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2. HABRIEmME

21 HRBRES
R-1132

22 HEBXRE
FITIAT I OTy FEMWEROREIC LD E S AT A E R
(A reproduction/developmental toxicity screening test of Triallylamine by oral

administration in rats)

2.3 HEEM®
ARBIT, EFEEABECETOIORREBLZEZAMNE L,

2.4 AEREEEE
EAuEE EERQSME H#B#EREHE LEVELZENRSE
T100-8916 WHRAE TIUHAKXENH 1-2-2

2.5 HEZEE
MRy VY —FF o 72—
T151-0065 HEE DA KINET 36-7

2.6 A B 32 e i 5%
BAXEHAR VSV —F o 72— HEIEHIZ
T412-0039 #rm BEEGSGTFE & 1284

2.7 BEBEYME
% R : FDTUNLT
CAS &= : 102-70-5
BHRATEMES 2-2381
ATH : 201346 H 26 H

2.8 HAEBRBE

AGRBE 45 B : 20134 9HF 6H
B A i H : 20134 9H 11 U
W H ;20134 9H 20H

EBHGH (B5MHBH)
20134F 1051 1R
AZELBA AR H : 20134 108 15H
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HEEY M ke A © 20134F 10 A 31 H
Sy ieBRas A © 20137 11H 6H
BEEIREAE © 20134 11 8 10 H
Y eABRiET A © 2013% 11 A 17H

EBETH RHESFRERTH)
20144 1A 108
REHETH © 20144 37 27H

2.9 HEBRERA
B HER  ) —F v s —  HEREE BFTE

210 HERELZE
PER TR
WY ERFREE

e & EH
Wi PR A A
e at AT B AR A

211 HBREEOEHEEICHEZRELELEDAIREERH S WEF
HLBBERLCICHBRHBE CDEN 22 &

ARBR G TR E ORGERENT 1g 7282 TP EBRIZIZ S g fffr LTz,
EMBRAEETIE, Ak 4 HOEFERT, REIVATREEIES Z LICAR>TH
T RENSIEA Y TNT BT TREE S, WIS ARRIEIC X5 RBRKAE
ORI I Lz, T o, RBREEOEBEEICEEEZ LI LIZEBEDbRD
REEEE S5V PH LARERIT R R EIC - TEES .

212 EBEHRKRE

RPGITHERA (RBEITRELEELGL) | HELE, £7 -4, S5 ER (&
R EFORALZFL) KUBA BBRWERTY 7V 250) IRASERYD
Y—F b X —HBIBU LT O F B R R S R E R L& 5 FRRAET D, B
R TRORIFICOVTIE, BEASBEERR R ETTEMFYEREARE L
HRARER Y VY —=F Y —HTHEL, TOUEBZRT TS, B, REKRFEC
M % B2 W ESREEAR IR Lz,
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3. E

FUTZTUATIvEa—VRTHRL, 6. 25 LU 100 mg/kg/day D% 5 & T
Sprague-Dawley & SPF 7 » MO (12 PL/FF) (CASHCAT 14 H H M O 2B 2208 L
THAEATAE T (30 HfF) o ME (12 IB/8F) (I3 ZQECHT 14 A R K OYAR B 81 I ORI 4F
ﬁ)Eﬂ;EJr'E'jé"‘% LT}‘}:‘&?L 3AET (40~47 BE]) BOTELE L, HHEDMIIAT OIZERD
LA BT RELRF LI BB IR Th L a - BE RS LT,

3.1 MEHEEBMICHT o8
25 mg/kg U LD G#EOMERE T A REB) OB, FRIELH D VIR & G- HIC

bHivic, 7z, 6 mg/kg UL EORGFEORER O 25 mg/kg LA O ¥ 5B O ME TR EHE N
@Wﬁ\%m@@&i@&@ﬁ@%&@6mM@uL@H5ﬁ®Mfﬁﬂi®ﬁﬁﬁ
Ih] X i{ﬁ{ﬁbiﬁﬁfwﬁﬁ . 25 mg/kg YL kO 5O M CITIEIR KR O S A b 8
Do, BIZ, 25 mg/kg PLE OGO N T 100 mg/kg &ﬁﬁi@fﬁfﬂﬂﬁ@f@x‘f
H 5D wimﬂﬁi®mm\%mm@uiw&ﬁﬁmwﬁfm%$@ﬁﬁﬁmmkﬂﬁ
LAz, iz, 100 mg/kg HEHOM CINEOHEMAEEICEMENTD bz,

3.2 HEBEEEICHTIEE
MEMERL B TIE, ZZRAE. BEWMOEIRMEE . 2RCEBRMERSORBIT MR-
Too BN T, %a?ﬂ%% FEE RO N ETEV 7 &~ O E BT e 0 T2 23,
Btk 4 B OMEMERE R 25 me/kg # 58 CIRAIHIT, 100 mg/kg ¥ 58 O #EMETH B R
AR SO AR B A D358 0 H Tz,

INLDOFERNG, RRBEHTICBT S NI T IUAT I O BE R ENT
B(IHEME T 6 mg/kg A, MEHERBEV OALTERE Hioxt+ 5 BB E K VSN S I3 1
T 100 mg/kg, MET6 mg/kg, WEMICTHB T HMEBREN VMHFEMEIT 6 mg/kg & H
Wr L7z,
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4.

il

BEAGHE EEgLR FEETAR L¥PELERREOEFRICLO, FUT
ULTIvDTy hERWERNBESICLAWEAMEREFTRBRELER L 2O T,
ZTORBEERETH, 2B, ARBRIZUTOREELZBEFL, VA K74 FHCHERL
THER L7,

4.1 GLP ##
o IHHALFWESICROIRABRE Tt T 2 WA Btk (B3 5 A%
(GERE 234F 3 A 31 AP, #HAERE 0331008 BEABBEEKENRE. F
AK 23-03-29 BRI 6 BRRAEXERMEEERK., BHRAEEN 110331010 53R
REEREGREBRFEEBED)

4.2 =N S N R
o THHILEMEEIKRAIRBRO FIEIZON T
(ERk 234 3 71 31 HAF, JREFESE 0331007 2L BEEREL AR, F
B 23-03-20 BIFE 5 BRFEXAMUEEXERE, BEMCKE 110331009 55
REREREBRHEILA)

4.3 B EAL
o [EHPMOEERVERICET HIEE]
(BBF1 484 10 A 1 BEREE 105 5)
o EBRBEMYOEE L ORE I ONS 5\ OB IIC B4 5 Y
CERR 184 4 A 28 HEREA 5”5 88 &)
o [HWEBROBETREMRIZMTZHTA NT A ]
(AARZEM S PR 184 6 H 1 H)

ek, KRBRIIFVMERZESOAREZ T CTEmM L7 (EKRBRES  G130247)
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5.

5.1
5.1

A

ABMBERUFE

HERYPERUCAEDNE (EE)

R®EH

&
R i
CAS & &

RN BRE S

5T
i

ny &S
L
OFE
S8l ()
el GEAR)

TREOMR AT b

B
- 5

Rl A7 R M UM I

F1K K
RRE

HERME

U7 VT 2 43 Sigma-Aldrich Co. B U T OE#H & & LIZEA LL, /2.
BRBALARNIZ ARSI A7 PV ORIEIZ X D AR STV D [1]
A-2582, IR(HEHR 1) |

/\/N\/\C

CH;

'ﬂHl_,L

(HRES -

Sigma-Aldrich Co.
N7 UNLT I
Triallylamine
102-70-5

2-2381

CH4H, 5N

ACHQ

H

MKBN3634V

99.0% (GC)

137.22 g/mol

7%

i A

WA

AR R

—70°C ; Chapman (2009) —70°C ; HSDB (2003)

155-156°C ; Chapman (2009)

32°C (CC) ; NITE#A®ZE (2009)
3.64 mmHg (25°C) ; SRC (2009)
4.73 (air=1) ; HSDB (2003)

0.81 (14°C/4°C) ; Chapman (2009) . (0.809 g/cm’ ;
Lide (88'. 2008))

2500 mg/L (25°C) ; SRC (2009)
=Z =), VrFLar—F)N, TR NP
\Z A ¥ ; Chapman (2009)

F7 KB 7 — KRR

logP=2.59 (exp) ; Howard (1997)
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RAFH 15 : FEre, OKEET (MEEN., FrA#M 0 1~10°C, EHIL
FEEFDE : 4~7°C)
MAEERY U Y —F & o ¥ —H BSR4 P TR 5 1A
TR RERME O RARILA XY NV %
U RER., EREMATICER LZZB A7 bL L
FIERETH L ZEN (RAFEBM O EEDE :
4~8°C) IZMEIX 2Dy o 7o GEHNIIRMEE 2 2 1)
RS T : ST EBRMERTFEKOE 3 %R 2 FE 4k
B E =
B EDERE : ~ A7, FREORERELFZH LI,
KESRBIR 72 ¥ OF K S X, BBAEF & ok
RS T,
PR ERE DL WERE 5 ¢ ZRTREE LTHRTF L, B35 kO
SR THOBRRIIETREELE,

Pany
&
=

5.1.2 ERYME (EF)

4 o — il

ik : Ak H

s : e TEM XS

oy &R : WEK6144, PDQO071

A7 ik : EX()

AT BT : E ISR 5 3 WFIEER 2 BEpe R B i i ==

B, FMEHEIZONWTIE, BICERENZ TRV TIALTIVOT y hERHWE
2EMEEMNBIE S G 28 UMMNERODEREEERR) 2] B LE&5ERY U H—T
T H— REET B-6579) BT, 22— iliZ#AkE L, 2— P ToOHE
MEOZEMIZBFRERBGELNR TV Z 0D (RBRES  A-2168) [3]. AR
BLFEUBR (2—l) 2R,

52 #&E5%

5.2.1 pofiich i R

BERIFH R A OB E A0 D aiis, SRR GRS L T L ERO KR EZ1E
AT AT LT RV AR LN SSFE LT,

5.2.2 WER B DRAR S E

FEIR R TA D Z—FBL T, BEZLICHVERBOHBRYELFLIL, a—HT
HFRUCTHTERE (1.2, SEO020 mg/mL) & L, ZEMOMRAEIN-HEANTERS
WAL,

12
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5.2.3 REBRORE
ARG OWBRMEREREOMRERERIT. | AERD Z @007 ZARIZ/N5g
FLTm (WEEN., FFA : 1~10°C, EWNREHF : 4~7°C) IZHRTF LT,

5.2.4 ZEMH

a— A EARE T OEREHRYE O 0.1 KU 200 mg/mL B E O SX, miT (&
BHP, FFAME : 1~10°C) | T8 HM, TORERT 24 MMLTTHDH Z LR
HRASHER Y VS —F o Z—THEINTWVS (RBRES : A-2168, HATEH 3)
[3],

5.2.5 REHER
BEIHEHTAFRBEOHRIRICONVT, YIEEREL®RE 6 BOFRSHIICTAZ 1
v NI THEICELVIREAHRB L, FOKR, HEREICHT 28BS HOHIER
EOESIE 98.3~102.0% TH YV, WINLHFRFMEAN (R-EICT 584
100.0+10.0%) Toh o7z (IMFEE 4, 5) . HOTREME, GC VAT 2 K OHRIE
FIHFL T oML THho T,

[TEEME]
WHRMWEO—MLEEME L LTHA L (RFSHT R ERFEROAELSE
R VEM B RS AT ENIR A 3~8°C)

[GC v AT 4]
a4 K OV Xy —
GC HP6890ON
PRV G2613A . .
Agilent Technologies Inc.
= ST A G2614A £ £
T HALEE Y T b GC ChemStation G2070AJ

[GC HIE 1]

5T A : DB-17MS (0.25 mm 1.D. x 30 m, f&/5 0.25 pm, Agilent
Technologies Inc.)

Xy VT HA : He

mEE—F : QAL N Tr—F— K

He i & ; 0.5 mL/min

HEAA ; 27 Yy FEAR

27w M ; 5:1

EARRE : 180°C

R 2R : Flame ionization detector (FID)

13
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e H 2 i : 250°C

H, & : 40 mL/min

Air ¥t & : 450 mL/min

N, Uit & : 50 mL/min

=T RE : 60°C (4 53 1%#) — 180°C (20°C/min)

AR : 1 uL

EANEF

FENIETE EYNER" S HEANE

1 3 BB (A7 LA@AMER)
2 3 YR (GERH)
3 1 i E M (1.2 mg/mL)
4 1 HE ERFAE (5 mg/mL)
5 1 AEER R (20 mg/mL)

53 HERIMEBERUVRZRHFOEREH

BURBRETA RIA LV T oW BEEZ AV BRI LE LSRR TEY, £/,
KEEG R, AR EGFERBICLCHON, FEPBSALNTEY R
ERBEBEETHLEMEZEBIR L., £72, TRV TIUATIVyDIy hEAniz 2@
MEEEHEZ 7T 28 ARNKERAEEZEERR) RIICBWTHLRRZRKLDZ v M3
R TS

54 HEREY

Sprague-Dawley 5% SPF 7 » b [Crl:CD(SD), HAF ¥ —/L X « U _— 21t
JEARBME L 2 —) OMES 62 LA FNFh § M TATED L, AffHZBIE 1 H
ELT\3Hﬁ®@ﬁ%ﬁ%ﬁﬁ205%%kﬁﬁbto%ﬁﬁ *““%@%*(1
mWi/A) o ERERE Bk 1, 3. 6. 1I3KRT208D5kH) | BEAOKFRELZADZ K
@%%E@ﬁ”(%@W%%TH)&U%%@EE”%imbto%@F%\ &%

BEREAORBRROMEARICE LI RX BT K ORI ENICEE N2 < REB /M
Eﬂ@%ﬁ48@%uﬂL\wLMT%ﬁ ﬁ%bko@k WH% IoWnWTik, B
Pty & s AEATH. BIEH, REERHRORERLEIIC/OEL, 20006 OB 4~5 A
TEIZEYIRENOEGEEEERIRA & L, BiimE - BiIEIRI o AR
B (BMEVEOERE~F S TREOKRE) ICX0RNE, o4 a REREORR)
DIRBIZL Y BIL FHEOTHERENTELLETHEL 2D L) FEHCEIFT 2,
BROEST FIZ a2 v Ea—F 27 ay 7 HEE K OEESHHEORAS DY
(7 ay 7 REETLERHEEZEELL, RBRERCHNOWMEES 2 BIEAIZEM T
7)) Tirole, ok, REHBRORHOEHEELEDLE H7D, HREEOME 1 4
(BVH&E 1104) CHHEHOM 16 (BMFE S5 3104) 2 ANKEA T, K5HIER
DR E & BT T 402~455g PR E : 427 g) | MEC239~283 g (TR HE : 261 g)
Tholz, BT OBRASINIZEMO S B B 14 LR ORI R O 5 0 7= 2

14
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VEIE#E 2 T YR ICHRBALRAA L AR ALY BN E LTEMERELE BT L,
O OE 12 VUTELEEY & L CHlEET L7, KECHAVWR o), Lk
BTHCRBRILOEA L, AOFAEZENE L CEHERELEFICBEE L,
ED R BEmMECE., BB IEBUIMES 60 [ETh - /ons, EHEIZIEHE 2 ERMAI L
¥ 2) :;JIIC{I:4 B2 2080 17 BMESRAHRTL, BIMb4 B256 17 BO 14 BB DWW THA
MEBELI-.

55 fASEH

i IR 23~24°C (BFA#EH : 2343°C) I RHE & 42~53% (FF 76 : 50£20%) |
PAR EIEL 12~17 [Bl/1 RERET, HBBY | B 12 85f (07:00~19:00) OEMAE=R (AE=RE
513414 5%) T, REFZBRWTT 77y NRAT L A8Er—2 (W254 %D
350xH 170 mm : V— R =7 U VA SH) ICEBNCIRE LT, k. Tk
17 BLABRGX, KB (AU A b7 b —2 : BARFT ¥ — LA - UN—$A S, vy b &
5 :2013-2) AANLTTAF vy s R ar s —Y (W340xD400xHI85 mm : HAR Y
V7R HR) I 1T EINA Lz, SEHT NMF B (BOHBEE. 420
Bl TEMRRSH, 2y FEE 130718, 130822) # A7 > L ARSI L Y B B
ICER S 7o, SBKITAGER (RS HEAGEK : BB KEBER) 2 HICE
MEEE, 2770, 779 23F v 7B a L r—DICIRELTWARIITEKEEHER L
7.

5.6 @M. KBKRUVEKBHTDORAME

FRE KR BFORAMEZFICODNTiIEE, EH L2 v FIZ2W T Eurofins
Scientific Analytics CEME SN oHIHEREZ AT L, SEKIZ DWW T, KiBEICHE
WMUTEKEDNEZWE LT v 7 BRASHITESE (4 ) ITEEL, /R
EAFLE, 20 OKRERR I &SR BEK KR OIRE T OR AWE B RE I
WEES XD RMEORNWZ LEHE L, STREFOCOT L2 RFL,

5.7 Ly IO ¥l

BT, ATIFICEA O SNAEI SN BN EE A LS LTI L, B
SR, 1000 OALBEE, 100 OALAPE (0 FA/E, 1 BLHE) | 10 & 1 OALAEE
Brmh RT AOEME S EET L, MG r— VI3 Licanidan, ]#RE
. BERE., B5E. W, @iES. BEES. SiRTER () . REMASIH
(MERE) KROVrteH (M) 2R L7277 <L EFRR L,

5.8 HERK. REYMMRUVEEEHE T L OERER

BRERBIT, BERBIET A R4 U ARG 2R Uiz, &5 RIS
L b ICRELET 14 H 2 S 220 &30 LT M AT H £ TR 30 HAE, AT
BRI ABE L TR HETE L, 2k, /0 LI REW O R G HIRIL 40~47 B ]

15
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Thole, KRERHIRERGHRT - HRKIATOATHS 1R 1RE LT,

59 ®BEFE
BEFEZ, TomBEORNMEECEL TR BHRNIKRELE L, REA=

LS mL/kghEEL, BY > TE2HWT1H 1R, 08:54~12:06 DM IZHE LT, =
2L, WERICHBT ThHoTZE8WITn & T 27> T, 14:27~16:06 DOEIZE G L
oo REBIIEAROLZERICERE L, BRI OREREIT, RIOAKOKEREL
KICHEH L,

510 H{EERUHEER
BT 6, 25 XUV 100 mg/kg/day @ 3 AL L, xHREEAZ MM Z A BEMERL & LT,
L BES - 0 OIS 1288 Ui, BEElEREZRIZ R LE,

HERE
BB I m?éfﬁ) %iﬁﬁ? %ﬁff | B | BuEs
xR R 0 0 3 ﬁ g %%kﬂ%
I R 6 12 S I I e
o B 25 5 5 g | 5|
SAER | 100 20 s lw| 1 | e
511 HEE0OFHRTFERN

BHRIT RICHER SN 2 BREIEEVEBIE 2 T 28 B MER N &5 EalER2]
DFRERICESWTCERTE L, bbb, U TIUAT I % 6,25 KT 100 mg/kg/day
DOREGETT v MI28 AMKERELG LR, 25 mg/kg UL Lo 58 O CHEA
BEOMAE, 100 mg/kg FGHEOMEME THRBEBIMOIME . Tk O 5 EE O R 2 74
LT, E£72, 25mg/kg LA Lo EREOME & 100 mg/kg % 5 B O B TR g & O BN
MFH LA, 25 BTV 100 mg/kg P& 5B O HE#E T/ OYEF MR AE R 3 8l g2 S v,
— 7. WEREDAETEN L OCRIAETRG IR E RS OEBIIRO N R roT, UL
D EPL, KRBROBESGET, AEBMOMEIA FHEINS 100 mg/kg & & &,
BHEOKMEN RIS 25mg/kg xFHE, BREZEEN rHIN5 6 mg/ke 2K
HEIZERE L,

