 61 28 51 1 659 52 43 87 0.1 153
S.D. 4 5 12 1 124 7 14 6 0.1 10
25 6 Mean 80 29 53 "0 587 58 34 95 0.1 133
S.D. 7 3 12 1 103 2 9D 4 0.1 21
100 6 Mean 61 33 53 1 704 58 344 100 0.0 133
S.D. 3 5 4 1 210 T 13D 7 0.1 10
0 6 Mean 64 26 54 0 369 47 6 80 0.0 105
S.D. 53 6 13 1 35 11 2 18 0.1 10
Female 6 6 Mean 64 25 54 1 370 58 10 98 0.1 114
S.D. 6 5 15 1 64 16 4 24 0.1 16
25 6 Mean 57 27 44 1 402 69 11 109 0.1 118
S.D. 4 10 S 1 59 8 6 9 0.1 14
100 6 Mean 56« 26 47 0 343 93 14+ 141%% 0.1 111
S.D. 4D 4 6 1 70 24D 6D 31D 0.1 14

* : p<0.05 ; *» : p<0.01 (Significent difference from control group)
D : Dunnett's test
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Table 7-2 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Blood chemistry (After administration period)

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose No.
mg/kg mg/dL mg/dL mmol/L mmol /L mmol/L mg/dL mg/dL g/dL g/dL

0 6 Mean 11 0.25 143 4.8 106 9.6 8.1 6.1 3.2 1.10

S.D. 1 0.03 1 0.3 1 0.2 0.5 0.3 0.1 0.08

Male 6 6 Mean 12 0.23 142 4.9 106 9.4 8. 6.1 3.1 1.07
S.D. 2 0.02 1 0.2 2 0.2 0.7 0.2 0.1 0.04

25 6 Mean 13 0.23 143 4.8 105 9.6 8.1 6.1 3.2 1.10

S.D. 1 0.03 1 0.3 2 0.2 0.5 0.2 0.2 0.08

100 6 Mean 13 0.22 142 4.8 103= 9.7 8.0 6.1 3.2 1.08

S.D. 1 0.03 2 0.2 2D 0.2 0.3 0.2 0.1 0.08

0 6 Mean 17 0.28 142 4.3 109 9.4 7.5 6.3 3.3 1.12

S.D. 1 0.03 1 0.3 1 0.3 0.6 0.2 0.1 0.08

Female 6 6 Mean 15 Q.27 141 4.4 108 9.6 7.3 6.2 3.4 1.22#
S.D. 2 0.03 1 0.2 1 0.2 0.7 0.2 0.1 0.03D

25 6 Mean 16 0.23 143 4.1 108 9.6 6.9 6.2 3.3 1.14

S.D. 3 0.05 1 0.2 2 0.2 0.5 0.2 0.1 0.07

100 6 Mean 15 0.23+ 140# 4.5 105« 9.8sx 7.8 6.4 3.3 1.09

S.D. 2 0.02D 1D 0.2 1D 0.2D 0.9 0.2 0.1 0.03

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

D : Dunnett's test
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Table 7-3 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Blood chemistry (After recovery period)
AST ALT LDH v —GTP ALP T-CHO TG PL T-BIL GLU
Sex Dose No.
meg/kg IU/L 1U/L IU/L . Iu/L 1U/L mg/dL mg/dL mg/dL mg/dL mg/dL
Male 0 6 Mean 90 31 72 1 562 69 90 110 0.1 148
S.D. 65 11 48 0 125 13 50 18 0.1 8
100 6 Mean 58 28 44 1 571 60 50 96 0.1 126%«
S.D. 4 2 4 0 120 11 13 14 0.0 13T
Female 0 6 Mean 60 24 41 1 306 71 24 120 0.1 126
S.D. S5 4 4 1 112 13 10 20 0.0 15
100 6 Mean 56 22 40 1 235 87 18 140 0.1 111
S.D. 6 3 5 0 42 29 6 40 0.0 10

#% : p<0.01 (Significant difference from control group)

T : Student’'s t-test
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Table 7-4 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Blood chemistry (After recovery period)

