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2R

FUAFNARDALT b=l OO, k), 25, 50 8 LT 100mg/kg & 1
BEREMESS 12 PCD Cr1:CD(SD) 7w Mz, HET » MO L TIEARRBLBZART 14 BB L OZF D% D
28 A& &teilt 42 A, HEZ » MIxt U CIEAEIRT 14 B M3 L O RKSL F TO KB,
JERSZANIAHRHIM B L O E 3 HECLH 1|, BEHR LS LT, MHIREgEE. Z&1TE. %

Gk L OIS OETEI KT T B3R KOO A - REICRITTRBIZOWTERF L, 2
O R,

\

T

I. B o1T

1. —BRRETIL, 50mg/kg L EOEEHE TR LNt T UOHLREA TR E L, S 512
100 mg/kg B EHETIXEREBOMK T, HE, R¥. TGN GMNKE AR, HEHD
DWIIREF) F 25580 A, HE 2 #ilds K UME 10 FloETHIH RO Hivle,

2. REHEBTIZ. 100 ng/kg B HHEOMETRERSE 7 B LR, M CAIRMIM 2 U CH B 70
DB RRD BT,

3. FEfHETIE, 100 mg/kg HGBEOMETHE G 2 BLIE 14 B X035 A, M CRERTOHK S
5 btz 10 0 F CHEZREM A L TRO bz,

1. FWEEETIEL, 100 mg/kg RE-REDOHE TR X O MR O HEOH BERIEMEZR & TN
g M. B, R L ORER LM EE0A RN b, ROt E

A ERRMEA TR S, HE TR T & O AR RIKES X OO &

DFBIREER RO iz,

5. FEHL, MHL LRI L OWRE OJE AL P AR A 72 5 NS 100 mg/kg W ETEDHE DWW TE
i L= R O T RIC T 5 Stage 03 T, SBAME R 512 M L 7 ZBKIER o S
Rino T,

I HMEBYMOLERESIUVHEROELEIZDONT

1. MEOMEEHIRE ORIR HEYIME, EoZRRR, MOZIRER, BN AR A
IR IR RHAE AR R RS, MRS PR IRE, i, WiE 0 0 AT,
AR, MHEGURGEDIEE 0 BOSHER, UL EDRVEE 0 B DAFR
IRBONIE 4 HOATER) . WE 4 BOWER, WHE 4 HOHEREFELEOWTIICE
50 mg/kg/day E THRME G TR L2 AR blehoTz, b, Bl
W2 &G 100 mg/kg & GREAFHIOX G HERAN LT,

2. FEROIRRRE, KES LOFBAT RIS 50 mg/kg/day F CTHEBRWERSIZBEE L
EALITRRO N holz, B, 100 mg/kg KGRI DWW TR S & LR o7z,

PLEDZ Lt KBBREGETICBITA R AFAR VAT Ty A=l ROBEY
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DAZH G I D B (NOEL) (3 25 mg/ke/day, BB OEFHRES L ORI OFEL - F
(xS MR B (NOEL) I3V 371 b 50 mg/kg/day & FIlr L7z,

=t

i

Tl

R RAFARCONT =T L=l FOOGHR, FEHAK) . 25, 50 8L 00100 mg/kg % 1
BEREIER 12 0D Cr1:CD(SD) 7 » I, BET v Mk L CIXAERBAREHT 14 BB L ZE D% O
28 AfflZz&deat 42 AM. HEZ » M U TIERELAT 14 A B K ORERAL £ TOREHIM, 5
RN IIERAB B L OWE 3 HETLIH 1E, #ARO#KS LT, MHREE, ZBITE)., =
3 KOS ORI KT T3S KORIER O AL - HEF I RIETTREIZ O TR L,

Mtk KOk

1. EWE
£ FR c NURAFARONVT =y A= 1Y R ; Trimethylbenzylammonium
Chloride "
B4 RNV R Y AFUT o= A7) KUY Benzyltrimethylammonium
Chloride '+ ®
WAL PV N AFAT =y A
CAS No. : 56-93-9 1+ 2. 3
ERIEEWRAREEES + (3)-2601 1 2
TR (i =) i [CeHsCHLN(CHg)3]C 12,
Hg-—l;a*—CH:., cr-
CHj,
PR :CioH sCIN.®
A : 185.70 ¥

WE LRI ML BERD. R~ Bah P gn T —E L FRY,
AR R | R

s DR
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AR 5 239°C (rfig) V. 238°C %
IKEEMR ;. ¥BH (Appendix 1-1)
FEERE ; 0. 5% (Appendix 1-1)
FREJE ;0. 3x107Pa/25°C
pH :5.0~7.0(50 g/L) ", 6-8(100 g/L., 20C) %
LogPow ; —2.17 ¥
IR R K, =X )= TH A
K 44% (20°C) ), =& ) —NVATHARY