512 HBRRURBREDAE

AREBREOERIT, REMGEZES1H, RS 1HE2H 7THEZKREG 18, ZRIMSE
HAiEiik o B, /it rE (MER) z&R¥HL 0B (LB OH) &L

16
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5.12.1 — AR

EEFICONT, HEHESTEER 3E (5T 5% L ORE 1-3 KRE%) |
FIRR BZFRTHIC LR, AR, HEDSE. K8, [TEATCHY (R, £) 2lo
IR EBICBT O RFEORELHE LI,

512.2 RE

BRFICOWT, #EEHEE 1L 8, 15, 22 KU A o, MEIX AR AT 5 I o %
H 1, LIS H, IR0, 7. 14 X O20 HIFNZRAL 0 ROV 4 H (A H) IK/AHE
EFHIE LR, HIEE., FECOBK TABRBINZHEAEAORI 0 AOKENE
(14:15~16:39) ZFR\\T. FrRIT O ST (08:19~11:36) 1Z17 -7, HEOFKRA O
RE I AT B H I 2 T 09:02~09:19 ORICHIT L7, 2¥B, RNEEW (T
25 B R M) OFEI, AN HERA L -,

5.12.3 23210

EERICONWT, BEEIHEE 2, 8 KV 1S A, HEIRERmESHO®RSE 2, 8 &
15 HiZ, AR 1, 7, 14 KO 20 HIFE R IL 2 OV 4 HICEBEEAZHT L, B H
DREELOEZIHEBHEEL LTCHEH L BEELOEHEEOHEIEIL 08:20~10:38
DO (E581) 121727,

5.12.4 ERRE

ZRLHETIR TR TR 2EEIC O T KGR NLZRVPRO OGNS ETHR (4
HIH) BEde 2RIl Bikk L7, BEVRGIEIE AT, EH. BERM R TR KL
Bl L, RECHTHR GBI EFREEABRLER CEEHNOROEFHETD
HE (M) 2~ ZERHREPETICERENOREFOREZH#H T,

5.12.5 REeH &

SRR SR F, R CREROCRIEOHREL 1:1 TRERE S &, 32§,
BEREAS D WEEETICHE F2MR LI bR R L AR LT, KRB H %
OHLERLTLRETICE LZEEZMAT, FA—MAEC L2 RAEHMITER 7 H
FTdH o7z,

5.12.6 PHERVHEE

1) BEWO#HE
REOHRINT-MHEMIEFER DS Y, SHEREOCRFOATEBEL -,
YIRS T ORERR (2F 0 H OPIE K OEE) X, k21 B0 25 B £ TOFHE
%o 18 20 (FEE 25 BIXFaFic 1) 1To7, ERMMEE 0.5 BEA TR L,
| HYEALCHEF LZ, DHA 17T ETCICKRTLERS, ToHERAL OB L Lz, &
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B T LI BE IR E O EEOAE O M2 B2 %, 34 0 THAERZ W
Bat, RED, BRKOEALEEL LTHEREBLZEE LT,

S LT BEWIIEA 4 BIOREFERECHE L, 2RBET LEBEY (BimE
5 3102) 1, TOFRTCHRICREZ T 72, 2B, IR 25 B ORI E TIooiEn
BT Lotz 25 mg/kg 58 (@93F 5 3108) LT 100 mg/kg = G-HEDO S 14 (Fh
WMES 4104) X, 4V 7T CRET THEREIREIMIC XV im0 <& THm L.
FIROGEAME L%, FEPRECHK L, 20/ER, WTFhohPiod FIEHR
BOONRPSTEOAREE L, HRAB R OF — & ZFEHEr L0 ERA LT,

2) HAENROBZE

A0 RICHAEREROFEERKEZHE A, AoE CTHERKE Lz, HERITOE
NEBZLARBEEOFELZHNIRMICEZE L, HEHEL THRELRE L, SEER
B7 T URTETELTREFELE, WHEHAMPIIER 1E, ECROFEZEE LT,
B, FEREAREEORTELZBE L%, 77 VR TCEELCREFELE, A7
FAZABICHENZHEL, ARBEOATEABE L THRELZWELLLE., 1V 70
TUMBHI XD RBESE, VT URIZEEL, BEL TRELE, B, HHAERD
REIMEBNCHEIE L, HHENICESEOFEHEE R H L,

5.12.7 RIBFERE

1) Hlk

METE S ISR HIC, A Y 7T CRFREET CTHEREAREIE C X 9 o e &
With, AR CNCEEE, WA OMEHOGE - MO WRBEEZITV., ZOHE
ik Lo, TEE F8k 25 BARSEE) ROEAHMPICE2METZENET LR
I B Sk, HAR U7, F70, IR REER. R LK. AiSZMR, R (G
BiRETe) | I, FEROEAHERLE, BBV EIEREROCEERE L 27,
2) mEEE

RERIZONT, P, FBE. RBR L& s, BE (BERE:) KUINEO
BE (EMER) #HIELE, £/, ABRBOEBRENLEKE 100 ¢ 720 OB ER
FRM L, ok, @MEORBEIEAN 2 IZHE L, ZOEFHETHM L2, 725,
AITENY) (ULWR 25 ARG ROBRAHMPICEMERPBEC LIZEMNILLHEL
NleT—2IZo0TIE, MEEITcg HRno 7o,

3) BB ERE

A ONT, AT, BER. BRLE, AR, H3E (BERED) | IR, 1
", EROEEFRNE (FEL2EE L-EN) 2 Y UEEEE 10 vol% s~ Y ViR T
FELE (L, BREORKR EEIZ T 7T VR TRTE L%, U BEEE 10 vol%
B~ ARICER L) , EEBRNHEZRS INADOHETIE. N7 7 0oL
B, ORFLEL, A~ b F Y (HYE) RAEALZIER U, BFRE TS
B, AR OBIAMBRI AR s AR 2SR E LER LT, ok, BE. I,
R EAROCEZEEIEMEZ, TEIEASZER LT,
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5.13 #iEtfEim
5.13.1 INTA—HZDEH

PTORIZ I 222, SR SRR TCHERZHE T LI, MR, 7=,
AR, FEERSR, AREER, LAER, AZ4BETE R OKT4HOMELEY
MEy () ZEIZEM UL, ok, MAEROEEIIREY Z & MR EEE % R
O,

REF(%) = (REEWH/EEEED) <100

BRRER%) = (MEERSEHBEOR/ZR LIZBEDE) x100
THHR%) = GEIRLI-MOK/ &R LD ) <100
HHEE 3R (%) = (AR IR H R BT RS0 < 100
IREIE(AY =R 0B oo LB ETORK

ERFE %) = (FREL/ SEE) 100

DRE(%) = (HERE/FEREL) *x100

SEREVRZR(%) = (SEPEIRE/HPEIRED) %100

HRBE (%)= UIRRERE/HERE) =100
AR %) = (MAWH/HENH) <100

A% 4 REGFR%) = (% 4A0ETFRBU/EERE) %100
Atk 0B BERERTGTe) oMb = MEH pE Wy H i 1R 5
Ao R (BAER) oflk = HEH AR/ H AR

A% AROME = A% 4 BOBEARRBU/ER 4 BOARFRK
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5.13.2 1% E
KB ERAEREDEIZONT, M FHNARELZUTOFIECIOBE LT,
R, AEBEME (&5 ~FKE. &5 1~15 B, i 0~20 A L URH
0~4 H) | BiEE, RIGHGEEERL, ALY (BEHY) | KEE TIZE LB,
ARUREIR . B ARES. AT M (A% OKTUN4H) RURBEEEDL,
HILICEHEROCEERAZAZ2RD, WIZATHEAKO FECKE> TRE LT
[41[5](6].

BB OV RE AT TE ] 2

Bartlett i & FRAT*

p<0.01, REL&4# p=0.05, %5 p<0.05, TE&45 8
Fork S5 4y B

p20.01, 557

Dunnett Steel T Student Aspin-Welch
T E DtIRE D LRE
p<0.05,0.01 p<0.05,0.01 p<0.05,0.01 p<0.05,0.01
AR T 0 B 4R R A8 i AU ¥ TE
s 2 2
LB T F s

(73?:1;5\ 812>Sp_2)

BRFE, R, HESR, SBERF, AREBEREROCAER 4 BAETFRIT, #7212
WHE R OEERZEZZRD, Wilcoxon BE (FEAK®E 0.05 XV 0.01, MWMH) Z1r-
7~171.

R, BrEHE, SRR OHERE., SR 2B, iz TR 7-Eey
. WEME ., BARBEMEIYE L Y EH U, Fisher D E#EEERIHEEICLY
BE (AEKMEE0.05K0.01, mMAD Z217-72[7].
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6. HEHER
6.1 —f%IREE (Table 1-1~1-5, Appendix 1-1~1-20)

e L LI GEHMEZB L TRETITALR RN T,
HIEEEY O D, PRI 5 D VWIETIR DY 25 mg/kg LL B OB 53 oM MET AR TR 5
W OGP OFTE 1~3 KFHZICHA LN, FORBURW A FTRIZRT,

H & (mg/kg) 25 100
2 B i3 P i3
MR 12 12 12 12
HREEBORD | &5 1 HIZ9F EE1RIC2M |E51.2B81226 (&5 1.2 BiIc26)
P2 A2 10 6 Belr 2 AIZ 44 PeE 3 RIC1 4
it i 5 1R 4 5 1R Be5 1 Rz 641 P51 Az 44
Beh2 Bz 24
i IR 2L 5 1 A 46 P51 Az 340 51 A7 Pl

Flo, WEITEIORA S 5 WVITEL S O MM 25 X 100 mg/kg & 58 TH 1 4
Bz, FORBRNE TRIC AT,

B¢ 5 & (mg/kg) 25 100

EukZE:SR5s 3102 4103

WEE O | B 14 B B4R

i A & o H 10 7oL

6.2 {KE (Fig. 1. 2. Table 2-1~2-4, Appendix 2-1~2-16)

HETIE, 6 RN 25 mg/kg % 58 CREEMO MG A S0, #5 B o R EEmN
BICABERMEMNAED Lz, 100 mg/kg HHGHTIIRS 8 BICKRERMD, &5 158
BB MOIMK N2 b, & GHMTOLBEME (85 1 BEER) ROKER
MEIZAERAKERRD vz,

HECIE, 6 mg/kg TG HOSAEME T REE L REEL 7L, BRI, EIRKE 02
AP OREENEICHLHEEEZTRD bR o7, LxL, 25 KT 100 mg/kg #%
HBEECHREBMOMHI N i, 25 mg/kg & 58 TR 14 XV 20 BIFE TR 0 &
W4 HIZ, 100 mg/kg £ H5RETHEIR 7, 14 L O20 BRI 0 LD 4 HIZEFNF L
AEZERENPRD O, Eio, EIRMB T OREREMES 25 KT 100 mg/kg x5
HCTHEIEN,- T,

6.3 {Ef§E (Fig. 3. 4. Table 3-1~3-4, Appendix 3-1~3-16)

METIX 6 mg/kg G REOBHEMITHRIE L FAEEL R L, AREERD LR,
o7z, LML, 25mg/kg S5 BETHE2H, 100 mg/kg G5 THRE2 RS BIZA
BRREERED T,

METId. 6 mg/kg Ix 58 Tl 5 2 BIZIRAMEIN ., 25 mg/kg I G CTix 52 X TV8 H .
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AR 20 A W ONC L 2 ACARAEE M i3 A B2 EME, 100 mg/kg G #ETHR G 2 KON
8H FEIR 7R ON20 HIF CNZFEHL 2 ROV 4 B IZIRMEAE ) X3 A B2 IRENRD 5 iz,

6.4 iIsBEE= (Table 4-1. 4-2. Appendix 4-1~4-12)

HETIE. 100 mg/kg WG TIFIBO M M O EEICHTEREIRD b,
D, **%&U‘HFE%L{ZW)*H}GLE&% THERBERRD bR, ExEEICHL
IR BRI D ﬁ%i HEEEZZ O, 6 RO 25 mg/kg Fe 58T
TV FhodEREICHAFEE mubb%miﬁf»oto

HETIx. 25 mg/kg U\J:OD?QEF%?THH@@THXTEE B7emEfE, 100 mg/kg ¥ 57
THROMENERICAZ2AWMENIRD N, 6 mg/kg }{2%#( DT O E R
WZHAEEITRED %hiﬁiﬂoto

6.5 El#FrR (Table 5-1~5-4, Appendix 5-1~5-96)

KETIL. 6 mg/kg 5B CTHFIEOKINE Y 1 ] (BT 5 2004) | BRI~ L =7
FEEIS 1B (& B 2012) A ohi=n, BT R K ORBURI D O @A A & Hl L
7=,

i CTik, 100 mg/kg % 5H CITOERABEE QGRS 1§ (B E S 4103) &

. AR TR IRE R D WIRA R FEA (BARRELCOER) & HLTH
Hivle, AZBMITEHEOEO —BIZRB L, Mtk PMHIME > THO, FIT/NE
HOHEN S RSB CTORRLEHEE Lz, 20L& 28 bi3EMRBROBEY T LI
LA b, 28 HEIOKEHRG TABILR NI b BRI & WLz,

REC (EH40) OBBYWROLZRIIZD LN BEFHEATE (B4 25 A
R \ﬁﬁa) “C&)of:%ﬁ%ﬁ:@ﬁﬁé‘]i’%’ﬂi@#o7‘:0

b 2RET ZRATER O O N7 5 AH FHEDS AN GE EIR 25 B R0 Ik
HE e 1t e

25 mg/kg 3002 3102 3008 3108

100 mg/kg L el 4004 4104

6.6 JREMBIFAR (Table 6-1~6-4. Appendix 5-1~5-96)

W E & 5 DR ENITFIBIZ A b,

ANIEFLLMER IR AR R (RIOUIIEREE) 2% 25 KON 100 mg/kg &% G- OMEREIZ A 0
N, REITIRE D O/NEIZHA LI, BENSTEOGCIIMIRER5SEILEo XY T 5

ARAELE L T,

s e il

®hH 2 (mg/kg) 0 6 25 100 0 6 25 100

CLEZES 12 12 12 12 12 12 12 12

/N BE A0 T A AR R 0 0 6 12 0 0 3 12
B 0 0 6 8 0 0 3 9
§E 0 0 0 4 0 0 0 3
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TZICHY Bl ot FOMOPT Rk, RESEMMIR R ORBIR I L BEHE
o & Il L 7=,

6.7 EREH (Table 7. Appendix 6-1~6-4)
WTNOEMS 3 UL 4EIORFER AL, BIEWGREIIBE L OMEE & 6ot
A ERMEREHLEORICAEEZFIRD LN 5T,

6.8 XEH#E (Table 8. Appendix 7-1~7-4)

REFTIZHE LA, REFR, BEFREOSZERICIIXREE - & 0BRmE & 5 #
EOMICAELATRD LN o7, ok, BEEO 14 (KB 7T RICKRE) %
br& ZRCBHLE 4 HETICRREPRO LI, KEMHFHER ANETH - TCHEEIT 25 &
O 100 mg/kg G T VA BT, MEEEE Y O A FE A K ORI AT O #L 1R
BICRFE L 20 &b, BREAEL & HE L7,

6.9 HE#E (Table 9. Appendix 8-1~8-4)

IEARENV O 2B IE R ICol L, HESR, SR, SR8, ERER. HFRE,
Sy, BERENENOHARICII B S SR ERGH ORI EZEITR
Lo, Fl2 DT HORIZE W THHEROARIZEFTIIRD DN oz,

6.10 HAERDEHEM (Table 10. Appendix 9-1~9-4)
MAEFRE A% 4 BEFFRE DIZH BB SR ER TR EOMIIABREITIRD
Lo,

6.11 HAER®DHELE (Table 11, Appendix 10-1~10-4)
HER, HARMKOGAER 4 HETFRROMICIT R L KB ER G L& ORIZ
FEEZERD LN o7,

6.12 HWHER®DOEE (Table 12. Appendix 11-1~11-4)

AR OMEMEAREICIIHRE S SEBEMERSHEEOMICABEEZEZIRD SN o
oo LU, &% 4 HOMEBEKREIT 25 mg/kg & 58 TRERMEEMR., 100 mg/kg & 5-FE D
M e A B A R SR EE M AR BT,

6.13 HETRDHNEKRER (Table 13, Appendix 12-1~12-4)
WTNORETIEDOARIZLEFIIRO N RinoTo,

6.14 HEROE®% 4 BHNRAR (Table 14, Appendix 13-1~13-4)
KB G AL bHAROARICEFEIIA SN o7,
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7. EE

%UTU»TiV%:~yMT%ﬁL\a25&01Mmg@mw®&5if
Sprague-Dawley & SPF 7 » MO (12 PB/FF) (CASHLAT 14 H [ M OZCl A ] 2
THIEAETAET (30 HF) . M (12 [&/8F) (I3 ZQECAT 14 A R A& OVAR Bl 81 F I OV }’Zi
z’z}Eﬂ;ﬁr‘%‘% LT}‘}:‘&?L 3AET (40~47 AH]) BOTELE L., HHETMIIAT OIEZERD
LA ETHEZRFA L. 2B AMBICIERTH L a— e &E L,

7.1 MM HT S E

FU7 DT I MSDS OAFEMGHRSICES L, v XFORBRTIRIZEIO
FEAPE, & NT 12.5ppm O AFFE THRUERIE XM AR, 50— 100ppm THRIE
FEAE, T v b D 50 HEOW AFER T 100ppm/7hrs (90 H#AH{H : 0.363 mg/L/6hr)
O B & CIF IR TR i B2 & > &5 b B O 200ppm/7hrs (90 H #2E A : 0. 7261ng/L/6hﬁ
TIREBEMIMBI N ME SN TWAD, £, 2 HMEEEBEL2 5T 28 AMNERD®R
HEMERBRRIIZEBW T, 25 mg/kg ML EO®REH OMHE CEMEOKHE, mOmym
£ 5B OMERE TR MO IS, RIELX A BEBHORA, 25 mg/kg LA LORERED
it & 100 mg/kg P G BEDOHETHTIREE EOHEIN, 25 mg/kg LA O 5B O MERE ¢/ B
Do TR AR K AR S 7z,

ARBIZBNTH, (REHEMOIGIZ 6 mg/kg ML EDOEGHORER O 25 mg/kg LA
L oREFO, ﬁﬁ%@ﬁﬁﬁﬁﬂiﬁﬁﬁ2m%mguh@?#ﬁ®%&w

6 mg/kg LA L 58 O T 51 Z 25 mg/kg U LD 58 THE M ORI
HEF Iz b@EH N, B, 6 mg/kg &ﬁﬁim&&ﬂ’x‘@%ﬂﬂﬁ A DIV E DK
BEEMIIEE~OEER N L, BEFHERITI W, £72, IREFOR

9\ﬁ%%éwim&ﬂ2&@&g%i@&#ﬁ@%ﬁ@ﬁ%ﬂto:ﬂ%@ﬁﬁﬁ
BHHEULTOHETERENHK 3 UUNIC—BHEICHETLIELTHY . EROE
EHZMABRR]OGFEME R EBHEIIHBER~OEERRD LN TN RN L b,
PRRA~ORBLIIEZ N, T D&ﬂ-?ﬂ%ﬁ W8T A B AR & o A I SRR

REIAN O INHE] 2358 D B AL, MSDS DA EMEE W8] THR T FIEUM: .k IR T 8 i i 56
AR, KIEREMERRBENRTWELE I EZ 2 AbE S L, BEREFHOEDIIRE

M BT 28O %ﬁ%m@%@\m@%m&i HRE~DEEIIIMA, &N
BERICDEOR G AN ZE L, BB LD B SN ETTEENE L O
%, Bz, Mot & 2 VIS EEOEEL 100 mg/kg 588 O KK O 25 mg/kg
ULoESBEOMIZFED L, %mM@ML@&#%@MW?/%¢M$Hﬁ%Mﬁ
MBLE I N, ZOZEIIKRES O/NEIH DAL, TR DR M) C I i 'S 25 55 BE
DAV HIFZARERZLTED, rﬁ%thmgﬁ%¢ B ORGSO BB SR
DOFBERBLUCEICEE O RRENE W EE X BNT[9], 2%, 100 mg/kg &5
HOMCINEOMATERICHEMBBED ONEN, B EREICAE AT R, HkEn
WCHEENRNT NG, BREROBILOFRENG N EFZ LT,
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7.2 HEBELEIIHTLIELE

25mg/kg HEHO 1 HITELOGOMIN (#FI 1 H) EWBETEORD (TH 126
4 H) BNAaoi, Wid@mid 4 BEClzal@NET Lz, £72. 100 mg/kg B5HD 1
BITHBITEIORD DRI 4 HiIzA L, B 4B FTIZ 26T L, ROKER
MAIE STz, BT, 25 mg/kg PA L OB GEETIREW O E% 4 B ORERE THEHEIN
NIl & vls, REoEE~ORE L, LYo KT INME & O & O KE
BHOENTZ L EEZEDEL L. FRO2HLUNAOBEHOREITENICH S HRE
b LTHRZDZENTE RN 00, HEBYOMETHEL, AHEOR LS
HVIIHBRMEOLHBITIC L 0 HEICEEN A UEAEREENEVEE L LN,
Lo L., BEW) O LRRE. B O EIRMEEr, S RICHBRWER S OB BT o T,
WEVIC DWW T, FEARE BE RO N AR E~DEBIT R o T2,

INBDORERNL, ARBEHETICBI D NI T U AT I U OBEES N OVEE M
B (T HEME T 6 mg/kg i, MEHEBLENY O AESRRE N IZ 69 D MR B E K OV S 2 1
T 100 mg/kg, T 6 mg/kg, REMIZEIT DM EEROHEHEEIX 6 mg/kg & ¥
Wr L7,
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BR%& 5 : B-6579, 2011 4F)

- GC &MV b U7 07 S ORI R S Y
ROV EMRER (K a—l) (KRR YV —Fk o — #HEK
Biff . REBRFE S 0 A-2168. 2008 F)

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

Dunnett, CW. New tables for multiple comparisons with a control. Biometrics
1964; 20: 482-91.