BUN CRNN Na K Cl Ca P TP ALB A/G
Sex Dose Na.
mg/kg mg/dL mg/dL mmol/L mmol/L mmol/L mg/dL mg/dL g/dL g/dL.
Male 0 6 Mean 14 0.26 143 4.7 106 9.9 7.3 6.3 3.2 1.05
S.D. 1 0.04 2 0.5 2 0.2 0.7 0.3 0.1 0.04
100 6 Mean 15 0.23 143 4.7 106 9.9 7.4 6.3 3.1 1.00
S.D. 1 0.05 1 0.3 2 0.2 0.4 0.2 0.1 0.05
Female 4] 6 Mean 16 0.29 142 4.5 109 10.0 6.2 6.5 3.3 1.03
S.D. 2 0.02 1 0.3 0 0.3 0.8 0.3 0.2 0.09
100 6 Mean 17 0.29 142 4.1+ 109 10.1 6.6 6.5 3.5 1.15
S.D. 3 0.03 1 0.2T 1 0.2 0.9 0.1 0.2 0.12

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



A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

B-6579

Table 8-1
Absolute and relative organ weight (After administration period)
Male

Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
ng/kg g  glg/100g BW) mg(mg/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BY) mg(mg/100g BW)
0 No. 6 6 [ 6 6 6 ] 6
Mean 360 2.02 507 1.20 10.62 0.60 2.66 59
S.D. 14 0.09 76 0.13 0.90 0.06 0.21 6
Absolute 6 No. 6 6 6 6 6 6 6 6
Mean 346 1.98 451 1.22 11.02 0.71 2.64 59
S.D. 33 0.09 17 0.07 1.52 0.13 0.36 6
25 No. 6 6 6 6 6 6 6 6
Mean 351 1.99 438 1.19 11.15 0.67 2.80 58
$.D. 25 0.04 82 0.08 0.58 0.11 0.17 8
100 No. 6 6 6 6 6 6 6 6
Mean 319+ 1.94 463 1.17 11.13 0.63 2.68 56
S.D. 33D 0.086 88 0.18 1.39 0.06 0.27 8
0 No. 6 6 6 6 6 6 6
Mean 0.56 141 0.33 2.94 0.17 0.74 17
S.D. 0.02 23 0.03 0.15 0.02 0.05 1
Relative 6 No. 6 6 6 8 6 6 6
Mean 0.57 130 0.35 3.18 0.20# 0.76 17
S.D. 0.05 15 0.04 0.25 0.02D 0.04 2
25 No. 6 6 5] 6 6 6 6
Mean 0.57 124 0.34 3.18 0.19 0.80 17
S.D. 0.04 19 0.03 0.10 0.03 0.06 3
100 No. 6 6 6 6 6 6 6
Mean 0.62 144 0.37 3.48%» 0.20+ 0.84=+ 17
S.D. 0.07 18 0.05 0.18D 0.02D 0.02D 2

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

D : Dunnett's test
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Table 8-2 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Male
Testis Epididymis
Dose (R+L) (R+L)
mg/kg glg/100g BW) mg(mg/100g BY)
0 No. 6 6
Mean 3.22 832
S.D. 0.66 48
Absolute 6 No. 6 6
Mean 3.14 801
S.D. 0.20 41
25 No. 6 6
Mean 3.19 874
S.D. 0.12 36
100 No. 6 6
Mean 3.09 835
S.D. 0.25 41
0 No. 6 6
Mean 0.90 231
S.D. 0.19 17
Relative 6 No. 6 6
Mean 0.91 233
S.D. 0.10 20
25 No. 6 6
Mean 0.91 249
S.D. 0.05 18
100 No. 6 6
Mean 0.97 265
S.D. 0.09 44

No significant difference in any treated groups from control group.



Table 8-3 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Absoclute and relative organ weight (After administration period)

B-6579

Female
Body weight Brain Thynus Heart Liver Spleen Kidney Adrenal
Dose (R+L) {R+L)
mg/kg g g(g/100g BW) mg{mg/100g BW) glg/100g BW) g{g/100g BW) g(g/100g BW) g(g/100g BYW) mg{mg/100g BW)
0 No. 6 ] 6 6 8 8 6 6
Mean 221 1.92 455 0.81 6.56 0.45 1.70 68
5.D. 16 0.10 71 0.04 0.83 0.06 0.18 7
Absolute 6 No. 6 6 6 6 [+ 6 6 6
Mean 225 1.90 470 0.86 6.87 0.52 1.78 75
S.D. 17 0.05 87 0.08 0.60 .05 0.16 17
25 No. 6 6 6 6 6 6 6 6
Mean 214 1.88 417 0.83 6.97 0.50 1.76 76
S.D. 12 0.09 54 0.06 0.54 0.08 0.10 8
100 No. 6 8 6 [ 6 6 [ 6
Mean 210 1.89 394 0.83 T7.64» 0.45 1.66 69
S.D. 10 0.04 23 0.06 0.57D 0.06 0.12 6
0 No. 6 6 6 6 [ 6 [
Mean 0.87 207 0.37 2.96 0.21 0.77 31
S.D. 0.06 35 0.03 0.17 0.02 0.04 5
Relative 8 No. 6 [3 6 6 6 6 6
. Mean 0.85 208 0.38 3.06 g.23 0.79 33
S.D. 0.07 26 0.02 0.18 0.03 0.06 5
25 No. 6 6 6 6 6 [ 6
Mean 0.88 195 0.39 3.27+ 0.23 0.83 36
S.D. 0.04 20 0.01 0.16D 0.04 0.05 4
100 No. 6 6 6 6 6 6 6
Mean 0.90 188 0.40 3.64%+ 0.22 0.79 33
S.D. 0.04 14 0.03 0.15D 0.03 0.03 2