: 100, 4% (FE7KIE. Appendix 1-1)

FEERK TS, LB EOME T 5 0miEE AT L, #
BB OMBELZ ST L., BETHDHZ & Z2HR L FEKEE, Appendix
1-2),

T DA I LOEDREE « sedll2 L

PRAFE Stk
A5
RIEHI
Bk o

VNN

TR E DAL

B

: 500 g
DRSNS D Y,

WE OB NEEFICBNTITREY,

DRARIER L CAREITICRE L2 2 (BRIEERE 1~8°C),

: RBRMEER ORI E OMERE

1 2008 4E 10 A 28 0 (ZA)~2009 £ 7 A 21 0 (:¥BEEH L L CTHEIY)
CREMES Y BRUCHERT LY, BRICEET DY, KRB &0

HERKBPHERST S,
FR CAIBLIOREATFEZEAL, 7V = _UFNTRY o
7o,

BB Y T E LT, R5 g ERIL, ARBRMERR O ERHRTFEIC R

fFL7=,
RHERER & 50T X TORBREMEK T4, BEALST A0, EERE
ZwY L L TEIR LT,

cAMEEM 7o b O LDL, 250 mg/kg

7wk #&0O LDy 300 mg/kg 2

~ A #0O LDL, 1600 mg/kg

ROBMT 5 &, Bl B, RS2 EZTY,

R XK OVKEARIET 21, IRIZAD &, IRABFIEEIH D,
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2. &

E FERIK (H AR 7 R K)
=y MR : 809070

REH DY oo RIEERAS
(ESEESLY A

Bk EoEE RIS L

3. RERDARE L TILESH

(1) BER D FHEL
ELE RS

A R

PRAT 2R

RAFSHET

TRAFHI ]

L A E =y

BRTEGEDILE

(2) BGRDALZESIHT

TG DL T

G D i FETERR

IR IT Ik

BB AR L. BTEDIRE L 25 X ) IRz iRk, A& —7

—EZHVWTRBRSE, &ERE L,

c8 HIC 1A LoME TR L, A% 9 BUNICEEIZA V-,
;e (RRIE 2~70)

: BRI 5% D MR AR IRAFE ZE D 713 e

1 2009 4F 3 A 6 A (G oFRLIFIE) ~2009 45 A 6 A Gt FREED# G-

% i < me& | DA )

CROBICIITFR, v A7 BIUREAT R EERAL, 7 —rx»

FHNTRYFK T,

D RAEOREWRIY. AN G T B0, FEERELEY L L THEIR L 7,

W EEERT, ERBRME D 1 BLTUN20 mg/mL D EIRIZHOWTELT

PEIZ B 2 AT 24TV R IS BT B RIEARE 24 BRI L QWS TR (R
179 AR EM %1 L7z (Appendix 2-1),

: MllEls KRRl OGS BREOREIRIZOWT, #BRWE

O H WP B T AR 2 MR L7 (Appendix 2-2 B LN 2-3),

: (Appendix 2-4) 2R T,
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. RERAE
(1) #ER

RBRIIE, BHRF ¥ — 2« UN—fratt BEAFEE® ¥ —4ED SPF Crl:CD(SD) 7 »
MW, Ty NEIBERBRETHETHWOATWIEMRE TH Y | BH7ERT TOE KR
MEBETHLZENDL ZORFELRT LT,

MERER 52 PUCRTEEL HEMES 50 JU) % 2009 412 H 25 HIiZ 8@l CTHEA L7=. Z ARFOEY
OREFEFIL, HET 241~276 g, HET 190~219 g Th o7,

(2) HEH L OB

AL, 82 OB ONTHEME LEME I3 A To 12 AMGAREZEIMET B & LT
R —ReRiEA 1 B 1 EEE L IERT A AR BB 1 R) B X OBIMEERE T B (B 5B taRT <
A)&& /00 18I 1 BOBEE T 3 RAE Lz, £/, MBI O\ TEEREET 10 B O
PRI E 2 R A A 7 BHWIEIC LV IT o7z, BE R L OB I — R iB B L OMR EH
BZEWIIER D DALV D TS  MEDOVEE MR A CAFRA & HE S8 A 3HIRRD LTz,
(3) BEoyiy

P 3 L OBIMEIART B 1o 60 L 72 — RN BB 8 L OMEREAIE ., & BT 2 TivE R
BADHREEZBIZIL T, EFORD LRV ERLREMY & M4 48 PLiZk LT, 108§ T
RERCHE L7z, &EBIGRT~ 0 OEEICESWTRBCERAINEIC X SO EEN Y

—ZRD KON T EAT o7z, R TR OB OREFINIL, HET 333~381 g, HET 227~
281 g TH Y | IR E (HE 357.0 g, HE250.3 ¢) DE20%LUNTH -7, LB NT-E
(TR OBRAN L CRBSL S B, 2B, Bk ENBIC OV TR EBRAEHT B I — Ik iE
BERRNZ L EmHE LT,