Steel RGD. A multiple comparison rank sum test: Treatments versus control.
Biometrics 1959; 15: 560-72.

ARG (1981) @ FEZHFFEAL — Fhi &y Hr-11, pp.23-27, 387-389, WA KL
%, B

o R E LS TefEEERE ¥ — (2010) ®BERET—F v —
., PUTULT I

EEE AN BEAR (1992) : BIIREF O, pp.93-98 KAt Y 7 YA =
A%, B,

26



R-1132

AMTER 1
A-2582
RBRER : A-2582
WS
(FUTIULT RO
RGP : M#E
MER : 201347 H 11 R
BRI : ryTFYUAT IS
(= y b3S : MKBN3634V)
MreER : FAFIL AT b ()
R s BEORRZ FAEMNTRIRT,

ml ¥ 1 30l00l T 2000l T k) lisoolll ‘10100‘ T 11550
#ue : IR EDEFICRORARE I T 5 RRHER I

THEME (ER23FIAZR:ERE OIS
TR 23:03-29 RS 6 5. RAREZES 110331010
)

B .7, o,

ARRILH
HASHARY VY —F 5 — HEBETAD
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HRAEER 2.(172)

"R E

AERHE

e

RS

i

B

HREE  R-1132
SERRIER
(BBRYMEOREN)

BEHEET %

20134 11 H29H
20134 7H 11 B (BHEORZ7 )

rYTFUAT IV
(ay F&EE : MKBN3634V)

RABILA 2 R (GREENE)

BERDOARZ bVEHFEDORRS PAD LTS

L, ARERFARIZRY MLTHB,

DR 77 v omere e
RS Y —Fer s~ MRHWRF. RRES
A-2582)

HEEDZART "AEBEEODRNY v Ll LEE
&, RBERFRARNASY b ABEBELREZ, 2B, #
FRUL R 2T R VIR D - P RT,

T3]

(HHLEDEE BRI AR EE T ARBRGER Y
THEMEE] (Fk23F 38318 EAEF 03318 8
TR 23:03-29 RE 6 B, BIRARE 110331010
)

B .,

LESTRIEE

BXSHRY VY —F ¥ — MBBHER

172
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AR 2 212)
RRES
HERAEE
(B EDOREM)

R : FROVBAL R =7 kv

(4D R~27 p V)

o

B34 4mm
85258~
859
6320 =
A22B e

TaS21 4

- I

| 1MA—

p eE—~T

T T Y T T T H T T T T T T T ¥ I T T T
4000 3000 2000 1500 1000 500
1/am

(ZEHEDARRY V)

wo—l/-\ f

k13

2703-38'/-
1940, Jure

’ b i
el
16434 (e

. 141778~

- SR

1/em

212
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INTERE 3 (172)

W&

RER IS

PixEH
WEk
WRME
UEES
TGP
A
RIFSRM
RENSRBE

SR

RREEH

A-2168 (1/2)

BERER YT UILT 2 UOREEABRBEE

A-2168
BRER Yy VY —F ¥ — MBS
20084 12 H2 B FANNE%E

20084E 12 H 11 B %FETF 8 HIRME+2IE 24 B RETE
GC

rPYTIUNT IV
(v v bES : FHIO01)
o — 23
0.100 T} 200 mg/mL
e
2008 12 B 2 B
BT S A ITTEHRIT (BHREN.
10°C) 8 HRF#. =il 24 BHERE

E&E

BEHE: 1~

CRYTUATIY

BER (AMNERISTIREFROUECEE OELE
DEE) 2 100E10%2AR,

-Yka)f\o“_?‘/\‘&:i‘%ﬁ:‘.';—o

AMBRIEIL. BT HM +RIEB 4 FFHRETHBE
BRERB I,

g By

30



R-1132
RMTER 3 (212)

BE HRERP NI TIAT IV ORENE

RAEBRE (mg/ml)

Al
(mg/mL) e WET 8 BRI+
PR 218 24 BRRMRTE
0.100 0.0949
0.100 0.0986 0.0931
0.0955 0.0920
SEHE 0.0980 0.0933
BER (%) 100 95.2
202 202
200 200 197
201 195
SEEE 201 198
BEEE (%) 100 98.5
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AR 4

g
¢ moar

f

ow o Y
= N RS
m

IRE P
WBRE

TR

LEREN

FARHE
e RWHE

AT 2 TE
e e

et S

e

TR

R-1132

I

ME#EE
2013429 A 24 H

FYTINT IV

(2 v &S : MKBN3634V)
R

— /i

2013429 H 24 H

MUTFTUAT IV

FOREIKT T D EIE 5 100.0£10.0%

FR{E B RKTRMEICHT 2HE
(mg/mL) {mg/mL) (%)
1.2 1.18 98.3
5 5.06 101.2
20 20.1 100.5
i}
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AMTERL 5

HBRE S
BT
R
4347 B

BB
W

jails

AR

R A
W E R S E

FAT 25
P

R

2

VAR e S

R-1132
5 68
20139 10 H 29 B

FUTIAT I

(2w F&E : MKBN3634V)

R
a—
20134 10 H 29 H

FYTF YT I

RIS T HEIE 5 100.0£10.0%

FRE R RAEIZHTHEE
{mg/mL) (mg/mL) (%)
1.2 1.19 99.2
5 4.99 99.8
20 20.4 102.0
]
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600
550+
= 900-
=
o=
2
_ 4501
J
s
400+
c———o 0 mg/kg/day
A~ — A 6 mg/kg/day
O— —m 25 mg/kg/day
o—-—& 100 mg/kg/day
3501
ot { ] 1 ]
B 15 22 31 (day)
Fig.1 A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats

Body weight of male rats
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Table 1-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Clinical signs in male rats
Day of administration
Dose Signis e
mg/kg/day 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
25 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 9 10 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease 1in spontaneous movement 9 10 0 [¢] 0 o] 0 0 0 0 0 o] 0 o] 0
Salivation 1 o] 0 0 o] 0 0 0 0 0 0 o] o] 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 12 12 1 0 0 0 0 0 0 0 0 0 0 0 0
Decrease 1in spontaneous movement 12 12 1 ¢] 0 o] 0 0 0] 0 0 o] o] ¢] 0
Salivation 6 2 0 ¢] 0 o] 0 0 0 0 0 6] 0 o] 0
Lacrimation 3 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Clinical signs in male rats

Day of administration

Dose Sigms e oo
mg/kg/day 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31la)
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

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

6 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

25 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

a): Day of necropsy
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Table 1-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Clinical signs in female rats during the pre-mating period
Day of administration
Dose Signis e
mg/kg/day 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
0 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
25 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 12 4 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease 1in spontaneous movement 12 4 0 [¢] 0 o] 0 0 0 0 0 o] 0 o] 0
Salivation 1 o] 0 0 o] 0 0 0 0 0 0 o] o] 0 0
Lacrimation 4 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of animals 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No. of animals with abnormal findings 12 12 0 0 0 0 0 0 0 0 0 0 0 0 0
Decrease in spontaneous movement 12 12 0 ¢] 0 o] 0 0 0 0 0 6] 0 o] 0
Salivation 4 ] 0 o] 0 o] 0 0 0 0 0 o] 0 o] 0
Lacrimation 7 0 0 0 0 0 0 0 0 0 0 0 0 0 0




24

R-1132

Table 1-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Clinical signs in dams during the gestation period
Administration
Dose Signis -
mg/kg/day o] 1 2 3 4 5 & 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22a)
0 No. of dams i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 0
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
6 No. of dams i2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
25 No. of dams i1 11 11 11 11» 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 11 1
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
100 No. of dams 1 11 112 11 1n» 11» 11 113 11 112 11 11 11 11 11 112 11 11 11 11 11 10 1
No. of dams with abnormal findings 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
a): Gestation day
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Table 1-5 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Clinical signs in dams during the lactation period

Administration
Dose Signs
mg/kg/day 0 1 2 3 4a)
0 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
6 No. of dams 12 12 12 12 12
No. of dams with abnormal findings 0 0 0 0 0
25 No. of dams 11 11 11 11 11b)
No. of dams with abnormal findings 0 1 1 1 1
Decrease in nursing behavior 0 1 1 1 1
Vaginal hemorrhage 0 1 0 0 0
100 No. of dams 11 11 11 11 11
No. of dams with abnormal findings 0 0 0 0 1
Decrease in nursing behavior 0 0 0 0 1

a): Lactation day
b): One dam was necropsied on lactation day 4 because all pups died.
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Table 2-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Body weight of male rats

R-1132

Day of administration

Dose e Gain
mg/kg/day 1 8 15 22 3la) 1-31
No 12 12 12 12 12 12
0 Mean 425 447 474 497 529 104
S.D. 14 19 22 19 22 15
No 12 12 12 12 12 12
6 Mean 428 447 471 485 509 81*
S.D. 12 15 21 24 29 24D
No. 12 12 12 12 12 12
25 Mean 428 446 470 484 506 78**
S.D. 14 21 21 20 24 15D
No 12 12 12 12 12 12
100 Mean 426 411** 44Q*%* 452%* 474 %% 49*%*
S.D. 13 14D 17D 18D 20D 19D
Unit: g

No.: No. of animals

a): Day of necropsy

*: p<0.05; **: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 2-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Body weight of female rats during the pre-mating period

Day of administration

Dose 0 e e Gain
mg/kg/day 1 8 15 1-15
No 12 12 12 12
0 Mean 260 273 282 23
S.D. 11 16 17 8
No 12 12 12 12
6 Mean 259 269 278 19
S.D. 11 11 11 8
No. 12 12 12 12
25 Mean 261 264 274 13
S.D. 7 11 13 8
No 12 12 12 12
100 Mean 262 267 276 14
S.D. 11 12 18 15

Unit: g

No.: No. of animals
No significant difference in any treated groups from control group
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Table 2-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Body weight of dams during the gestation period

Administration
Dose e Gain
mg/kg/day 0 7 14 20a) 0-20
No 12 12 12 12 12
0 Mean 285 320 356 440 155
S.D. 12 15 17 21 17
No. 12 12 12 12 12
6 Mean 287 321 355 442 155
S.D. 13 10 9 16 14
No. 11 11 11 11 11
25 Mean 276 308 340%* 414 %% 138%
S.D. 8 14 15D 16D 16D
No. 11 11 11 11 11
100 Mean 276 302%* 332%%* 403%* 127%**
S.D. 12 12D 18D 23D 19D

Unit: g

No.: No. of dams

a): Gestation day

*: p<0.05; **: p<0.01 (Significant difference from control group)
D: Dunnett's test
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Table 2-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Body weight of dams during the lactation period

Administration
Dose 0 @ —-——---—----—- Gain
mg/kg/day 0 4a) 0-4
No 12 12 12
0 Mean 341 358 16
S.D. 23 17 16
No 12 12 12
& Mean 335 353 18
S.D. 12 15 14
No. 11 10b) 10
25 Mean 310*+* 327*%* 16
S.D. 15D 18D 17
No 11 11 11
100 Mean 304*=* 312*%* 7
S.D. 17D 20D 16

Unit: g

No.: No. of dams

a): Lactation day

b): One dam was necropsied on lactation day 4 because all pups died.
*%; p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 3-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Food consumption of male rats
Day of administration
Doge 00 @—o----o-o—ooooooo——-o—-
mg/kg/day 2 8 15
No 12 12 12
0 Mean 23 23 24
S.D. 2 3 2
No 12 12 12
& Mean 21 23 23
S.D. 3 2 2
No. 12 12 12
25 Mean 20%* 22 22
S.D. 48T 3 2
No 12 12 12
100 Mean 13** 19** 22
S.D. 68T 3D 2

Unit: g/rat/day
No.: No. of animals

*: p<0.05; **: p<0.01

D: Dunnett's test
ST: Steel's test

(Significant difference from control group)
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Table 3-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Food consumption of female rats during the pre-mating period
Day of administration
Doge 00 @—o----o-o—ooooooo——-o—-
mg/kg/day 2 8 15
No 12 12 12
0 Mean 18 18 18
S.D. 3 3 2
No 12 12 12
& Mean 15 19 18
S.D. 3 3 2
No. 12 12 12
25 Mean 14 15 18
S.D. 3 3 3
No 12 12 12
100 Mean 10** 16 17
S.D. 4D 3 4

Unit: g/rat/day
No.: No. of animals

**%; p<0.01 (Significant difference from control group)

D: Dunnett's test
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Table 3-3 A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Food consumption of dams during the gestation period

R-1132

Administration

Dose 0000 @ —o s m oo oo oo o——oo oo
mg/kg/day 1 7 14 20a)

No. 12 12 12 12

0 Mean 18 24 24 24

S.D. 3 3 3 2

No 12 12 12 12

6 Mean 18 24 23 22

S.D. 3 2 2 3

No. 11 11 11 11
25 Mean 19 22 22 21 **
S.D. 2 3 4 18T

No 11 11 11 11

100 Mean 17 21* 22 19*
S.D. 3 2D 3 58T

Unit: g/rat/day

No.: No. of dams

a): Gestation day

*: p<0.05; **: p<0.01 (Significant difference from control group)
D: Dunnett's test

ST: Steel's test
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Table 3-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Food consumption of dams during the lactation period
Administration
Doge @ --------------
mg/kg/day 2 4a)
No 12 12
0 Mean 24 33
S.D. 4 5
No 12 12
& Mean 23 40
S.D. 7 4
No. 11 10b)
25 Mean 18 37
S.D. 9 6
No 11 11
100 Mean 19 34
S.D. [ 7

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

b): One dam was necropsied on lactation day 4 because all pups died.
No gignificant difference in any treated groups from control group
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Table 4-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Organ weight of male rats
Body Liver Testis Epididymis Seminal Progtate
Dose welght (R+L) (R+L) vesicle

mg/kg/day g g(g/100g BW) g(g/100g BW) mg(mg/100g BW) g(g/100g BW) g{g/100g BW)
No. 12 12 12 12 12 12
Absolute 0 Mean 529 18.41 3.30 1272 1.81 1.26
S.D. 22 1.15 0.28 100 0.12 0.15
No 12 12 12 12 12 12
6 Mean 509 17.78 3.24 1266 1.71 1.29
S.D. 29 1.68 0.23 112 0.26 0.17
No. 12 12 12 12 12 12
25 Mean 506 18.75 3.39 1286 1.84 1.21
S.D. 24 1.77 0.19 162 0.30 0.18
No. 12 12 12 12 12 12
100 Mean 474** 20.78%% 3.35 1325 1.66 1.24
S.D. 20D 1.64D 0.27 141 0.25 0.15
No 12 12 12 12 12
Relative 0 Mean 3.48 0.63 241 0.34 0.24
S.D. 0.22 0.06 19 0.04 0.03
No. 12 12 12 12 12
6 Mean 3.49 0.64 250 0.34 0.25
S.D. 0.21 0.06 33 0.06 0.04
No. 12 12 12 12 12
25 Mean 3.70 0.67 254 0.36 0.24
S.D. 0.23 0.04 32 0.05 0.04
No 12 12 12 12 12
100 Mean 4.38%%* 0.71** 280** 0.35 0.26
S.D. 0.30D 0.07D 37D 0.06 0.03

No.: No. of animals

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

D: Dunnett's test
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Table 4-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Organ weight of female rats
Body Liver Ovary
Dose welght (R+L)
mg/kg/day g g(g/100g BW) mg(mg/1l00g BW)
No. 12 12 12
Absolute 0 Mean 358 14.08 106.2
S.D. 17 0.73 12.8
No 12 12 12
6 Mean 353 14.76 110.3
S.D. 15 1.36 8.1
No. 10 10 10
25 Mean 327%%* 14.36 103.5
S.D. 18D 1.23 15.3
No. 11 11 11
100 Mean 312+** 15.35 104.3
S.D. 20D 1.78 9.9
No 12 12
Relative 0 Mearn 3.94 29.7
S.D. 0.12 3.2
No. 12 12
6 Mean 4.18 31.2
S.D. 0.27 1.7
No. 10 10
25 Mean 4.39%%* 31.7
S.D. 0.228T 4.8
No 11 11
100 Mean 4.,94%* 33.6%
S.D. 0.608T 3.7D

No.: No. of animals
*: p<0.05; **: p<0.01
D: Dunnett's test

ST: Steel's test

(Significant difference from control group)
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Table 5-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Gross pathological findings (End of administration period)

Organs Sex: M M M M
Dose (mg/kg/day) : 0 [ 25 100
Findings Number : 12 12 12 12
Liver
Focus, depressed 0 1 0 0
Hepatodiaphragmatic nodule 0 1 0 0
M : Male

53
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Table 5-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Gross pathological findings (End of administration period)

Organs Sex: F F F F

Dose (mg/kg/day) : 0 [ 25 100

Findings Number : 12 12 10 11
Liver

Focus,dark red 0 0 0 1

Focus,white 0 0 o] 1

F : Female

54
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Table 5-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Gross pathological findings (Undelivered)

Organs Sex: F F
Dose (mg/kg/day) : 25 100
Findings Number : 1 1

All tissues
Not remarkable 1 1

F : Female

55
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Table 5-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Gross pathological findings (All littermates died)

Organs Sex: F
Dose (mg/kg/day) : 25
Findings Number : 1

All tissues
Not remarkable 1

F : Female

56
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Table 6-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Histopathological findings (End of administration period)