#+ : p<0.05 ; »« : p<0.01 (Significant difference from control group)
D : Dunnett's test



B-6579

Table 8-4 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Absolute and relative organ weight (After administration period)

Female

Ovary Uterus

Dose {R+L)
mg/kg mg(mg/100g BYW) mg{mg/100g BW)
0 No. 6 6
Mean 91.0 431
S.D. 13.6 71
Absolute 6 No. 8 6
Mean 85.3 475
S.D. 10.5 29
25 No. 6 6
Mean 87.9 570
S.D. 11.1 94
100 No. 6 8
Mean 84.9 464
S.D. 13.0 112
0 No. 6 6
Mean 41.2 195
S.D. 5.1 24
Relative 6 No. 6 6
Mean 37.9 211
S.D. 4.0 42
25 No. 6 6
Mean 41.2 268+
S.D. 4.3 46D
100 No. 6 6
Mean 40.5 221
S.D. 5.9 53

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



B-6579

Table 8-5 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L} (R+L)
mg/kg g g(g/100g BW} mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) glg/100g BW) mng{mg/100g BW)
Absolute 0 No. 6 6 6 [ 6 6 6 6
Mean 413 2.07 471 1.26 12.12 0.68 2.79 63
S.D. 31 0.04 124 0.07 1.81 0.10 0.32 6
100 No. [ 6 6 6 6 6 6 6
Mean 387 1.99+ 454 1.25 11.28 0.68 2.89 60
S.D. 30 0.08T 104 0.11 0.63 0.15 0.37 16
Relative 0 No. 6 6 6 6 6 6 6
Mean 0.51 114 0.31 2.93 0.17 0.68 15
S.D. 0.03 26 0.03 0.32 0.02 0.07 1
100 No. 6 6 6 6 6 6 6
Mean 0.52 118 0.33 2.92 0.18 0.75 16
5.D. 0.04 29 0.02 0.16 0.03 0.09 3

*

: p<0.05 (Significant

Student’'s t-test

difference from control group)



B-6579

Table 8-6 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Male
Testis Epididymis
Dose (R+L) (R+L)
mg/kg g(g/100g BW) mg({mg/100g BW)
Absolute 0 No. 6 6
Mean 2.98 1056
S.D. 0.05 61
100 No. 6 6
Mean 2.93 1019
S.D. 0.32 44
Relative 0 No. 6 6
Mean 0.73 257
S.D. 0.06 30
100 No. 6 6
Mean 0.76 265
S.D. 0.11 27

No significant difference between treated group and control group.



B-6579

Table 8-7 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Body weight Brain Thymus Heart Liver Spleen Kidney Adrenal
Dose (R+L) (R+L)
mg/kg g g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) g(g/100g BW) mg{mg/100g BW)
Absolute 0 No. 8 6 6 6 3] [ 6 6
Mean 257 1.94 404 0.84 6.96 0.51 1.17 78
S.D. 11 0.05 36 0.06 0.36 .05 0.06 16
100 No. 6 6 6 6 [} 6 6 6
Mean 235+ 1.90 403 0.86 6.91 0.52 1.76 71
S.D. 14T 0.10 28 0.05 0.50 0.05 0.13 9
Relative 0 No. 8 6 6 [ 8 6 6
Mean 0.75 157 0.33 2.72 0.20 0.69 31
S.D. 0.04 12 0.02 0.20 0.02 0.03 6
100 No. 6 6 6 [ 8 6 6
Mean 0.82 172 0.37%» 2,95+ 0.22 0.75 30
S.D. 0.086 15 0.01T 0.147T 0.02 0.06 3