Organs Sex: M M M M
Dose (mg/kg/day) : 0 [ 25 100
Findings Number : 12 12 12 12
Epididymis
Number examined 12 0 0 12
Not remarkable 11 0 0 9
Cell infiltration 1 0 0 3
minimal 1 0 0
Liver
Number examined 12 12 12 12
Not remarkable 4 4 1 0
Hepatodiaphragmatic nodule 0 1 0 0
mild 0 1 o] 0
Vacuolation, hepatocyte, periportal 1 3 1 0
minimal 1 2 0 0
mild 0 1 1 0
Mineralization 0 1 0 0
mild 0 1 o] 0
Microgranuloma 8 3 6 5
minimal 8 3 6 5
Fibrosgisg 0 1 0 0
mild 0 1 o] 0
Aggregation, pigmented macrophage 0 1 0 0
minimal 0 1 0 0
Hypertrophy, hepatocytic, centrilobular 0 0 6 12
minimal 0 0 6 8
mild 0 0 0 4
Prostate
Number examined 12 0 0 12
Not remarkable 5 0 0 3
Cell infiltration 7 0 0 9
minimal 6 0 0 7
mild 1 0 o] 2
Seminal vesicle (coagulating gland)
Number examined 12 0 o] 12
Not remarkable 12 0 0 12
Testis
Number examined 12 0 0 12
Not remarkable 12 0 0 11
Cell infiltration 0 0 0 1
minimal 0 0 0 1
M : Male

57
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Table 6-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Histopathological findings (End of administration period)

Organs Sex: F F F F
Dose (mg/kg/day) : 0 [ 25 100
Findings Number : 12 12 10 11
Liver
Number examined 12 12 10 11
Not remarkable 6 7 7 0
Hematopoiesis, extramedullary 2 1 0 0
minimal 2 1 0 0
Microgranuloma 4 3 2 5
minimal 4 3 2 5
Necrosis,hepatocyte, focal 0 1 0 1
minimal 0 1 0 1
Necrosis,hepatocyte, massive 0 0 o] 1
mild 0 0 o] 1
Hypertrophy, hepatocytic, centrilobular 0 0 2 11
minimal 0 0 2 8
mild 0 0 0 3
Ovary
Number examined 12 0 0 11
Not remarkable 12 0 11
Uterus
Number examined 12 0 0 11
Not remarkable 12 0 0 11
Vagina
Number examined 12 0 0 11
Not remarkable 12 0 0 11

F : Female
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Table 6-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Histopathological findings (Undelivered)

Organs Sex: F F
Dose (mg/kg/day) : 25 100
Findings Number : 1 1

Liver
Number examined 1 1
Hypertrophy, hepatocytic, centrilobular 1 1
minimal 1 1

Ovary
Number examined 0 1
Not remarkable 0 1

Uterus
Number examined 0 1
Not remarkable 0 1

Vagina
Number examined 0 1
Not remarkable 0 1

F : Female

59



R-1132
Table 6-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Histopathological findings (All littermates died)

Organs Sex: F

Dose (mg/kg/day) : 25

Findings Number : 1
Liver

Number examined 1

Microgranuloma 1

minimal 1

F : Female

60
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Table 7 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Estrous cycle in female rats during the pre-mating period

R-1132

Count of estrus Mean duration
Dosge Noe. of cmm oo of cycles
mg/kg/day animals 0 1 2 3 4 Mean+S.D. Mean+S.D.
0 12 0 0 0 5 7 3.6+0.5 4.3+0.4
6 12 0 0 0 1 11 3.9+0.3 4.0+0.0
25 12 0 0 0 [ 6 3.5+0.5 4.140.2
100 12 0 0 0 8 4 3.3£0.5 4.5+0.3

No significant difference in any treated groups from

control group
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Table 8 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Mating and fertility of animals

Male Female
Days until Copulation Insemination Days until Copulation Fertility
Dose No. of copulation index index No. of copulation index index
mg/kg/day males Mean+S.D. (%) a) (%) b) females MeanzS.D. (%) a) (%) <)
0 12 2.0+1.7 12/12(100.0) 12/12(100.0) 12 2.0£1.7 12/12(100.0) 12/12(100.0)
6 12 2.840.9 12/12(100.0) 12/12(100.0) 12 2.8+0.9 12/12(100.0) 12/12(100.0)
25 12 1.8+£1.1 12/12(100.0) 11/12( 91.7) 12 1.8+1.1 12/12(100.0) 11/12( 91.7)
100 12 2.6+1.0 12/12(100.0) 11/12( 91.7) 12 2.6+1.0 12/12(100.0) 11/12( 91.7)
a): (No. of copulated animals / No. of mated animals)x100
b): (No. of males which impregnated females / No. of copulated males)x100
¢): (No. of pregnant femaleszs / No. of copulated females)x100

No significant difference in any treated groups from control group.
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Table 9 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Delivery data on dams

No. of No. of No. of
No. of females Gestation Gestation No. of implan- Implan- Delivery still- No. of External e)
Dose pregnant with index length corpora tation tation index borns live- abnor-
mg/kg/day females liveborns % a) in days lutea sites index % b) % c) (%)ad) borns malities (%) f)

Total 12 12 100.0 188 186 0 176 o]
0 Mean 21.8 15.7 15.5 98.6 94.7 ( 0.0) 14.7 ( 0.0)
S.D. 0.4 1.8 2.2 4.8 5.3 ( 0.0) 2.2 ( 0.0)

Total 12 12 100.0 199 197 1 184 o]
6 Mean 22.0 16.6 16.4 99.0 94.0 ( 0.6) 15.3 { 0.0
S.D. 0.0 1.1 1.2 2.5 4.6 ( 1.9) 1.4 { 0.0)

Total 11 11 100.0 179 178 0 164 0
25 Mean 21.8 16.3 16.2 99.5 92.6 ( 0.0) 14.9 { 0.0)
S.D. 0.4 1.5 1.5 1.8 11.4 ( 0.0) 1.8 ( 0.0)

Total 11 11 100.0 179 173 3 158 ¢]
100 Mean 21.7 16.3 15.7 96.5 93.7 ( 1.7) 14.4 ( 0.0)
S.D. 0.5 1.7 2.5 10.0 7.8 ( 3.9 1.9 ( 0.0)

a): (No. of females which delivered liveborns / No. of pregnant females)x100

b): (No. of implantation sites / No. of corpora lutea)x100

c): (No. of delivered pups / No. of implantation sites)x100

d): (No. of stillborns / No. of delivered pups)x100

e): No. of delivered pups with external abnormalities

£): (No. of delivered pups with external abnormalities / No. of delivered pups)x100

No significant difference in any treated groups from control group.
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Table 10 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Viability index of pups
Viability
No. of No. of Live birth No. of live pups index on
Dose No. of live- delivered index No. of ----------"-----—- postnatal
mg/kg/day dams borns pups % a) dams Day 0 Day 4 day 4 % b)
Total 12 176 176 12 176 173
0 Mean 14.7 14.7 100.0 14.7 14 .4 98.6
S.D. 2.2 2.2 0.0 2.2 1.9 4.8
Total 12 184 185 12 184 180
6 Mean 15.3 15.4 99.4 15.3 15.0 98.0
S.D. 1.4 1.3 1.9 1.4 1.2 3.9
Total 11 164 164 11 164 145
25 Mean 14.9 14.9 100.0 14.9 13.2 90.3
S.D. 1.8 1.8 0.0 1.8 4.6 30.0
Total 11 158 161 11 158 153
100 Mean 14 .4 14.6 98.3 14 .4 13.9 96.9
S.D. 1.9 2.1 3.9 1.9 2.0 5.5
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
No significant difference in any treated groups from control group.
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Table 11 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Sex ratio of pups

Liveborns Stillbornsg Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of
7777777777777777777777777777777777 delivered liveborns R live pups
Dose No. of No. of UNo. of No. of No. of pups No. of No. of No. of on day 4
ng/kg/day dams males females males females a) b) dams males females c)
Total o7 79 0 0 26 77
0 12 Mean 8.1 6.6 0.0 0.0 0.56 0.56 12 8.0 6.4 0.56
S.D. 1.9 2.5 0.0 0.0 0.15 0.15 1.9 2.3 0.14
Total 91 93 1 0 90 90
6 12 Mean 7.6 7.8 0.1 0.0 0.50 0.50 12 7.5 7.5 0.50
S.D. 2.1 2.0 0.3 0.0 0.12 0.13 2.2 2.0 0.14
Total 88 76 0 0 81 64
25 11 Mean 8.0 6.9 0.0 0.0 0.54 0.54 10d) 8.1 6.4 0.56
S.D. 1.7 2.2 0.0 0.0 0.11 0.11 1.8 1.6 0.10
Total 82 76 0 3 77 76
100 11 Mean 7.5 6.9 0.0 0.3 0.51 0.52 11 7.0 6.9 0.50
S.D. 1.6 1.8 0.0 0.6 0.11 0.10 1.8 1.8 0.11

No. of delivered males / No. of delivered pups

No. of liveborn males / No. of liveborns

No. of live males on day 4 / No. of live pups on day 4

All pups from one dam died by postnatal day 4.

o significant difference in any treated groups from control group.

geoge
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Table 12 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Body weight of pups

R-1132

Male Female
Dose = m--------------- mmmmmmmmm-—-----
mg/kg/day 0 4a) 0 4a)
No 12 12 12 12
0 Mean 6.4 9.9 6.1 9.2
S.D. 0.5 1.1 0.4 1.0
No. 12 12 12 12
3 Mean 6.6 10.0 6.3 2.7
S.D. 0.3 0.8 0.4 1.0
No. 11 10b) 11 10b)
25 Mean 6.2 9.0 6.0 8.8
S.D. 0.4 0.9 0.4 0.8
No. 11 11 11 11
100 Mean 6.2 8.7%* 5.9 8.5
S.D. 0.4 1.3D 0.4 1.3
Unit: g

No.: No. of dams

a): Postnatal day

b): All pups from one dam died by postnatal day 4.

*: p<0.05 (Significant difference from control group)
D: Dunnett's test
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Table 13 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Externally for gross abnormalities in dead pups

L9

Dose (mg/kg/day) 0 6 25 100
Male
No. of pups examined 0 0 5 4
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 1 2 6 0
No. of pups with abnormal findings 0 0 0 0
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R-1132
Table 14 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Externally for gross abnormalities in pups on postnatal day 4

Dose (mg/kg/day) 0 6 25 100
Male
No. of pups examined 96 90 81 77
No. of pups with abnormal findings 0 0 0 0
Female
No. of pups examined 77 90 64 76
No. of pups with abnormal findings 0 0 0 0




R-1132
Appendix 1-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg/day): 0

Day of administration

o 117 V0 A
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
1001 - - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - - -

=N
O
-: No abnormal findings
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R-1132
Appendix 1-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg/day): 0

Day of administration

ANImMAl s m oo oo oo o o
number 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 3la)
1001 - - - - - - - - - - - - - - - -
1002 - - - - - - - - - - - - - - - -
1003 - - - - - - - - - - - - - - - -
1004 - - - - - - - - - - - - - - - -
1005 - - - - - - - - - - - - - - - -
1006 - - - - - - - - - - - - - - - -
1007 - - - - - - - - - - - - - - - -
1008 - - - - - - - - - - - - - - - -
1009 - - - - - - - - - - - - - - - -
1010 - - - - - - - - - - - - - - - -
1011 - - - - - - - - - - - - - - - -
1012 - - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings



R-1132
Appendix 1-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg/day): 6

Day of administration

o 117 V0 A
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
2001 - - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - - -
2011 - - - - - - - - - - - - - - -
2012 - - - - - - - - - - - - - - -

~J
—_
-: No abnormal findings
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R-1132
Appendix 1-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg/day): 6

Day of administration

ANImMAl s m oo oo oo o o
number 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 3la)
2001 - - - - - - - - - - - - - - - -
2002 - - - - - - - - - - - - - - - -
2003 - - - - - - - - - - - - - - - -
2004 - - - - - - - - - - - - - - - -
2005 - - - - - - - - - - - - - - - -
2006 - - - - - - - - - - - - - - - -
2007 - - - - - - - - - - - - - - - -
2008 - - - - - - - - - - - - - - - -
2009 - - - - - - - - - - - - - - - -
2010 - - - - - - - - - - - - - - - -
2011 - - - - - - - - - - - - - - - -
2012 - - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings



R-1132
Appendix 1-5 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg/day): 25

Day of administration
o 117 V0 A
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

3001 A - - - - - - - - - - - - - -
3002 A
3003 -
3004 AB
3005 A
3006 -
3007 -
3008 A
3009 A
3010 A
A
A

3011
3012

e A S
|
|
|
|
'
|
|
|
'
'
|
|
|

~J
(%)
-: No abnormal findings
A: Decrease in spontaneous movement
B: Salivation
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R-1132
Appendix 1-6 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg/day): 25

Day of administration

ANImMAl s m oo oo oo o o
number 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 3la)
3001 - - - - - - - - - - - - - - - -
3002 - - - - - - - - - - - - - - - -
3003 - - - - - - - - - - - - - - - -
3004 - - - - - - - - - - - - - - - -
3005 - - - - - - - - - - - - - - - -
3006 - - - - - - - - - - - - - - - -
3007 - - - - - - - - - - - - - - - -
3008 - - - - - - - - - - - - - - - -
3009 - - - - - - - - - - - - - - - -
3010 - - - - - - - - - - - - - - - -
3011 - - - - - - - - - - - - - - - -
3012 - - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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R-1132
Appendix 1-7 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg/day): 100

Day of administration

o 117 V0 A
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
4001 AB A - - - - - - - - - _ - _ _
4002 A AB - - - - - - - - - - - - -
4003 A - - - - - - - - - - - _ _ _
4004 AB A - - - - - - - - - _ - _ _
4005 A A - - - - - - - - - - - - _
4006 A A - - - - - - - - - _ - _ _
4007 AD A - - - - - - - - - - - - -
4008 AB A - - - - - - - - - - - - _
4009 AB AB - - - - - - - - - - _ _ _
4010 A A A - - - - - - - - - _ _ _
4011 ABD A - - - - - - - - - - - - -
4012 ABD A - - - - - - - - - - _ _ _

-: No abnormal findings

A: Decrease in spontaneous movement
B: Salivation
D: Lacrimation
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R-1132
Appendix 1-8 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in male rats
Dose (mg/kg/day): 100

Day of administration

ANImMAl s m oo oo oo o o
number 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 3la)
4001 - - - - - - - - - - - - - - - -
4002 - - - - - - - - - - - - - - - -
4003 - - - - - - - - - - - - - - - -
4004 - - - - - - - - - - - - - - - -
4005 - - - - - - - - - - - - - - - -
4006 - - - - - - - - - - - - - - - -
4007 - - - - - - - - - - - - - - - -
4008 - - - - - - - - - - - - - - - -
4009 - - - - - - - - - - - - - - - -
4010 - - - - - - - - - - - - - - - -
4011 - - - - - - - - - - - - - - - -
4012 - - - - - - - - - - - - - - - -

a): Day of necropsy
-: No abnormal findings
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Appendix 1-9 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Dose (mg/kg/day): 0

Day of administration

Animal  c o oo m oo
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
1101 - - - - - - - - - - - - - - -
1102 - - - - - - - - - - - - - - -
1103 - - - - - - - - - - - - - - -
1104 - - - - - - - - - - - - - - -
1105 - - - - - - - - - - - - - - -
1106 - - - - - - - - - - - - - - -
1107 - - - - - - - - - - - - - - -
1108 - - - - - - - - - - - - - - -
1109 - - - - - - - - - - - - - - -
1110 - - - - - - - - - - - - - - -
1111 - - - - - - - - - - - - - - -
1112 - - - - - - - - - - - - - - -

~J
\] . .
-: No abnormal findings
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Appendix 1-10 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Dose (mg/kg/day): 6

Day of administration

Animal  c o oo m oo
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
2101 - - - - - - - - - - - - - - -
2102 - - - - - - - - - - - - - - -
2103 - - - - - - - - - - - - - - -
2104 - - - - - - - - - - - - - - -
2105 - - - - - - - - - - - - - - -
2106 - - - - - - - - - - - - - - -
2107 - - - - - - - - - - - - - - -
2108 - - - - - - - - - - - - - - -
2109 - - - - - - - - - - - - - - -
2110 - - - - - - - - - - - - - - -
2111 - - - - - - - - - - - - - - -
2112 - - - - - - - - - - - - - - -

~J
m . .
-: No abnormal findings
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Appendix 1-11 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Dose (mg/kg/day): 25

Day of administration

Animal  c o oo m oo
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
3101 A - - - - - - - - - - - - _ _
3102 A - - - - - - - - - - - - - -
3103 ABD - - - - - - - - - - - _ - _
3104 AD A - - - - - - - - - - - _ _
3105 A A - - - - - - - - - - - - _
3106 A A - - - - - - - - - - - _ _
3107 AD - - - - - - - - - - - _ - _
3108 A A - - - - - - - - - - - - _
3109 A - - - - - - - - - - - _ _ _
3110 A - - - - - - - - - - - _ - _
3111 AD - - - - - - - - - - - - - _
3112 A - - - - - - - - - - - _ _ _

-: No abnormal findings

A: Decrease in spontaneous movement
B: Salivation
D: Lacrimation
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Appendix 1-12 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in female rats during the pre-mating period
Dose (mg/kg/day): 100

Day of administration

Animal  c o oo m oo
number 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15
4101 AB A - - - - - - - - - - - _ _
4102 AB A - - - - - - - - - - - - -
4103 A A - - - - - - - - - - _ - _
4104 AD A - - - - - - - - - - - _ _
4105 AD A - - - - - - - - - - - - _
4106 AD A - - - - - - - - - - - _ _
4107 ABD A - - - - - - - - - - - - -
4108 AD A - - - - - - - - - - - - _
4109 A A - - - - - - - - - - _ _ _
4110 A A - - - - - - - - - - - - -
4111 AD A - - - - - - - - - - - - _
4112 ABD A - - - - - - - - - - _ - _

-: No abnormal findings

A: Decrease in spontaneous movement
B: Salivation
D: Lacrimation
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Appendix 1-13 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg/day): 0

Administration

D= 1 it i
number 0 1 2 3 4 5 6 7 8 2 10 11 12 13 14 15 16 17 18 19 20 21 22a)
1101 - - - - - - - - - - - - - - - - - - - - - - d
1102 - - - - - - - - - - - - - - - - - - - - - - d
1103 - - - - - - - - - - - - - - - - - - - - - -/d

1104 - - - - - - - - - - - - - - - - - - - - - - d
1105 - - - - - - - - - - - - - - - - - - - - - - d
1106 - - - - - - - - - - - - - - - - - - - - - - d
1107 - - - - - - - - - - - - - - - - - - - - - - d
1108 - - - - - - - - - - - - - - - - - - - - - - d
1109 - - - - - - - - - - - - - - - - - - - - - - d
1110 - - - - - - - - - - - - - - - - - - - - - - d
1111 - - - - - - - - - - - - - - - - - - - - - -/d

1112 - - - - - - - - - - - - - - - - - - - - - - d

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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Appendix 1-14 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg/day): 6

Administration
D= 1 it i
number 0 1 2 3 4 5 6 7 8 2 10 11 12 13 14 15 16 17 18 19 20 21 22a)
2101 - - - - - - - - - - - - - - - - - - - - - - d
2102 - - - - - - - - - - - - - - - - - - - - - - d
2103 - - - - - - - - - - - - - - - - - - - - - - d
2104 - - - - - - - - - - - - - - - - - - - - - - d
2105 - - - - - - - - - - - - - - - - - - - - - - d
2106 - - - - - - - - - - - - - - - - - - - - - - d
2107 - - - - - - - - - - - - - - - - - - - - - - -/d
2108 - - - - - - - - - - - - - - - - - - - - - - d
2109 - - - - - - - - - - - - - - - - - - - - - - d
2110 - - - - - - - - - - - - - - - - - - - - - - d
2111 - - - - - - - - - - - - - - - - - - - - - - d
2112 - - - - - - - - - - - - - - - - - - - - - - d

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.



€8

R-1132
Appendix 1-15 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg/day): 25

Administration
D= 1 it i
number 0 1 2 3 4 5 6 7 8 2 10 11 12 13 14 15 16 17 18 19 20 21 22a)
3101 - - - - - - - - - - - - - - - - - - - - - - d
3102 - - - - - - - - - - - - - - - - - - - - - - d
3103 - - - - - - - - - - - - - - - - - - - - - - d
3104 - - - - - - - - - - - - - - - - - - - - - -/d
3105 - - - - - - - - - - - - - - - - - - - - - - -/d
3106 - - - - - - - - - - - - - - - - - - - - - - d
3107 - - - - - - - - - - - - - - - - - - - - - - d
3108 Non-pregnant
3109 - - - - - - - - - - - - - - - - - - - - - -/d
3110 - - - - - - - - - - - - - - - - - - - - - - d
3111 - - - - - - - - - - - - - - - - - - - - - - d
3112 - - - - - - - - - - - - - - - - - - - - - - d

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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Appendix 1-16 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in dams during the gestation period
Dose (mg/kg/day): 100

Administration
D= el
number 0 1 2 3 4 5 6 7 8 2 10 11 12 13 14 15 16 17 18 19 20 21 22a)

4101 - - - - - - - - - - - - - - - - - - - - - - d
4102 - - - - - - - - - - - - - - - - - - - - - -/d

4103 - - - - - - - - - - - - - - - - - - - - - - -/d
4104 Non-pregnant

4105 - - - - - - - - - - - - - - - - - - - - - - d
4106 - - - - - - - - - - - - - - - - - - - - - d
4107 - - - - - - - - - - - - - - - - - - - - - -/d
4108 - - - - - - - - - - - - - - - - - - - - - -
4109 - - - - - - - - - - - - - - - - - - - - - -
4110 - - - - - - - - - - - - - - - - - - - - - -
4111 - - - - - - - - - - - - - - - - - - - - - -
4112 - - - - - - - - - - - - - - - - - - - - - -

Q0000

a): Gestation day

-: No abnormal findings

d: Delivery

/d: Found delivery after the observation of general conditions.
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Appendix 1-17 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg/day): 0

Administration
Dam = —----mmomoomoooo oo
number 0 1 2 3 4a)

1101 - - - - -
1102 - - - - -
1103 - - - - -
1104 - - - - -
1105 - - - - -
1106 - - - - -
1107 - - - - -
1108 - - - - -
1109 - - - - -
1110 - - - - -
1111 - - - - -
1112 - - - - -

a): Lactation day
-: No abnormal findings
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Appendix 1-18 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg/day): 6

Administration
Dam = —----mmomoomoooo oo
number 0 1 2 3 4a)

2101
2102 - - - - -
2103 - - - - -
2104
2105 - - - - -
2106 - - - - -
2107 - - - - -
2108 - - - - -
2109 - - - - -
2110 - - - - -
2111 - - - - -
2112 - - - - -

a): Lactation day
-: No abnormal findings
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Appendix 1-19 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg/day): 25

Administration
Dam = —----mmomoomoooo oo
number 0 1 2 3 4a)

3101 - - - - -
3102b) - EG E E E
3103 - - - - -
3104 - - - - -
3105 - - - - -
3106 - - - - -
3107 - - - - -
3108 Non-pregnant

3109 - - - - -
3110 - - - - -
3111 - - - - -
3112 - - - - -

a): Lactation day

b) : Necropsied on lactation day 4 because all pups died
-: No abnormal findings

E: Decrease in nursing behavior

G: Vaginal hemorrhage
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Appendix 1-20 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual clinical signs in dams during the lactation period
Dose (mg/kg/day): 100

Administration
Dam = —----mmomoomoooo oo
number 0 1 2 3 4a)

4101 - - - - -
4102 - - - - -
4103 - - - - E
4104 Non-pregnant

4105 - - - - -
4106 - - - - -
4107 - - - - -
4108 - - - - -
4109 - - - - -
4110 - - - - -
4111 - - - - -
4112 - - - - -

a): Lactation day
-: No abnormal findings
E: Decrease in nursing behavior
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Appendix 2-1

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual body weight of male rats
Dose (mg/kg/day): 0

R-1132

Day of administration

Animal = =00 m e Gain
number 1 8 15 22 31la) 1-31
1001 418 448 482 510 549 131
1002 414 437 457 482 511 97
1003 425 439 463 487 525 100
1004 417 438 455 479 501 84
1005 417 433 462 494 522 105
1006 434 457 473 478 505 71
1007 427 445 482 500 529 102
1008 452 483 522 535 569 117
1009 445 476 502 525 556 111
1010 402 416 442 477 510 108
1011 419 435 464 491 523 104
1012 432 459 484 509 546 114
Mean 425 447 474 497 529 104
S.D. 14 19 22 19 22 15
Unit: g

a): Day of necropsy
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Appendix 2-2

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual body weight of male rats
Dose (mg/kg/day): 6

R-1132

Day of administration

Animal = =00 m e Gain
number 1 8 15 22 31la) 1-31
2001 429 446 465 478 498 69
2002 420 441 465 480 514 94
2003 444 465 493 518 540 96
2004 426 437 452 454 474 48
2005 407 425 447 473 502 95
2006 419 439 458 477 497 78
2007 444 454 488 512 539 95
2008 416 430 438 449 465 49
2009 429 472 501 519 559 130
2010 446 469 501 510 535 89
2011 426 447 479 484 507 81
2012 430 441 465 468 483 53
Mean 428 447 471 485 509 81
S.D. 12 15 21 24 29 24
Unit: g

a): Day of necropsy
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Appendix 2-3

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual body weight of male rats

Dose (mg/kg/day): 25

R-1132

Day of administration

Animal = =00 m e Gain
number 1 8 15 22 31la) 1-31
3001 415 429 456 473 495 80
3002 414 423 451 470 503 89
3003 422 436 460 476 497 75
3004 432 445 474 487 510 78
3005 426 449 471 479 503 77
3006 425 440 451 466 490 65
3007 422 431 456 472 484 62
3008 421 439 462 477 486 65
3009 415 428 451 459 482 67
3010 455 474 501 507 527 72
3011 435 465 496 522 546 111
3012 453 490 510 517 552 99
Mean 428 446 470 484 506 78
S.D. 14 21 21 20 24 15
Unit: g

a): Day of necropsy
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Appendix 2-4

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual body weight of male rats

Dose (mg/kg/day): 100

R-1132

Day of administration

Animal = =00 m e Gain
number 1 8 15 22 31la) 1-31
4001 424 400 433 438 454 30
4002 454 421 454 445 468 14
4003 4086 401 421 429 454 48
4004 434 429 460 473 493 59
4005 417 427 449 461 476 59
4006 433 429 466 484 511 78
4007 431 414 441 452 477 46
4008 422 389 423 456 484 62
4009 427 413 451 471 495 68
4010 437 420 433 445 466 29
4011 408 393 410 421 442 34
4012 418 399 433 451 473 55
Mean 426 411 440 452 474 49
S.D. 13 14 17 18 20 19
Unit: g

a): Day of necropsy
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Appendix 2-5 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Dose (mg/kg/day): 0

Day of administration

€6

animal @ ==00élm---mmm e Gain
number 1 8 15 1-15
1101 270 273 294 24
1102 256 259 271 15
1103 260 283 288 28
1104 283 302 316 33
1105 247 254 258 11
1106 252 270 271 19
1107 263 264 282 19
1108 250 274 283 33
1109 270 299 305 35
1110 243 251 265 22
1111 260 271 273 13
1112 263 271 281 18
Mean 260 273 282 23
S.D. 11 16 17 8

Unit: g



R-1132
Appendix 2-6 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Dose (mg/kg/day): 6

Day of administration

¥6

animal @ ==00élm---mmm e Gain
number 1 8 15 1-15
2101 247 269 278 31
2102 252 259 265 13
2103 261 269 271 10
2104 276 280 293 17
2105 266 279 294 28
2106 268 275 274 6
2107 239 246 265 26
2108 274 281 290 16
2109 255 268 276 21
2110 260 280 288 28
2111 261 270 277 16
2112 253 252 268 15
Mean 259 269 278 19
S.D. 11 11 11 8

Unit: g



S6

R-1132
Appendix 2-7 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Dose (mg/kg/day): 25

Day of administration

animal @ ==00élm---mmm e Gain
number 1 8 15 1-15
3101 259 268 274 15
3102 279 276 288 2
3103 253 249 260 7
3104 259 268 277 18
3105 269 285 296 27
3106 264 263 282 18
3107 255 259 271 16
3108 256 268 265 9
3109 254 247 248 -6
3110 262 271 278 16
3111 258 254 273 15
3112 265 255 271 6
Mean 261 264 274 13
S.D. 7 11 13 8

Unit: g



R-1132
Appendix 2-8 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of female rats during the pre-mating period
Dose (mg/kg/day): 100

Day of administration

96

animal @ ==00élm---mmm e Gain
number 1 8 15 1-15
4101 256 258 248 -8
4102 250 256 292 42
4103 274 268 270 -4
4104 274 287 309 35
4105 262 275 276 14
4106 269 274 279 10
4107 255 252 264 9
4108 267 261 281 14
4109 249 262 267 18
4110 258 273 282 24
4111 283 283 296 13
4112 252 249 253 1
Mean 262 267 276 14
S.D. 11 12 18 15

Unit: g
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Appendix 2-9

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of dams during the gestation period

Dose (mg/kg/day): 0

R-1132

Administration

Dam = m e e oo Gain
number 0 7 14 20a 0-20
1101 300 342 392 480 180
1102 280 305 347 436 156
1103 284 332 368 470 186
1104 304 339 373 438 134
1105 273 311 348 418 145
1106 274 310 362 441 167
1107 279 316 345 410 131
1108 284 319 355 434 150
1109 308 336 369 461 153
1110 274 300 339 414 140
1111 274 303 338 442 168
1112 286 321 340 441 155
Mean 285 320 356 440 155
S.D. 12 15 17 21 17
Unit: g

a): Gestation day
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Appendix 2-10

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of dams during the gestation period

Dose (mg/kg/day): 6

R-1132

Administration

Dam = m e e oo Gain
number 0 7 14 20a 0-20
2101 279 318 357 454 175
2102 273 302 337 421 148
2103 276 314 355 450 174
2104 295 322 348 442 147
2105 302 340 371 442 140
2106 300 327 364 475 175
2107 278 313 349 422 144
2108 308 330 360 442 134
2109 285 322 353 437 152
2110 300 328 363 455 155
2111 286 325 357 443 157
2112 266 309 343 423 157
Mean 287 321 355 442 155
S.D. 13 10 9 16 14
Unit: g

a): Gestation day
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R-1132
Appendix 2-11 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of dams during the gestation period
Dose (mg/kg/day): 25

Administration

Dam = m e e oo Gain
number 0 7 14 20a) 0-20
3101 282 295 327 408 126
3102 287 340 373 451 164
3103 262 297 330 402 140
3104 273 313 349 426 153
3105 291 321 346 398 107
3106 276 314 345 425 149
3107 272 299 320 393 121
3108 Non-pregnant

3109 274 302 342 414 140
3110 272 311 347 423 151
3111 273 298 333 411 138
3112 272 295 325 405 133
Mean 276 308 340 414 138
S.D. 8 14 15 16 16

Unit: g
a): Gestation day
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Appendix 2-12

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual body weight of dams during the gestation period

Dose (mg/kg/day): 100

R-1132

Administration

Dam = m e e oo Gain
number 0 7 14 20a 0-20
4101 267 300 333 424 157
4102 279 309 334 389 110
4103 274 310 342 425 151
4104 Non-pregnant

4105 279 304 317 389 110
4106 279 298 325 374 95
4107 267 285 306 383 116
4108 282 307 337 407 125
4109 263 285 317 383 120
4110 283 309 351 424 141
4111 303 325 370 444 141
4112 258 293 317 387 129
Mean 276 302 332 403 127
S.D. 12 12 18 23 19
Unit: g

a): Gestation day
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R-1132
Appendix 2-13 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of dams during the lactation period
Dose (mg/kg/day): 0

Administration
Dam = - ------ Gain
number 0 4a) 0-4
1101 382 369 -13
1102 313 33¢ 26
1103 368 362 -6
1104 355 372 17
1105 309 324 15
1106 346 387 41
1107 350 360 10
1108 328 348 20
1109 342 374 32
1110 330 343 13
1111 356 363 7
1112 316 350 34
Mean 341 358 16
S.D. 23 17 16

Unit: g
a) : Lactation day
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R-1132
Appendix 2-14 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of dams during the lactation period
Dose (mg/kg/day): 6

Administration
Dam = - ------ Gain
number 0 4a) 0-4
2101 347 354 7
2102 329 344 15
2103 326 352 26
2104 328 349 21
2105 353 370 17
2106 337 383 46
2107 325 331 6
2108 350 359 2
2109 318 333 15
2110 348 343 -5
2111 341 355 14
2112 323 363 40
Mean 335 353 18
S.D. 12 15 14

Unit: g
a) : Lactation day



€01

R-1132
Appendix 2-15 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of dams during the lactation period
Dose (mg/kg/day): 25

Administration

Dam = - ------ Gain
number 0 4a) 0-4
3101 283 289 6
3102b) 310

3103 317 324 7
3104 329 353 24
3105 325 326 1
3106 308 342 34
3107 293 318 25
3108 Non-pregrant

3109 331 316 -15
3110 316 337 21
3111 303 320 17
3112 300 343 43
Mean 310 327 16
S.D. 15 18 17

Unit: g
a) : Lactation day
b) : Necropsied on lactation day 4 because all pups died
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R-1132
Appendix 2-16 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of dams during the lactation period
Dose (mg/kg/day): 100

Administration

Dam = - ------ Gain
number 0 4a) 0-4
4101 314 328 14
4102 320 329 9
4103 304 289 -15
4104 Non-pregnant

4105 281 308 24
4106 300 302 2
4107 291 295 4
4108 302 331 29
4109 289 294 5
4110 308 337 29
4111 341 333 -8
4112 296 284 -12
Mean 304 312 7
S.D. 17 20 16

Unit: g
a) : Lactation day



R-1132
Appendix 3-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of male rats
Dose (mg/kg/day): 0

Day of administration

SoI

Animal = =0 mmmmm e
number 2 8 15
1001 22 20 22
1002 26 25 24
1003 22 21 26
1004 21 24 22
1005 21 22 23
1006 21 27 22
1007 21 24 26
1008 27 27 27
1009 26 26 26
1010 19 18 23
1011 22 23 24
1012 24 23 24
Mean 23 23 24
S.D. 2 3 2

Unit: g/rat/day
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R-1132
Appendix 3-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of male rats
Dose (mg/kg/day): 6

Day of administration

Animal = =0 mmmmm e
number 2 8 15
2001 23 23 22
2002 18 22 22
2003 19 23 23
2004 20 23 23
2005 21 22 23
2006 22 22 20
2007 18 20 23
2008 18 24 20
2009 26 25 22
2010 20 21 25
2011 23 26 22
2012 24 24 25
Mean 21 23 23
S.D. 3 2 2

Unit: g/rat/day



R-1132
Appendix 3-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of male rats
Dose (mg/kg/day): 25

Day of administration

LOT

Animal = =0 mmmmm e
number 2 8 15
3001 15 18 20
3002 18 19 23
3003 17 20 21
3004 21 23 21
3005 18 23 24
3006 16 21 19
3007 19 21 20
3008 20 23 25
3009 24 21 21
3010 20 27 25
3011 21 24 26
3012 28 29 24
Mean 20 22 22
S.D. 4 3 2

Unit: g/rat/day
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R-1132
Appendix 3-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of male rats
Dose (mg/kg/day): 100

Day of administration

Animal = =0 mmmmm e
number 2 8 15
4001 16 19 19
4002 24 15 22
4003 19 23 21
4004 20 18 23
4005 17 23 23
4006 7 22 26
4007 6 19 24
4008 4 17 22
4009 11 21 25
4010 11 19 23
4011 13 16 19
4012 9 17 22
Mean 13 19 22
S.D. 6 3 2

Unit: g/rat/day



R-1132
Appendix 3-5 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Dose (mg/kg/day): 0

Day of administration

601

Animal = =0 mmmmm e
number 2 8 15
1101 20 11 19
1102 17 16 17
1103 20 19 19
1104 17 22 20
1105 12 18 15
1106 20 19 18
1107 16 15 20
1108 19 19 17
1109 23 22 19
1110 13 14 19
1111 16 20 13
1112 17 20 18
Mean 18 18 18
S.D. 3 3 2

Unit: g/rat/day
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R-1132
Appendix 3-6 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Dose (mg/kg/day): 6

Day of administration

Animal = =0 mmmmm e
number 2 8 15
2101 17 19 19
2102 13 17 16
2103 10 20 20
2104 14 22 19
2105 19 19 19
2106 14 20 15
2107 18 16 19
2108 18 18 19
2109 13 22 22
2110 12 20 18
2111 15 18 15
2112 18 13 18
Mean 15 19 18
S.D. 3 3 2

Unit: g/rat/day



R-1132
Appendix 3-7 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Dose (mg/kg/day): 25

Day of administration

Il

Animal = =0 mmmmm e
number 2 8 15
3101 15 19 20
3102 20 13 17
3103 13 12 16
3104 9 19 22
3105 19 22 20
3106 16 14 22
3107 13 13 19
3108 16 19 18
3109 15 14 12
3110 15 14 18
3111 13 13 18
3112 8 12 17
Mean 14 15 18
S.D. 3 3 3

Unit: g/rat/day
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R-1132
Appendix 3-8 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of female rats during the pre-mating period
Dose (mg/kg/day): 100

Day of administration

Animal = =0 mmmmm e
number 2 8 15
4101 6 16 8
4102 5 15 21
4103 12 16 16
4104 10 17 21
4105 16 22 13
4106 9 16 17
4107 5 12 17
4108 8 14 19
4109 12 18 19
4110 8 21 17
4111 18 17 19
4112 11 13 11
Mean 10 16 17
S.D. 4 3 4

Unit: g/rat/day



R-1132
Appendix 3-9 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of dams during the gestation period
Dose (mg/kg/day): 0

€Il

Administration
B = 1
number 1 7 14 20a)
1101 21 28 27 26
1102 16 19 24 23
1103 17 25 25 26
1104 20 20 20 21
1105 20 26 22 20
1106 22 24 28 24
1107 18 24 26 25
1108 21 26 27 24
1109 13 24 24 26
1110 14 19 22 22
1111 16 20 21 27
1112 19 27 20 23
Mean 18 24 24 24
S.D. 3 3 3 2

Unit: g/rat/day
a): Gestation day



R-1132
Appendix 3-10 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of dams during the gestation period
Dose (mg/kg/day): 6

141!