« : Dp<0.05 ; =&

p<0.01 (Significant difference from control group)
T : Student's t-test



B-6579

Table 8-8 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Absolute and relative organ weight (After recovery period)
Female
Ovary Uterus
Dose (R+L)
ng/kg mg(mg/100g BW) mg(ng/100g BW)
Absolute 0 No. [} 6
Mean 95.3 580
S.D. 17.3 100
100 No. 6 6
Mean 96.3 523
S.D. 20.2 107
Relative 0 No. 6 6
Mean 37.3 227
S.D. 8.1 42
100 No. 6 6
Mean 41.0 224
S.D. 7.8 51

No significant difference between treated group and control group.



B-6579

Table 9-1 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Gross pathological findings (After administration period)

Organs Sex: M F F F
Dose(mg/kg): 0 6 25 100 0 6 25 100
Findings Number : 6 6 6 6 6
Stomach
Focus,dark red 0 ¢} 0 ¢ 0 0 1 0
Liver
Focus,white 0 0 0 0 0 0
Testis
Large 1 0 0 0 - - - -
Epididymis
Focus,white o] [¢] 1 0 - - - -

M : Male, F . Female
- : Not applicable



B-6579

Table 9-2 A 28-~day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Gross pathological findings (After recovery period)
Organs Sex: M F
Dose(mg/kg) : 0 100 0 100

Findings Number : 8 8 [$}
Lung(bronchus)

Focus,dark red 0 1 1 0
Stomach

Focus,dark red 0 0 1 0

M

Male,

F

Female



B-6579

Table 10-1 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)

Lymph node,submandibular
Number examined
Not remarkable

Lymph node,mesenteric
Number examined
Not remarkable

Organs Sex: M M F
Dose{mg/kg): 0 6 25 100 0 8 25 100
Findings Number: 6 6 6 6
Cerebrum
Number examined 8 0 0 6 8 0 0 6
Not remarkable 6 0 0 [ <] 4] o] [
Cerebellum
Number examined 6 0 0 6 6 4] 0 6
Not remarkable 6 0 0 6 [ [¢] 0 6
Sciatic nerve
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Spinal cord, thoracic
Number examined 6 0 0 [ 6 0 0 6
Not remarkable 6 0 0 3} 6 0 0 6
Eye
Number examined 6 0 0 6 6 0 0 6
Not remarkable 4 0 0 5 6 0 4} 3]
Dysplasia,retinal 0] 0 4} 1 4] 0 4] 0
minimal 0 o] 0 1 0 0 0 0
Mineralization,conjunctiva 2 0 0 0 0 0 0 0
minimal 2 0 0 0 0 0 ¢} 0
Pituitary
Number examined 6 0 0 6 <] 0 0 6
Not remarkable 6 0 0 5 6 0 0 6
Cyst 0 0 0 1 0 0 0 4]
minimal 0 0 0 1 0 0 o] [
Thyroid
Number examined 6 0 0 6 6 0 0 6
Not remarkable 4 0 0 5 3 0 0 4
Cyst,ultimobranchial 2 0 0 1 3 0 0 2
minimal 2 0 0 1 3 0 o] 2
Parathyroid
Number examined 3] 0 0 6 6 0 0 6
Not remarkable [§] 0 0 6 6 0 0 (3]
Adrenal
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 (4} 0 6
Thymus
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Spleen
Number examined 6 0 0 6 6 0 0 6
Not remarkable 1 0 0 1 3 0 0 2
Hematopoiesis,extramedullary 5 0 0 5 3 0 0 4
minimal 5 0 0 4 3 0 0 4
mild 0 0 0 1 0 o] o] 0
6 0 0 8 6 0 o] 6
6 0 0 6 6 0 0 6
6 . 0 0 6 [¢] 0 0 6
6 0 0 [ <] 0 0 6

M : Male, F : Female



B-6579

Table 10-2 A 28-~day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Histopathological findings (After administration period)