Administration
B = 1
number 1 7 14 20a)
2101 15 23 22 25
2102 16 22 21 20
2103 20 22 24 21
2104 17 21 17 19
2105 19 23 22 21
2106 21 26 27 29
2107 19 23 24 17
2108 18 24 24 19
2109 23 25 21 20
2110 11 24 24 23
2111 20 28 24 21
2112 22 26 23 24
Mean 18 24 23 22
S.D. 3 2 2 3

Unit: g/rat/day
a): Gestation day



R-1132
Appendix 3-11 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of dams during the gestation period
Dose (mg/kg/day): 25

Sl

Administration

B = 1
number 1 7 14 20a)
3101 20 15 16 21
3102 20 27 27 19
3103 19 23 22 22
3104 21 23 24 22
3105 19 22 26 22
3106 21 24 23 21
3107 17 21 18 19
3108 Non-pregrant

3109 19 25 27 21
3110 15 22 20 21
3111 16 21 20 23
3112 17 17 19 21
Mean 19 22 22 21
S.D. 2 3 4 1

Unit: g/rat/day
a): Gestation day
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R-1132
Appendix 3-12 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of dams during the gestation period
Dose (mg/kg/day): 100

Administration

B = 1
number 1 7 14 20a)
4101 18 24 23 26
4102 16 20 24 16
4103 22 22 23 21
4104 Non-pregnant

4105 12 20 18 20
4106 14 19 19 8
4107 21 19 18 18
4108 16 20 24 20
4109 15 18 18 17
4110 19 19 24 19
4111 16 23 28 25
4112 17 23 21 19
Mean 17 21 22 19
S.D. 3 2 3 5

Unit: g/rat/day
a): Gestation day
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R-1132
Appendix 3-13 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg/day): 0

Administration
Dam = - -----------
number 2 4a)
1101 24 33
1102 19 41
1103 18 42
1104 25 33
1105 31 35
1106 28 45
1107 21 37
1108 26 39
1109 30 45
1110 21 30
1111 21 43
1112 28 45
Mean 24 39
S.D. 4 5

Unit: g/rat/day
a) : Lactation day
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R-1132
Appendix 3-14 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg/day): 6

Administration
Dam = - -----------
number 2 4a)
2101 20 42
2102 21 43
2103 27 43
2104 23 35
2105 23 38
2106 34 49
2107 13 34
2108 28 37
2109 20 3¢
2110 10 40
2111 23 37
2112 29 43
Mean 23 40
S.D. 7 4

Unit: g/rat/day
a) : Lactation day
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R-1132
Appendix 3-15 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg/day): 25

Administration
Dam = - -----------
number 2 4a)
3101 7 30
3102b) 0
3103 22 35
3104 23 44
3105 17 28
3106 27 43
3107 26 35
3108 Non-pregnant
3109 17 36
3110 18 45
3111 14 35
3112 31 38
Mean 18 37
S.D. 9 6

Unit: g/rat/day
a) : Lactation day
b) : Necropsied on lactation day 4 because all pups died
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R-1132
Appendix 3-16 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual food consumption of dams during the lactation period
Dose (mg/kg/day): 100

Administration
Dam = - -----------
number 2 4a)
4101 25 42
4102 22 36
4103 5 28
4104 Non-pregnant
4105 22 34
4106 15 21
4107 13 36
4108 28 41
4109 19 31
4110 22 43
4111 19 28
4112 19 30
Mean 19 34
S.D. 6 7

Unit: g/rat/day
a) : Lactation day
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Appendix 4-1

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual organ weight of male rats
Dose (mg/kg/day): 0

R-1132

Body Liver Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g g(g/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/l00g BW) mg{mg/100g BW)
1001 549 17.66 1.55 1.48 3.03 681 631 1312
1002 511 16.96 1.76 1.80 3.56 607 579 1186
1003 525 20.73 1.63 1.73 3.36 726 597 1323
1004 501 16.897 1.75 1.71 3.46 671 677 1348
1005 522 18.70 1.60 1.61 3.21 585 571 1156
1006 505 17.74 1.50 1.56 3.06 562 573 1135
1007 529 19.33 1.40 1.44 2.84 628 581 1209
Absolute 1008 569 18.58 1.67 1.71 3.38 703 737 1440
1009 556 19.54 1.83 1.77 3.60 629 614 1243
1010 510 19.14 1.84 1.80 3.64 706 711 1417
1011 523 17.34 1.74 1.78 3.52 641 658 1299
1012 546 18.18 1.47 1.47 2.94 587 610 1197
Mean 529 18.41 1.65 1.66 3.30 644 628 1272
S.D. 22 1.15 0.14 0.14 0.28 53 56 100
1001 3.22 0.28 0.27 0.55 124 115 239
1002 3.32 0.34 0.35 0.70 119 113 232
1003 3.95 0.31 0.33 0.64 138 114 252
1004 3.39 0.35 0.34 0.69 134 135 269
1005 3.58 0.31 0.31 0.61 112 109 221
1006 3.51 0.30 0.31 0.61 111 113 225
1007 3.65 0.26 0.27 0.54 119 110 229
Relative 1008 3.27 0.29 0.30 0.59 124 130 253
1009 3.51 0.33 0.32 0.65 113 110 224
1010 3.75 0.36 0.35 0.71 138 139 278
1011 3.32 0.33 0.34 0.67 123 126 248
1012 3.33 0.27 0.27 0.54 108 112 219
Mean 3.48 0.31 0.31 0.63 122 119 241
S.D. 0.22 0.03 0.03 0.06 10 11 19
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Appendix 4-2

Dose (mg/kg/day): 0

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual organ weight of male rats

R-1132

Seminal Prostate

Animal vesicle
number g(g/100g BW) g(g/100g BW)
1001 1.60 1.18
1002 1.96 1.31
1003 1.80 1.30
1004 2.03 1.15
1005 1.73 1.33
1006 1.81 1.16
1007 1.68 0.99
Absolute 1008 1.70 1.36
1009 1.83 1.55
1010 1.94 1.25
1011 1.85 1.38
1012 1.76 1.09
Mean 1.81 1.26
S.D 0.12 0.15
1001 0.29 0.22
1002 0.38 0.26
1003 0.34 0.25
1004 0.41 0.23
1005 0.33 0.25
1006 0.36 0.23
1007 0.32 0.19
Relative 1008 0.30 0.24
1009 0.33 0.28
1010 c.38 0.25
1011 0.35 0.26
1012 0.32 0.20
Mean 0.34 0.24
S.D 0.04 0.03
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Appendix 4-3

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual organ weight of male rats
Dose (mg/kg/day): 6

R-1132

Body Liver Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g g(g/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/l00g BW) mg{mg/100g BW)
2001 498 17.18 1.79 1.75 3.54 685 659 1344
2002 514 17.76 1.71 1.70 3.41 647 691 1338
2003 540 18.78 1.54 1.52 3.06 596 603 1199
2004 474 17.87 1.57 1.47 3.04 628 599 1227
2005 502 17.91 1.63 1.62 3.25 643 656 1299
2006 497 16.68 1.54 1.57 3.11 612 626 1238
2007 539 19.53 1.65 1.73 3.38 632 641 1273
Absolute 2008 465 15.87 1.70 1.63 3.33 681 677 1358
2009 559 21.94 1.44 1.26 2.70 533 491 1024
2010 535 17.00 1.67 1.64 3.31 580 586 1166
2011 507 16.90 1.68 1.71 3.40 628 627 1255
2012 483 15.99 1.69 1.65 3.34 733 735 1468
Mean 509 17.78 1.64 1.60 3.24 633 633 1266
S.D. 29 1.68 0.10 0.14 0.23 52 61 112
2001 3.45 0.36 0.35 0.71 138 132 270
2002 3.46 0.33 0.33 0.66 126 134 260
2003 3.48 0.29 0.28 0.57 110 112 222
2004 3.77 0.33 0.31 0.64 132 126 259
2005 3.57 0.32 0.32 0.65 128 131 259
2006 3.36 0.31 0.32 0.63 123 126 249
2007 3.62 0.31 0.32 0.63 117 119 236
Relative 2008 3.41 0.37 0.35 0.72 146 146 292
2009 3.92 0.26 0.23 0.48 95 88 183
2010 3.18 0.31 0.31 0.62 108 110 218
2011 3.33 0.33 0.34 0.67 124 124 248
2012 3.31 0.35 0.34 0.69 152 152 304
Mean 3.49 0.32 0.32 0.64 125 125 250
S.D. 0.21 0.03 0.03 0.06 16 17 33




14!

Appendix 4-4

Dose (mg/kg/day): 6

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual organ weight of male rats

R-1132

Seminal Prostate

Animal vesicle
number g(g/100g BW) g(g/100g BW)
2001 1.90 1.52
2002 1.56 1.29
2003 1.23 1.16
2004 1.46 1.27
2005 1.89 1.34
2006 1.95 1.26
2007 1.38 0.95
Absolute 2008 1.93 1.51
2009 2.06 1.45
2010 1.73 1.11
2011 1.64 1.20
2012 1.81 1.37
Mean 1.71 1.29
S.D 0.26 0.17
2001 0.38 0.31
2002 0.30 0.25
2003 0.23 0.21
2004 0.31 0.27
2005 0.38 0.27
2006 0.39 0.25
2007 0.26 0.18
Relative 2008 0.42 0.32
2009 0.37 0.26
2010 0.32 0.21
2011 0.32 0.24
2012 0.37 0.28
Mean 0.34 0.25
S.D 0.06 0.04
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Appendix 4-5

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual organ weight of male rats

Dose (mg/kg/day): 25

R-1132

Body Liver Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g g(g/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/l00g BW) mg{mg/100g BW)
3001 495 19.48 1.70 1.68 3.38 705 667 1372
3002 503 19.93 1.60 1.56 3.16 539 540 1079
3003 497 18.72 1.60 1.60 3.20 597 574 1171
3004 510 18.06 1.69 1.79 3.48 622 614 1236
3005 503 16.42 1.59 1.64 3.23 496 469 965
3006 490 16.84 1.52 1.55 3.07 675 683 1358
3007 484 16.72 1.80 1.86 3.66 645 651 1296
Absolute 3008 486 18.23 1.74 1.71 3.45 702 635 1337
3009 482 17.64 1.75 1.67 3.42 711 656 1367
3010 527 19.92 1.88 1.81 3.69 832 771 1603
3011 546 20.93 1.77 1.76 3.53 685 669 1354
3012 552 22.09 1.70 1.68 3.38 648 643 1291
Mean 506 18.75 1.70 1.69 3.39 655 631 1286
S.D. 24 1.77 0.10 0.10 0.19 87 76 162
3001 3.94 0.34 0.34 0.68 142 135 277
3002 3.96 0.32 0.31 0.63 107 107 215
3003 3.77 0.32 0.32 0.64 120 115 236
3004 3.54 0.33 0.35 0.68 122 120 242
3005 3.26 0.32 0.33 0.64 99 93 192
3006 3.44 0.31 0.32 0.63 138 139 277
3007 3.45 0.37 0.38 0.76 133 135 268
Relative 3008 3.75 0.36 0.35 0.71 144 131 275
3009 3.66 0.36 0.35 0.71 148 136 284
3010 3.78 0.36 0.34 0.70 158 146 304
3011 3.83 0.32 0.32 0.65 125 123 248
3012 4.00 0.31 0.30 0.61 117 116 234
Mean 3.70 0.34 0.33 0.67 129 125 254
S.D. 0.23 0.02 0.02 0.04 17 15 32
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Appendix 4-6

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual organ weight of male rats

Dose (mg/kg/day): 25

R-1132

Seminal Prostate

Animal vesicle
number g(g/100g BW) g(g/100g BW)
3001 1.94 1.45
3002 1.66 1.18
3003 1.38 1.02
3004 1.86 1.38
3005 1.92 1.40
3006 1.50 1.00
3007 2,12 1.48
Absolute 3008 1.51 0.99
3009 1.80 1.00
3010 2.32 1.19
3011 1.73 1.21
3012 2.30 1.23
Mean 1.84 1.21
S.D 0.30 0.18
3001 0.39 0.29
3002 0.33 0.23
3003 0.28 0.21
3004 0.36 0.27
3005 0.38 0.28
3006 0.31 0.20
3007 0.44 0.31
Relative 3008 0.31 0.20
3009 0.37 0.21
3010 C.44 0.23
3011 0.32 0.22
3012 0.42 0.22
Mean 0.36 0.24
S.D 0.05 0.04
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Appendix 4-7

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual organ weight of male rats
Dose (mg/kg/day): 100

R-1132

Body Liver Testis Testis Testis Epididymis Epididymis Epididymis

Animal weight (R) (L) (R+L) (R) (L) (R+L)
number g g(g/100g BW) g(g/100g BW) g{g/100g BW) g(g/100g BW) mg(mg/100g BW) mg(mg/l00g BW) mg{mg/100g BW)
4001 454 19.73 1.94 1.91 3.85 864 797 1661
4002 468 18.42 1.62 1.63 3.25 636 667 1303
4003 454 19.55 1.52 1.53 3.05 652 619 1271
4004 493 23.44 1.49 1.45 2.94 575 549 1124
4005 476 22.99 1.60 1.65 3.25 609 607 1216
4006 511 20.38 1.53 1.60 3.13 598 622 1220
4007 477 22.62 1.64 1.62 3.26 590 600 1190
Absolute 4008 484 19.33 1.78 1.79 3.57 703 678 1381
4009 495 22.18 1.71 1.65 3.36 711 660 1371
4010 466 20.64 1.71 1.68 3.39 700 695 1395
4011 442 15.45 1.76 1.69 3.45 678 662 1340
4012 473 20.58 1.87 1.88 3.75 703 726 1429
Mean 474 20.78 1.68 1.67 3.35 668 657 1325
S.D. 20 1.64 0.14 0.13 0.27 79 65 141
4001 4.35 0.43 0.42 0.85 130 176 366
4002 3.94 0.35 0.35 0.69 136 143 278
4003 4.31 0.33 0.34 0.67 144 136 280
4004 4.75 0.30 0.29 0.60 117 111 228
4005 4.83 0.34 0.35 0.68 128 128 255
4006 3.99 0.30 0.31 0.61 117 122 239
4007 4.74 0.34 0.34 0.68 124 126 249
Relative 4008 3.99 0.37 0.37 0.74 145 140 285
4009 4.48 0.35 0.33 0.68 144 133 277
4010 4.43 0.37 0.36 0.73 150 149 299
4011 4.40 0.40 0.38 0.78 153 150 303
4012 4.35 0.40 0.40 0.79 149 153 302
Mean 4.38 0.36 0.35 0.71 141 139 280
S.D. 0.30 0.04 0.04 0.07 20 17 37
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Appendix 4-8

A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual organ weight of male rats

Dose (mg/kg/day): 100

R-1132

Seminal Prostate

Animal vesicle
number g(g/100g BW) g(g/100g BW)
4001 1.61 1.42
4002 1.45 1.30
4003 1.36 1.09
4004 1.37 1.18
4005 1.48 1.04
4006 2.01 1.52
4007 1.64 1.26
Absolute 4008 1.83 1.34
4009 1.83 1.35
4010 1.57 1.01
4011 2.16 1.22
4012 1.58 1.18
Mean 1.66 1.24
S.D 0.25 0.15
4001 0.35 0.31
4002 0.31 0.28
4003 0.30 0.24
4004 0.28 0.24
4005 0.31 0.22
4006 0.39 0.30
4007 0.34 0.26
Relative 4008 0.38 0.28
4009 0.37 0.27
4010 C.34 0.22
4011 0.49 0.28
4012 0.33 0.25
Mean 0.35 0.26
S.D 0.06 0.03
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Appendix 4-9

R-1132
A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual organ weight of female rats
Dose (mg/kg/day): 0

Body Liver Ovary Ovary Ovary

Animal weight (R) (L) (R+L)
number g glg/100g BW) mg{mg/100g BW) mg(mg/100g BW) wmg(mg/100g BW)
1101 369 13.93 62.4 48.1 110.5
1102 339 13.62 53.4 43.0 S6.4
1103 362 14.79 52.0 53.5 105.5
1104 372 14.21 35.9 52.1 88.0
1105 324 12.99 43 .5 52.3 95.8
1106 387 14.90 65.3 54.0 119.3
1107 360 14.82 75.2 47.8 123.0
Absolute 1108 348 13.50 62.9 57.3 120.2
1109 374 15.21 54.3 58.2 112.5
1110 343 13.42 47.2 42.0 89.2
1111 363 14.26 55.1 63.4 118.5
1112 350 13.27 49.7 46.2 95.9
Mean 358 14.08 54.7 51.5 106.2
S.D. 17 0.73 10.6 6.4 12.8
1101 3.78 16.9 13.0 29.9
1102 4.02 15.8 12.7 28.4
1103 4.09 14 .4 14.8 29.1
1104 3.82 9.7 14.0 23.7
1105 4.01 13 .4 16.1 29.6
1106 3.85 16.9 14.0 30.8
1107 4.12 20.9 13.3 34.2
Relative 1108 3.88 18.1 16.5 34.5
1109 4.07 14.5 15.6 30.1
1110 3.91 13.8 12.2 26.0
1111 3.93 15.2 17.5 32.6
1112 3.79 14.2 13.2 27.4
Mean 3.94 15.3 14.4 29.7
S.D. 0.12 2.8 1.7 3.2
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Appendix 4-10

R-1132
A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual organ weight of female rats
Dose (mg/kg/day): 6

Body Liver Ovary Ovary Ovary

Animal weight (R) (L) (R+L)
number g glg/100g BW) mg{mg/100g BW) mg(mg/100g BW) wmg(mg/100g BW)
2101 354 15.69 62.1 48.8 110.9
2102 344 14 .45 58.2 55.5 113.7
2103 352 14.59 62.7 52.5 115.2
2104 349 15.17 62.0 57.9 119.9
2105 370 15.19 56.0 55.4 111.4
2106 383 17.77 55.8 71.7 127.5
2107 331 13.15 49.1 48.5 97.6
Absolute 2108 359 14.07 59.4 45.8 105.2
2109 333 14.33 47.0 56.9 103.9
2110 343 13.14 56.5 47.8 104.3
2111 355 13.39 53.6 51.1 104.7
2112 363 16.19 61.0 48.2 109.2
Mean 353 14.76 57.0 53.3 110.3
S.D. 15 1.36 5.1 7.0 8.1
2101 4.43 17.5 13.8 31.3
2102 4.20 16.9 16.1 33.1
2103 4.14 17.8 14.9 32.7
2104 4.35 17.8 16.6 34.4
2105 4.11 15.1 15.0 30.1
2106 4.64 14.6 18.7 33.3
2107 3.97 14.8 14.7 29.5
Relative 2108 3.92 16.5 12.8 29.3
2109 4.30 14.1 17.1 31.2
2110 3.83 16.5 13.9 30.4
2111 3.77 15.1 14.4 29.5
2112 4.46 16.8 13.3 30.1
Mean 4.18 16.1 15.1 31.2
S.D. 0.27 1.3 1.7 1.7
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R-1132
Appendix 4-11 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual organ weight of female rats
Dose (mg/kg/day): 25

Body Liver Ovary Ovary Ovary
Animal weight (R) (L) (R+L)
number g glg/100g BW) mg{mg/100g BW) mg(mg/100g BW) wmg(mg/100g BW)
3101 289 13.00 50.3 56.7 107.0
3102a) 3062 13.882 69.62 65.72 135.32
3103 324 14.14 52.2 58.1 110.3
3104 353 16.75 56.7 54.8 111.5
3105 326 12.72 71.5 61.4 132.9
3106 342 15.23 52.1 49.7 101.8
3107 318 13.45 44 .6 47.9 92.5
Absolute 3108b) 3042 10.61Z 43 .87 37.1Z 80.92
3109 316 13.80 48.9 49.3 98.2
3110 337 14.77 57.6 44 .4 102.0
3111 320 14 .24 32.3 40.4 72.7
3112 343 15.46 58.3 47.6 105.9
Mean 327 14 .36 52.5 51.0 103.5
S.D 18 1.23 10.1 6.6 15.3
3101 4.50 17.4 19.6 37.0
3102a) 4.547 22.7Z 21.5Z2 44 .27
3103 4.36 16.1 17.9 34.0
3104 4.75 16.1 15.5 31.6
3105 3.90 21.9 18.8 40.8
3106 4.45 15.2 14.5 29.8
3107 4.23 14.0 15.1 29.1
Relative 3108b) 3.492 14 .47 12.22Z 26 .62
3109 4.37 15.5 15.6 31.1
3110 4.38 17.1 13.2 30.3
3111 4.45 10.1 12.6 22.7
3112 4.51 17.0 13.9 30.9
Mean 4.39 16.0 15.7 31
S.D 0.22 3.0 2.4 4.8

a): Necropsied on lactation day 4 because all pups died
b) : Non-pregnant
Z: Data was excluded from statistical analysis.
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R-1132
Appendix 4-12 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual organ weight of female rats
Dose (mg/kg/day): 100

Body Liver Ovary Ovary Ovary
Animal weight (R) (L) (R+L)
number g glg/100g BW) mg{mg/100g BW) mg(mg/100g BW) wmg(mg/100g BW)
4101 328 14 .94 43.6 46.1 89.7
4102 329 14.94 58.2 49.4 107.6
4103 289 18.15 59.4 50.6 110.0
4104a) 320z 12.51Z 44 .37 49.72 94.0Z
4105 305 13.24 49.2 39.5 88.7
4106 302 13.96 44 .3 59.7 104.0
4107 295 16.75 56.5 39.7 96.2

Absolute 4108 331 17.15 50.1 50.2 100.3
4109 294 12.81 45.9 58.7 104.6
4110 337 17.33 61.2 58.8 120.0
4111 333 15.45 54.4 60.1 114.5
4112 284 14.10 60.9 50.6 111.5
Mean 312 15.35 53.1 51.2 104.3
S.D 20 1.78 6 7 9.9
4101 4 .55 13.3 14.1 27.3
4102 4.54 17.7 15.0 32.7
4103 6.28 20.6 17.5 38.1
4104a) 3.91Z 13.82 15.52 29.47
4105 4.34 16.1 13.0 29.1
4106 4.62 14.7 19.8 34.4
4107 5.68 19.2 13.5 32.6
Relative 4108 5.18 15.1 15.2 30.3

4109 4.36 15.6 20.0 35.6
4110 5.14 18.2 17.4 35.6
4111 4.64 16.3 18.0 34.4
4112 4.96 21.4 17.8 39.3
Mean .94 17. 16.5 33.6
S.D 0.60 2.5 2.4 3.7

a) : Non-pregnant
Z: Data was excluded from statistical analysis.
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Appendix 5-1(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 1001 Male 0 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Liver, Seminal vesicle(ccagulating gland), Testis
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Appendix 5-2(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1002 Male 0 mg/kg/day Day 31 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Liver, Prostate, Seminal vesicle(coagulating gland), Testis
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Appendix 5-3(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1003 Male 0 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle (coagulating gland), Testis
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Appendix 5-4(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 1004 Male 0 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Liver, Seminal vesicle(ccagulating gland), Testis
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Appendix 5-5(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1005 Male 0 mg/kg/day Day 31 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Epididymis, Liver, Prostate, Seminal vesicle(coagulating gland), Testis
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R-1132

Appendix 5-6(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1006 Male 0 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle (coagulating gland), Testis
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Appendix 5-7(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1007 Male 0 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Microgranuloma: minimal

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Seminal vesicle (coagulating gland), Testis
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Appendix 5-8(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1008 Male 0 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle (coagulating gland), Testis
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R-1132

Appendix 5-9(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1009 Male 0 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:

Liver Microgranuloma: minimal
Prostate Cell infiltration: minimal

interstitial lymphocytic and inflammatory

Following tissues : Not remarkable

Epididymis, Seminal vesicle (coagulating gland), Testis
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Appendix 5-10(1/1)

Animal No. 1010 Male
Gross pathology:

All tissues
Histopathology:

Liver

Prostate

by oral administration in rats
Individual gross and histopathological findings

0 mg/kg/day Day 31 End of administration period

Not remarkable

Vacuolation, hepatocyte,periportal: minimal
Microgranuloma: minimal

Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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R-1132

Appendix 5-11(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1011 Male 0 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Microgranuloma: minimal

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Seminal vesicle (coagulating gland), Testis
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R-1132

Appendix 5-12(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1012 Male 0 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Epididymis Cell infiltration: minimal, unilateral, mononuclear
caput

Liver Microgranuloma: minimal

Prostate Cell infiltration: mild, interstitial
lymphocytic

Following tissues : Not remarkable

Seminal vesicle(coagulating gland), Testis
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Appendix 5-13(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2001 Male 6 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte,periportal: minimal
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R-1132

Appendix 5-14(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2002 Male 6 mg/kg/day Day 31 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-15(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2003 Male 6 mg/kg/day Day 31 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver

147



R-1132

Appendix 5-16(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2004 Male 6 mg/kg/day Day 31 End of administration period

Gross pathology:

Liver Focus, depressed: 1 present
7x5mm

Other tissues Not remarkable

Histopathology:

Liver Mineralization: mild

Fibrosis: mild
Aggregation, pigmented macrophage: minimal
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R-1132

Appendix 5-17(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2005 Male 6 mg/kg/day Day 31 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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R-1132

Appendix 5-18(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2006 Male 6 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte,periportal: minimal
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R-1132

Appendix 5-19(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2007 Male 6 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal
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R-1132

Appendix 5-20(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2008 Male 6 mg/kg/day Day 31 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-21(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2009 Male 6 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte,periportal: mild
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Appendix 5-22(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2010 Male 6 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal
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R-1132

Appendix 5-23(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2011 Male 6 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal
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R-1132

Appendix 5-24(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2012 Male 6 mg/kg/day Day 31 End of administration period

Gross pathology:

Liver Hepatodiaphragmatic nodule: 1 present
10x10x5mm

Other tissues Not remarkable

Histopathology:

Liver Hepatodiaphragmatic nodule: mild
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Appendix 5-25(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3001 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: minimal
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Appendix 5-26(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3002 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: minimal
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R-1132

Appendix 5-27(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3003 Male 25 mg/kg/day Day 31 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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R-1132

Appendix 5-28(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3004 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: minimal
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R-1132

Appendix 5-29(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3005 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

161



R-1132

Appendix 5-30(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3006 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal
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R-1132

Appendix 5-31(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3007 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: minimal
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R-1132

Appendix 5-32(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3008 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal
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Appendix 5-33(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3009 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal
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Appendix 5-34(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3010 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Vacuolation, hepatocyte,periportal: mild
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R-1132

Appendix 5-35(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3011 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: minimal
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Appendix 5-36(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3012 Male 25 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: minimal
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Appendix 5-37(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4001 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: minimal

Prostate Cell infiltration: mild, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis

169
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Appendix 5-38(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4002 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: minimal

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 5-39(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4003 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: minimal

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle (coagulating gland), Testis
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Appendix 5-40(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4004 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Epididymis Cell infiltration: minimal, unilateral, mononuclear
caput

Liver Hypertrophy, hepatocytic, centrilobular: mild

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Seminal vesicle(coagulating gland), Testis
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Appendix 5-41(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4005 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: minimal

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 5-42(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4006 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Epididymis Cell infiltration: minimal, unilateral, mononuclear
caput

Liver Hypertrophy, hepatocytic, centrilobular: minimal

Following tissues : Not remarkable

Prostate, Seminal vesicle(coagulating gland), Testis
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Appendix 5-43(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4007 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Hypertrophy, hepatocytic, centrilobular: mild

Prostate Cell infiltration: mild, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Seminal vesicle (coagulating gland), Testis
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Appendix 5-44(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4008 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Hypertrophy, hepatocytic, centrilobular: mild

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Seminal vesicle (coagulating gland), Testis
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Appendix 5-45(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4009 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: mild

Testis Cell infiltration: minimal, unilateral, mononuclear
capsular

Following tissues : Not remarkable

Epididymis, Prostate, Seminal vesicle (coagulating gland)
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Appendix 5-46(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4010 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: minimal

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Seminal vesicle(coagulating gland), Testis
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Appendix 5-47(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4011 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Epididymis Cell infiltration: minimal, unilateral, mononuclear
caput

Liver Hypertrophy, hepatocytic, centrilobular: minimal

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Seminal vesicle(coagulating gland), Testis
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Appendix 5-48(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4012 Male 100 mg/kg/day Day 31 End of administration period

Gross pathology:

All tissues Not remarkable

Histopathology:

Liver Hypertrophy, hepatocytic, centrilobular: minimal

Prostate Cell infiltration: minimal, interstitial
lymphocytic

Following tissues : Not remarkable

Epididymis, Seminal vesicle (coagulating gland), Testis
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Appendix 5-49(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1101 Female 0 mg/kg/day Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Ovary, Uterus, Vagina
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Appendix 5-50(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1102 Female 0 mg/kg/day Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Ovary, Uterus, Vagina
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Appendix 5-51(1/1)

by oral administration in rats

Individual gross and histopathological findings

Animal No. 1103 Female 0 mg/kg/day Day 42
Gross pathology:
All tissues

Not remarkable

Histopathology:

Liver Microgranuloma:

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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End of administration period

minimal

R-1132

A reproduction/developmental toxicity screening test of Triallylamine
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Appendix 5-52(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1104 Female 0 mg/kg/day Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Ovary, Uterus, Vagina
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Appendix 5-53(1/1)

by oral administration in rats

Individual gross and histopathological findings

Animal No. 1105 Female 0 mg/kg/day Day 48
Gross pathology:
All tissues

Not remarkable

Histopathology:

Liver Microgranuloma:

Following tissues : Not remarkable

Ovary, Uterus, Vagina

185

End of administration period

minimal

R-1132

A reproduction/developmental toxicity screening test of Triallylamine
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Appendix 5-54(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 1106 Female 0 mg/kg/day Day 43 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hematopoiesis, extramedullary: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-55(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1107 Female 0 mg/kg/day Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Ovary, Uterus, Vagina
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Appendix 5-56(1/1)

by oral administration in rats

Individual gross and histopathological findings

Animal No. 1108 Female 0 mg/kg/day Day 43
Gross pathology:
All tissues

Not remarkable

Histopathology:

Liver Microgranuloma:

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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End of administration period

minimal

R-1132

A reproduction/developmental toxicity screening test of Triallylamine
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Appendix 5-57(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1109 Female 0 mg/kg/day Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Ovary, Uterus, Vagina
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Appendix 5-58(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 1110 Female 0 mg/kg/day Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver, Ovary, Uterus, Vagina
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Appendix 5-59(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 1111 Female 0 mg/kg/day Day 41 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hematopoiesis, extramedullary: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina

191



Appendix 5-60(1/1)

by oral administration in rats

Individual gross and histopathological findings

Animal No. 1112 Female 0 mg/kg/day Day 43
Gross pathology:
All tissues

Not remarkable

Histopathology:

Liver Microgranuloma:

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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End of administration period

minimal

R-1132

A reproduction/developmental toxicity screening test of Triallylamine
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Appendix 5-61(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2101 Female 6 mg/kg/day Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-62(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2102 Female 6 mg/kg/day Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-63(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2103 Female 6 mg/kg/day Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-64(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 2104 Female 6 mg/kg/day Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal
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Appendix 5-65(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2105 Female 6 mg/kg/day Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-66(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2106 Female 6 mg/kg/day Day 45 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hematopoiesis, extramedullary: minimal
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Appendix 5-67(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 2107 Female 6 mg/kg/day Day 43 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Necrosis, hepatocyte, focal: minimal
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Appendix 5-68(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 2108 Female 6 mg/kg/day Day 45 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal
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Appendix 5-69(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2109 Female 6 mg/kg/day Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-70(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 2110 Female 6 mg/kg/day Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal
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Appendix 5-71(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2111 Female 6 mg/kg/day Day 45 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-72(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 2112 Female 6 mg/kg/day Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-73(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3101 Female 25 mg/kg/day Day 44 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-74(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 3102 Female 25 mg/kg/day Day 42 All littermates died

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

206



R-1132

Appendix 5-75(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3103 Female 25 mg/kg/day Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-76(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3104 Female 25 mg/kg/day Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-77(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3105 Female 25 mg/kg/day Day 43 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: minimal
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Appendix 5-78(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3106 Female 25 mg/kg/day Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-79(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3107 Female 25 mg/kg/day Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-80(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3108 Female 25 mg/kg/day Day 41 Undelivered

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: minimal
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Appendix 5-81(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3109 Female 25 mg/kg/day Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: minimal
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Appendix 5-82(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3110 Female 25 mg/kg/day Day 43 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-83(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 3111 Female 25 mg/kg/day Day 42 End of administration period
Gross pathology:
All tissues Not remarkable

Histopathology:

Following tissues : Not remarkable

Liver
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Appendix 5-84(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 3112 Female 25 mg/kg/day Day 42 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

216
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Appendix 5-85(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4101 Female 100 mg/kg/day Day 45 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-86(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 4102 Female 100 mg/kg/day Day 42 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: mild

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-87(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4103 Female 100 mg/kg/day Day 44 End of administration period
Gross pathology:
Liver Focus,dark red: 1 present
20x15mm

Focus,white: 3 present
45x30mm, 30x25mm, 5x5mm

Other tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Necrosis,hepatocyte, massive: mild

centri- to midlobular,

with thrombus and hemorrhage
Hypertrophy, hepatocytic, centrilobular: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-88(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 4104 Female 100 mg/kg/day Day 41 Undelivered

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular:

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-89(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4105 Female 100 mg/kg/day Day 45 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-90(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4106 Female 100 mg/kg/day Day 42 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Necrosis,hepatocyte, focal: minimal
Hypertrophy, hepatocytic, centrilobular: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-91(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4107 Female 100 mg/kg/day Day 41 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-92(1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 4108 Female 100 mg/kg/day Day 43 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: mild

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-93(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4109 Female 100 mg/kg/day Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-94 (1/1) A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual gross and histopathological findings
Animal No. 4110 Female 100 mg/kg/day Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: mild

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-95(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4111 Female 100 mg/kg/day Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Microgranuloma: minimal

Hypertrophy, hepatocytic, centrilobular: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 5-96(1/1) A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats

Individual gross and histopathological findings
Animal No. 4112 Female 100 mg/kg/day Day 44 End of administration period

Gross pathology:

All tissues Not remarkable
Histopathology:
Liver Hypertrophy, hepatocytic, centrilobular: minimal

Following tissues : Not remarkable

Ovary, Uterus, Vagina
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Appendix 6-1

A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period

Dose (mg/kg/day): 0
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Appendix 6-2

A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period

Dose (mg/kg/day): 6
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Appendix 6-3

A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period
Dose (mg/kg/day): 25
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Appendix 6-4

A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats

Individual estrous cycle in female rats during the pre-mating period
Dose (mg/kg/day): 100

R-1132
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R-1132
Appendix 7-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual mating and fertility of animals
Dose (mg/kg/day): 0

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
1001 1101 C 1 P
1002 1102 C 1 P
1003 1103 C 2 P
1004 1104 C 1 P
1005 1105 C 7 P
1006 1106 C 2 P
1007 1107 Cc 1 P
1008 1108 c 2 P
1009 11089 C 2 4
1010 1110 C 2 P
1011 1111 C 1 P
1012 1112 C 2 4

[\
& C: Copulated P: Pregnant
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Appendix 7-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual mating and fertility of animals
Dose (mg/kg/day): 6

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
2001 2101 C 2 P
2002 2102 C 3 P
2003 2103 C 3 P
2004 2104 C 3 P
2005 2105 C 2 P
2006 2106 C 4 P
2007 2107 Cc 2 P
2008 2108 c 4 P
2009 2109 C 3 4
2010 2110 C 3 P
2011 2111 C 4 P
2012 2112 C 1 4

[\
ﬁ C: Copulated P: Pregnant
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Appendix 7-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual mating and fertility of animals
Dose (mg/kg/day): 25

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
3001 3101 c 3 P

3002 3102 C 1 P

3003 3103 C 1 P

3004 3104 c 3 P

3005 3105 C 2 P

3006 3106 C 1 P

3007 3107 Cc 1 P

3008 3108 c 1 NP
3009 31089 C 4 4

3010 3110 C 2 P

3011 3111 C 1 P

3012 3112 C 1 4

C: Copulated P: Pregnant NP: Non-pregnant
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Appendix 7-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual mating and fertility of animals
Dose (mg/kg/day): 100

Pairing number Copulated or Days until Pregnant or
Male Female not copulated copulation non-pregnant
4001 4101 C 4 P
4002 4102 C 2 P
4003 4103 C 3 P
4004 4104 C 1 NP
4005 4105 C 4 P
4006 4106 C 2 P
4007 4107 Cc 1 P
4008 4108 c 2 P
4009 4109 C 3 4
4010 4110 C 3 P
4011 4111 C 3 P
4012 4112 C 3 4

[\
g C: Copulated P: Pregnant NP: Non-pregnant



LET

R-1132
Appendix 8-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg/day): 0

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor-
number in days lutea gites index % a) % b) (%)) malities (%)e)
1101 22 15 15 100.0 100.0 o( 0.0) 15 0( 0.0)
1102 22 17 17 100.0 94.1 0( 0.0) 16 0( 0.0}
1103 21 17 17 100.0 100.0 0( 0.0) 17 0( 0.0)
1104 22 13 13 100.0 92.3 0( 0.0) 12 0( 0.0)
1105 22 16 16 100.0 93.8 0( 0.0) 15 0( 0.0)
1106 22 16 16 100.0 87.5 0( 0.0) 14 0( 0.0)
1107 22 12 10 83.3 100.0 0( 0.0) 10 0( 0.0)
1108 22 17 17 100.0 94.1 o( 0.0) 16 0( 0.0)
1109 22 18 18 100.0 100.0 0( 0.0) 18 0L 0.0)
1110 22 15 15 100.0 86 .7 0( 0.0) 13 o( 0.0)
1111 21 17 17 100.0 88.2 0( 0.0) 15 0( 0.0)
1112 22 15 15 100.0 100.0 0( 0.0) 15 0o( 0.0)
Total 188 186 Q 176 0
Mean 21.8 15.7 15.5 98.6 94 .7 ( 0.0) 14.7 ( 0.0)
S.D. 0.4 1.8 2.2 4.8 5.3 ( 0.0) 2.2 ( 0.0)
a): (No. of implantation sites / No. of corpora lutea)x100
b): (No. of delivered pups / No. of implantation sites)x100
¢): (No. of stillborns / No. of delivered pups)x100
d) : No. of delivered pups with external abnormalities
e): (No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 8-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg/day): 6

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor-
number in days lutea gites index % a) % b) (%)) malities (%)e)
2101 22 17 17 100.0 94.1 o( 0.0) 16 0( 0.0)
2102 22 16 16 100.0 87.5 0o( 0.0) 14 0( 0.0)
2103 22 17 17 100.0 94.1 0( 0.0) 16 0( 0.0)
2104 22 18 18 100.0 94 .4 0( 0.0) 17 0( 0.0)
2105 22 16 16 100.0 87.5 0( 0.0) 14 0( 0.0)
2106 22 19 19 100.0 94.7 0( 0.0) 18 0( 0.0)
2107 22 16 16 100.0 93.8 0( 0.0) 15 0( 0.0)
2108 22 17 16 94.1 87.5 o( 0.0) 14 0( 0.0)
2109 22 16 16 100.0 100.0 0( 0.0) 16 0L 0.0)
2110 22 16 16 100.0 93.8 1( 6.7) 14 o( 0.0)
2111 22 16 16 100.0 100.0 0( 0.0) 16 0( 0.0)
2112 22 15 14 93.3 100.0 0( 0.0) 14 0o( 0.0)
Total 199 197 1 184 0
Mean 22.0 l6.6 16.4 99.0 94.0 ( 0.6) 15.3 ( 0.0)
S.D. 0.0 1.1 1.2 2.5 4.6 ( 1.9) 1.4 ( 0.0)
a): (No. of implantation sites / No. of corpora lutea)x100
b): (No. of delivered pups / No. of implantation sites)x100
¢): (No. of stillborns / No. of delivered pups)x100
d) : No. of delivered pups with external abnormalities
e): (No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 8-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg/day): 25

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor-
number in days lutea gites index % a) % b) (%)) malities (%)e)
3101 22 18 18 100.0 88.9 o( 0.0) 16 0( 0.0)
3102 22 18 18 100.0 100.0 o( 0.0) 18 o 0.0y
3103 22 15 15 100.0 93.3 0( 0.0) 14 0( 0.0)
3104 21 18 18 100.0 88.9 0( 0.0) 16 0( 0.0)
3105 22 18 18 100.0 61.1 0( 0.0) 11 0( 0.0)
3106 22 15 15 100.0 100.0 0( 0.0) 15 0L 0.0)
3107 22 15 15 100.0 93.3 0( 0.0) 14 0( 0.0)
3108 Non-pregnant
3109 21 15 15 100.0 93.3 0( 0.0) 14 0L 0.0)
3110 22 17 16 94.1 100.0 0( 0.0) 16 o( 0.0)
3111 22 15 15 100.0 100.0 0( 0.0) 15 0( 0.0)
3112 22 15 15 100.0 100.0 0( 0.0) 15 0o( 0.0)
Total 179 178 Q 164 0
Mean 21.8 16.3 16.2 99.5 92.6 ( 0.0) 14.9 ( 0.0)
S.D. 0.4 1.5 1.5 1.8 11.4 ( 0.0) 1.8 ( 0.0)
a (No. of implantation sites / No. of corpora lutea)x100
b (No. of delivered pups / No. of implantation sites)x100
o] (No. of stillborns / No. of delivered pups)x100