Organs Sex: M F F
Dose(mg/kg) : 6 25 100 0 6 25 100
Findings Number: 6
Heart
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Trachea
Number examjined 6 Q 0 6 6 0 0 6
Not remarkable <] 0 0 6 6 0 0 6
Lung(bronchus)
Number examined 6 0 0 6 6 44 0 6
Not remarkable 4 0 ¢ 5 5 9] 0 6
Cell infiltration,alveolar 1 0 0 1 0 0 0 0
minimal 1 0 4] 1 0 0 0 0
Metaplasia,osseous 1 0 0 0 1 0 0 0
minimal 1 0 0 0 1 0 0 0
Stomach
Number examined 6 0 0 6 6 0 1 6
Not remarkable 5 0 o] 6 5 0 0 5
Erosion, glandular stomach 0 0 0 0 0 0 1 0
minimal 0 0 0 0 0 0 1 0
Mineralization,mucosal 1 0 0 (¢} 0 ] 0 0
minimal 1 0 0 0 0 0 0 0
Bulla formation, squamous epithelium 0 0 0 0 1 0 0 1
minimal 0 0 0 0 1 0 0 1
Intestine, duodenum
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 (o] 0 6 6 0 ()] 6
Intestine, jejunum
Number examined 6 (44 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,ileum(Peyer's patch)
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 3] 0 0 8
Intestine,cecum
Number examined 6 0 0 6 6 0 [0} 6
Not remarkable 6 0 0 6 6 0 0 8
Intestine,colon
Number examined 6 0 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Intestine,rectum .
Number examined 6 [0} 0 6 6 0 0 6
Not remarkable 6 0 0 6 6 0 0 6
Liver
Number examined 6 6 6 6 6 6 6 6
Necrosis, focal 0 0 0 0 0 [0} 0 1
mild 0 0 0 Q 0 0 0 1
Microgranuloma 6 6 6 6 6 6 6 4
minimal 5 [§] 6 5 4 6 5 4
mild 1 0 0 1 2 0 1 0
Medial hemorrhage. arterial 0 0 1 1 0 0 0 0
minimal 0 0 1 1 0 0 0 0
Hypertrophy,hepatocytic,central ] 0 3 6 0 0 3 6
minimal 0 0 3 6 0 0 3 4
mild 0 0 0 0 0 0 0 2

M : Male, F : Female



B-6579

Table 10-3 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Histopathological findings (After administration period)

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

Kidney
Number examined
Not remarkable
Regeneration, tubular
minimal
Eosinophilic body,tubular cell
minimal
mild
Mineralization
minimal
Cell infiltration,interstitial
minimal
Kidney(alpha2u globulin)
Number examined
Alpha2u globulin, immunohistochemistry
positive
Kidney(PAS stain)
Number examined
PAS reaction
negative
Urinary bladder
Number examined
Not remarkable
Testis
Number examined
Not remarkable
Dilatﬁgion,seminiferous tubule
mi
Degeneration,seminiferous tubule
minimal
Vacuolation,Sertoli's cell
minimal
Epididymis
Number examined
Not remarkable
Cell infiltration,interstitial
minimal
Granqlgma.spermatic

mil
Cell debris, intraductal
severe
Prostate
Number examined
Not remarkable
Cell infiltration,inflammatory
minimal
Oovary
Number examined
Not remarkable -
Uterus
Number examined - -
Not remarkable - - - -
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M : Male, F : Female
- @ Not applicable



B-6579

Table 10-4 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks
Histopathological findings (After administration period)

Organs Sex: M M M M F F F
Dose{mg/kg) : 4] 3} 25 100 4] 3] 25 100
Findings Number: 6 3] 8 6 6 6

Bone+Bone marrow,sternal
Number examined
Not remarkable
Degeneration, chondromucinous
minimal
Bone+Bone marrow, femoral
Number examined
Not remarkable
Skeletal muscle, femoral
Number examined
Not remarkable
Degeneration,muscular
minimal
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M : Male, F : Female



B-6579

Table 10-5 A 28-day oral toxicity study of Triallylamine in rats with a recovery period of 2 weeks

Histopathological findings {(After recovery period)

Organs Sex: M M F
Dose(mg/kg}: 0 100 0 100
Findings Number: 6 [} 6

Lung(bronchus)
Number examined
Hemorrhage, focal
minimal
Stomach
Number examined
Erosion,glandular stomach
minimal
Bulla formation,squamous epithelium
minimal
Liver
Number examined
Necrosis, focal
minimal
Microgranuloma
minimal
mild
Arteritis
minimal
Medial hemorrhage, arterial
minimal
Hypertrophy,hepatocytic,central
minimal
Kidney
Number examined
Not remarkable
Regeneration, tubular
minimal
Eosinophilic body,tubular cell
minimal
Mineralization
minimal
Cell infiltration,interstitial
minimal
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M : Male, F : Female
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