No. of delivered pups with external abnormalities
(No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 8-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual delivery data on dams
Dose (mg/kg/day): 100

No. of

Gestation No. of implan- Implan- Delivery No. of No. of External d)
Dam length corpora tation tation index stillborns liveborns abnor-
number in days lutea gites index % a) % b) (%)) malities (%)e)
4101 22 15 15 100.0 100.0 1( 6.7) 14 0( 0.0)
4102 21 15 10 66.7 100.0 0( 0.0) 10 0( 0.0}
4103 22 18 18 100.0 94 .4 2( 11.8) 15 0( 0.0)
4104 Non-pregnant
4105 22 14 14 100.0 100.0 0( 0.0) 14 0( 0.0)
4106 21 16 16 100.0 81.3 0( 0.0) 13 0L 0.0)
4107 21 14 14 100.0 100.0 0( 0.0) 14 0( 0.0)
4108 22 19 19 100.0 78.9 o( 0.0) 15 0( 0.0)
4109 22 16 16 100.0 93.8 0( 0.0) 15 0L 0.0)
4110 22 18 18 100.0 100.0 0( 0.0) 18 0( 0.0)
4111 22 18 17 94.4 88.2 0( 0.0) 15 0( 0.0)
4112 22 16 16 100.0 93.8 0( 0.0) 15 0o( 0.0)
Total 179 173 3 158 0
Mean 21.7 16.3 15.7 96.5 93.7 ( 1.7) 14.4 ( 0.0)
S.D. 0.5 1.7 2.5 10.0 7.8 ( 3.9) 1.9 ( 0.0)
a (No. of implantation sites / No. of corpora lutea)x100
b (No. of delivered pups / No. of implantation sites)x100
o] (No. of stillborns / No. of delivered pups)x100

No. of delivered pups with external abnormalities
(No. of delivered pups with external abnormalities / No. of delivered pups)x100
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Appendix 9-1

A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats

Individual viability index of pups
Dose (mg/kg/day) :

R-1132

Viability
No. of No. of Live birth No. of live pups index on

Dam live- delivered index = oc-----m--------- postnatal
number borns pups % a) Day © Day 4 day 4 % b)
1101 15 15 100.0 15 15 100.0
1102 16 16 100.0 16 16 100.0
1103 17 17 100.0 17 17 100.0
1104 12 12 100.0 12 12 100.0
1105 15 15 100.0 15 15 100.0
1106 14 14 100.0 14 14 100.0
1107 10 10 100.0 10 10 100.0
1108 16 16 100.0 16 16 100.0
1109 18 18 100.0 18 15 83.3
1110 13 13 100.0 13 13 100.0
1111 15 15 100.0 15 15 100.0
1112 15 15 100.0 15 15 100.0
Total 176 176 176 173
Mean 14.7 14.7 100.0 14. 14. 98.6
S.D. 2.2 2.2 0.0 2. 1. 4.8
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
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Appendix 9-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual viability index of pups
Dose (mg/kg/day): 6

Viability
No. of No. of Live birth No. of live pups index on

Dam live- delivered index = oc-----m--------- postnatal
number borns pups % a) Day © Day 4 day 4 % b)
2101 16 16 100.0 16 16 100.0
2102 14 14 100.0 14 14 100.0
2103 16 16 100.0 16 16 100.0
2104 17 17 100.0 17 15 88.2
2105 14 14 100.0 14 14 100.0
2106 18 18 100.0 18 17 94 .4
2107 15 15 100.0 15 15 100.0
2108 14 14 100.0 14 14 100.0
2109 16 16 100.0 16 16 100.0
2110 14 15 93.3 14 13 92.9
2111 16 16 100.0 16 16 100.0
2112 14 14 100.0 14 14 100.0
Total 184 185 184 180
Mean 15.3 15.4 99.4 15.3 15.0 98.0
S.D. 1.4 1.3 1.9 1.4 1.2 3.9
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
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Appendix 9-3

A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats

Individual viability index of pups
Dose (mg/kg/day): 25

R-1132

Viability
No. of No. of Live birth No. of live pups index on

Dam live- delivered index = oc-----m--------- postnatal
number borns pups % a) Day © Day 4 day 4 % b)
3101 16 16 100.0 16 15 93.8
3102 18 18 100.0 18 0 0.0
3103 14 14 100.0 14 14 100.0
3104 16 16 100.0 16 16 100.0
3105 11 11 100.0 11 11 100.0
3106 15 15 100.0 15 15 100.0
3107 14 14 100.0 14 14 100.0
3108 Non-pregnant
3109 14 14 100.0 14 14 100.0
3110 16 16 100.0 16 16 100.0
3111 15 15 100.0 15 15 100.0
3112 15 15 100.0 15 15 100.0
Total 164 164 164 145
Mean 14.9 14.9 100.0 14. 13.2 90.3
S.D. 1.8 1.8 0.0 1. 4.6 30.0
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100



re

Appendix 9-4

A reproduction/developmental toxicity screening test of Triallylamine

by oral administration in rats
Individual viability index of pups
Dose (mg/kg/day): 100

R-1132

Viability
No. of No. of Live birth No. of live pups index on

Dam live- delivered index = oc-----m--------- postnatal
number borns pups % a) Day © Day 4 day 4 % b)
4101 14 15 93.3 14 13 92.9
4102 10 10 100.0 10 10 100.0
4103 15 17 88.2 15 13 86.7
4104 Non-pregnant
4105 14 14 100.0 14 14 100.0
4106 13 13 100.0 13 13 100.0
4107 14 14 100.0 14 14 100.0
4108 15 15 100.0 15 15 100.0
4109 15 15 100.0 15 13 86.7
4110 18 18 100.0 18 18 100.0
4111 15 15 100.0 15 15 100.0
4112 15 15 100.0 15 15 100.0
Total 158 161 158 153
Mean 14 .4 14.6 98.3 14.4 13.9 96.9
S.D. 1.9 2.1 3.9 1.9 2.0 5.5
a): (No. of liveborns / No. of delivered pups)x100

b): (No. of live pups on postnatal day 4 / No. of liveborns)x100
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Appendix 10-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual sex ratio of pups
Dose (mg/kg/day): 0

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of
7777777777777777777777777777777777 delivered liveborns R live pups

Dam No. of No. of No. of No. of pups No. of No. of on day 4
number males females males females a) b) males females c)
1101 10 5 0 Q 0.67 0.67 10 5 0.67
1102 10 6 0 0 0.63 0.63 10 6 0.63
1103 8 9 o] 0 0.47 0.47 8 9 0.47
1104 11 1 0 0 0.92 0.92 11 1 0.92
1105 7 8 0 0 0.47 0.47 7 8 0.47
1106 9 5 0 0 0.64 0.64 9 5 0.64
1107 5 5 0 0 0.50 0.50 5 5 0.50
1108 7 9 0 0 0.44 0.44 7 9 0.44
1109 8 10 o] 0 0.44 0.44 7 8 0.47
1110 5 8 0 0 0.38 0.38 5 8 0.38
1111 8 7 0 0 0.53 0.53 8 7 0.53
1112 9 6 o] 0 0.60 0.60 9 6 0.60
Total 97 79 0 o] 96 77

Mean 8.1 6.6 0.0 0.0 0.56 0.56 8.0 6.4 0.56
S.D. 1.9 2.5 0.0 0.0 0.15 0.15 1.9 2.3 0.14

a): No. of delivered males / No. of delivered pups
b): No. of liveborn males / No. of liveborns
¢): No. of live males on day 4 / No. of live pups on day 4
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Appendix 10-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual sex ratio of pups
Dose (mg/kg/day): 6

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of
7777777777777777777777777777777777 delivered liveborns R live pups

Dam No. of No. of No. of No. of pups No. of No. of on day 4
number males females males females a) b) males females c)
2101 7 9 0 Q 0.44 0.44 7 9 0.44
2102 10 4 0 0 0.71 0.71 10 4 0.71
2103 7 9 o] 0 0.44 0.44 7 9 0.44
2104 8 9 0 0 0.47 0.47 8 7 0.53
2105 4 10 0 0 0.29 0.29 10 0.29
2106 11 7 o] 0 0.61 0.61 11 6 0.65
2107 7 8 0 0 0.47 0.47 7 8 0.47
2108 9 5 0 0 0.64 0.64 9 5 0.64
2109 10 6 0 0 0.63 0.63 10 6 0.63
2110 5 9 1 0 0.40 0.36 4 9 0.31
2111 6 10 0 0 0.38 0.38 6 10 0.38
2112 7 7 o] 0 0.50 0.50 7 7 0.50
Total 91 93 1 o] 90 90

Mean 7.6 7.8 0.1 0.0 0.50 0.50 7.5 7.5 0.50
S.D. 2.1 2.0 0.3 0.0 0.12 0.13 2.2 2.0 0.14

a): No. of delivered males / No. of delivered pups
b): No. of liveborn males / No. of liveborns
¢): No. of live males on day 4 / No. of live pups on day 4
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Appendix 10-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual sex ratio of pups
Dose (mg/kg/day): 25

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of

7777777777777777777777777777777777 delivered liveborns R live pups
Dam No. of No. of No. of No. of pups No. of No. of on day 4
number males females males females a) b) males females c)
3101 6 10 0 Q 0.38 0.38 6 9 0.40
3102d) 7 11 0 0 0.39 0.39
3103 9 5 0 0 0.64 0.64 9 5 0.64
3104 7 9 0 0 0.44 0.44 7 9 0.44
3105 6 5 0 0 0.55 0.55 6 5 0.55
3106 10 5 0 0 0.67 0.67 10 5 0.67
3107 6 8 0 0 0.43 0.43 6 8 0.43
3108 Non-pregnant
3109 8 6 0 0 0.57 0.57 8 6 0.57
3110 11 5 0 0 0.69 0.69 11 5 0.69
3111 9 6 0 0 0.60 0.60 9 6 0.60
3112 9 6 o] 0 0.60 0.60 9 6 0.60
Total 88 76 0 o] 81 64
Mean 8.0 6.9 0.0 0.0 0.54 0.54 8.1 6.4 0.56
S.D. 1.7 2.2 0.0 0.0 0.11 0.11 1.8 1.6 0.10

a): No. of delivered males / No. of delivered pups

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

¢): No. of live males on day 4 / No. of live pups on day 4
): All pups died by postnatal day 4.
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Appendix 10-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual sex ratio of pups
Dose (mg/kg/day): 100

Liveborns Stillborns Sex ratio of Sex ratio of Postnatal day 4 Sex ratio of

7777777777777777777777777777777777 delivered liveborns R live pups
Dam No. of No. of No. of No. of pups No. of No. of on day 4
number males females males females a) b) males females c)
4101 5 9 0 1 0.33 0.36 4 9 0.31
4102 5 5 0 0 0.50 0.50 5 5 0.50
4103 7 8 o] 2 0.41 0.47 5 8 0.38
4104 Non-pregnant
4105 8 6 0 0 0.57 0.57 8 6 0.57
4106 8 5 0 0 0.62 0.62 8 5 0.62
4107 10 4 0 0 0.71 0.71 10 4 0.71
4108 8 7 0 0 0.53 0.53 8 7 0.53
4109 8 7 0 0 0.53 0.53 6 7 0.46
4110 9 9 0 0 0.50 0.50 9 9 0.50
4111 6 9 0 0 0.40 0.40 6 9 0.40
4112 8 7 o] 0 0.53 0.53 8 7 0.53
Total 82 76 0 3 77 76
Mean 7.5 6.9 0.0 0.3 0.51 0.52 7.0 6.9 0.50
S.D. 1.6 1.8 0.0 0.6 0.11 0.10 1.9 1.8 0.11

a): No. of delivered males / No. of delivered pups
b): No. of liveborn males / No. of liveborns
¢): No. of live males on day 4 / No. of live pups on day 4
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Appendix 11-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of pups
Dose (mg/kg/day): 0

6v¢

Male Female

B0 = 1 i
number 0 4a) 0 4a)
1101 6.2 2.3 5.8 8.9
1102 6.4 9.5 6.1 8.9
1103 5.9 8.9 5.7 8.5
1104 6.0 2.7 5.4 8.4
1105 6.5 10.3 6.0 9.1
1106 6.8 10.0 6.5 10.1
1107 7.7 12.4 7.0 11.4
1108 6.2 9.5 5.9 8.2
1109 6.0 8.3 5.9 8.1
1110 6.8 11.0 6.7 10.4
1111 6.1 9.3 5.9 8.8
1112 6.7 10.1 6.2 9.4
Mean 6.4 9.9 6.1 9.2
S.D. 0.5 1.1 0.4 1.0
Unit: g

a) : Postnatal day
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Appendix 11-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of pups
Dose (mg/kg/day): 6

Male Female

B0 = 1 i
number 0 4a) 0 4a)
2101 6.9 2.9 6.8 10.3
2102 6.8 10.7 6.4 9.8
2103 6.5 10.3 6.1 9.5
2104 6.2 10.1 5.8 9.7
2105 6.3 10.6 6.7 11.1
2106 6.2 8.9 5.7 8.3
2107 6.5 9.5 6.3 9.8
2108 6.9 11.1 6.6 10.9
2109 6.8 8.9 6.2 8.2
2110 7.1 10.8 6.8 10.5
2111 6.0 8.6 5.7 8.6
2112 6.7 10.1 6.2 9.4
Mean 6.6 10.0 6.3 9.7
S.D. 0.3 0.8 0.4 1.0
Unit: g

a) : Postnatal day
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Appendix 11-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of pups
Dose (mg/kg/day): 25

Male Female
B0 = 1 i
number 0 4a) 0 4a)
3101 6.5 8.3 6.2 8.0
3102b) 6.0 5.7
3103 6.2 9.7 6.3 9.8
3104 5.5 7.9 5.1 7.6
3105 6.4 7.6 6.5 8.4
3106 6.6 9.9 6.3 9.4
3107 6.5 10.1 6.3 9.9
3108 Non-pregnant
3109 5.9 9.3 5.7 8.8
3110 6.2 8.9 6.0 9.1
3111 6.7 9.7 6.3 9.2
3112 5.9 8.7 5.5 8.1
Mean 6.2 9.0 6.0 8.8
S.D. 0.4 0.9 0.4 0.8
Unit: g

a) : Postnatal day
b): All pups died by postnatal day 4.
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Appendix 11-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual body weight of pups
Dose (mg/kg/day): 100

Male Female
B0 = 1 i
number 0 4a) 0 4a)
4101 6.5 9.5 6.2 9.0
4102 6.3 10.8 6.1 10.6
4103 6.1 6.1 6.0 6.2
4104 Non-pregnant
4105 6.6 9.2 6.3 9.4
4106 5.3 8.3 5.2 7.8
4107 6.2 7.5 5.5 7.1
4108 6.2 9.7 6.0 9.4
4109 5.8 8.3 5.6 8.0
4110 5.8 7.8 5.5 7.4
4111 6.9 8.7 6.5 8.8
4112 6.2 9.3 5.9 9.5
Mean 6.2 8.7 .9 8.5
S.D. 0.4 1.3 0.4 1.3
Unit: g

a) : Postnatal day
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Appendix 12-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg/day): 0

Dam No. of pups examined Findings
number Total ( Male + Female )

1101
1102
1103
1104
1105
1106
1107
1108
1109
1110
1111
1112

( 0+ 1 ) NAF

(ol ellall S A= lheiaiieeloelle)

NAF: No abnormal findings
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Appendix 12-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg/day): 6

Dam No. of pups examined Findings
number Total ( Male + Female )

2101
2102
2103
2104
2105
2106
2107
2108
2109
2110
2111
2112

( 0 + 1 ) NAF

NAF

COoOO0O0O0OOROR OO
o
+
=

NAF: No abnormal findings
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Appendix 12-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg/day): 25

Dam No. of pups examined Findings
number Total ( Male + Female )

3101

3102 1
3103

3104

3105

3106

3107

3108 Non-pregnant
3109 0

3110 0

3111 0

3112 0

( 0 + 1 ) NAF
( 5 + 5 ) NAF

(ol ejlelleBol =R

NAF: No abnormal findings
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Appendix 12-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual externally for gross abnormalities in dead pups
Dose (mg/kg/day): 100

Dam No. of pups examined Findings
number Total ( Male + Female )

4101 1 ( 1 + 0 ) NAF
4102 0

4103 1 ( 1 + 0 ) NAF
4104 Non-pregnant

4105
4106
4107
4108
4109
4110
4111
4112

NAF

[alall ol Vel el el al
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NAF: No abnormal findings
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Appendix 13-1 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Dogse (mg/kg/day): 0

Dam No. of pups examined Findings
number Teotal ( Male + Female )

1101 15 (10 + 5 ) NAF
1102 16 (10 + 86 ) NAF
1103 17 ( 8 + 9 ) NAF
1104 12 (11 + 1 ) NAF
1105 15 { 7 + 8 ) NAF
1106 14 ( 9 + 5 ) NAF
1107 10 ( 5 + 5 ) NAF
1108 le { 7 + 9 ) NAF
1109 15 ( 7 + 8 ) NAF
1110 13 ( 5 + 8 ) NAF
1111 15 ( 8 + 7 ) NAF
1112 15 ( 9 + 6 ) NAF

NAF: No abnormal findings
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Appendix 13-2 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Dose (mg/kg/day): 6

Dam No. of pups examined Findings
number Teotal ( Male + Female )

2101 16 ( 7 + 9 ) NAF
2102 14 (10 + 4 ) NAF
2103 16 ( 7 + 9 ) NAF
2104 15 ( 8 + 7 ) NAF
2105 14 { 4 + 10 ) NAF
2106 17 (11 + 6 ) NAF
2107 15 ( 7 + 8 ) NAF
2108 14 { 9 + 5 ) NAF
2109 16 (10 + 86 ) NAF
2110 13 ( 4 + 9 ) NAF
2111 16 ( 6 + 10 ) NAF
2112 14 ( 7 0+ 7 ) NAF

NAF: No abnormal findings



65¢C
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Appendix 13-3 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Dose (mg/kg/day): 25

Dam No. of pups examined Findings
number Total ( Male + Female )

3101 15 ( & + 9 ) NAF
3102a)

3103 14 ( 9 + 5 ) NAF
3104 16 ( 7 + 9 ) NAF
3105 11 { 6 + 5 ) NAF
3106 15 ( 10 + 5 ) NAF
3107 14 ( & + 8 ) NAF
3108 Non-pregnant

3109 14 ( 8 + 6 ) NAF
3110 16 {( 11 + 5 ) NAF
3111 15 ( 9 + 6 ) NAF
3112 15 ( 9 + 6 ) NAF

NAF: No abnormal findings
a): All pups died by postnatal day 4.
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Appendix 13-4 A reproduction/developmental toxicity screening test of Triallylamine
by oral administration in rats
Individual externally for gross abnormalities in pups on postnatal day 4
Dose (mg/kg/day): 100

Dam No. of pups examined Findings
number Teotal ( Male + Female )

4101 13 ( 4 + 9 ) NAF
4102 10 ( 5 + 5 ) NAF
4103 13 ( 5 + 8 ) NAF
4104 Non-pregnant

4105 14 { 8 + 6 ) NAF
4106 13 ( 8 + 5 ) NAF
4107 14 ( 10 + 4 ) NAF
4108 15 { 8 + 7 ) NAF
4109 13 ( 6 + 7 ) NAF
4110 18 ( 9 + 9 ) NAF
4111 15 ( 6 + 9 ) NAF
4112 15 ( 8 + 7 ) NAF

NAF: No abnormal findings
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