(4) @t L OV — T OiR

B0t BRI ARRCIME 7 = L N TRENCEI 2 M, BT RITEMC B E
R AEL, FERENEZIT o7, HAERIC W T, BEEB 2T oo Tz,

FE 7 — Uk, BED T RNIMREIZ QST L 7 XV BREEB LU= AROEYNE S+
R L, &7 —VORIAEICER Lz, BT HITE HICRREEZ B L, MBI R
HIIRRBHRSBEO 7NV —7AB LSBT ER, WHEMAEFIEISBETREO I LV—T4%
ARE L7,
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(5) BWEE
1) EIHEBREE

B ILIRE 22+ 3°C (EMFEH 21~24°C) . 1B 50+20% (GEMIFEFH 33~46%) . #i5k[a]
25 10~15 [A] /B[, RRBARER] 12 B (8 : 00~20 : 00, A T.RBR) 0BT 2 (303 55)
THIE L7,

2) fAERME X OEE 7k

75w bR & BELEHEER 7 — 2 (260W X 380D X 180H, mm) 2 L. RS MEHIC
DOWTIIETLR 17 B2AHE 4 B £ T/NRZME HRITERBVARB (VA h7L—7
HART v —/L 2+ U A=) 2600 Lo, B JOBIREIR P 2 IREAN, BT
Pl 1 U, ACEC IR I3 RERESS 1 DE, ARAR IR I3 1L IC, i IR I3 L I B A A LT,
=k FOGERER IS T RRIC 1 RIS L, 0% 2 I 1 [MOMEE TR LT, &
L33 & TV MR 2 BIVERIRE T D b O & T LT, BEM/KER DK & I130H 1
[T L7, Bt B ENOFRP LOVERIETEE. 1 B 1R L7, BHRIEERICERL
TiE, WEREERB L O a vRR MR LEMBEMLTREICHEN L,

3) fakt

AV = ZOVEERE T SRR SR E AR CRP-1 %, &R ETER 2 VT HICiEE
Sz,

HEBRICEREL RETENOS DIEEMESH 2 WVIEEMAEYOERE . FRL-r Y b
(081203, 090106) DETEHI DUNTHHT L7z, iI5RE D43 #riE Eurofins Scientific £L2%,
WAEDRETIIFEBEEEE N EFNEFNIT 72, OWTEE R ERGEAST LML
PEFTERT OISR E FINE S L7, TR, WINOHBICHFEEEB A D

W28 B o 7= (Appendix 3-1-1~3-2-2)

1) BREK

FLIgTAOEKE . BEfEAKEEZ AV CE DICER S/,

HBRICEZELRIITRNOS DG EWE DAL, 200901 A7 H, 20094F4 A 1
HIs L TN2009 47 H 2 RIS YA E = & A RAELE 0 FcoR b (301 52) 7> HlEE 2 BRH L
THM LTz, ST A AR AR SARTTV, OEA EFFEIgRat (kai s
PEWFIERT OAE M EFIRZICHEIM L 7=, T OFRER, WTNOBEBIZLHRELEZ HE
IR By 7= (Appendix 4-1~4-3),
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(6) BRAEDHERL

SR0O8134

HEREEDOHER
whH g =353 B (EvipE 1)
R (mg/kg) (mg/mL) HE /i3
Pofiiskisa 0 0 12 (101~112) 12 (1561~162)
KA &8 25 5 12 (201~212) 12 (251~262)
2R 50 10 12 (301~312) 12 (351~362)
= ER 100 20 12 (401~412) 12 (451~462)

AR IE, MO L RO FIETEE DR 25 L,

(7) #EBwmE ORSE
1) BEBOHKE
BEHE

AR

2) ®&5

0. 25, 50 B LT 100 mg/kg/day

C 1 BRSO X HEMES S PED SD BT w B [Crl1:CD(SD) 1z, #BAIAKIC IR Mg

SH-WERE O 0 GeHHR) . 30, 60 38 LT 120 me/ke & 28 HRRIE
BOFL L7a3lBR Y ofER, D 60 ng/kg UL ECHtE, KD 120
mg/kg THHE, FEFIS L OEOIGIL, D 120 ng/kg TIZENR
HHi, EHICHED 120 mg/kg THREFINMG] & BEEOMH T, ~
B\ ERE, EYRIMERARE, EFHRMERANE T 2 o BOE
EDRD HAL, MED 120 mg/kg T 1 FIDFETHINBD bIle, ZD
Z e, BSARBETIX, 120 mg/ke THTHIN 1 FIERD S
TWb7-%, mMEL 100mg/kg & L, ATAK 2 TERLZ 0B X
Y25 mg/kg ZFXT LTz,

BAEFES LORGRE « 74 AR—FTAH Y L FBLOF 4 AR—FT L) v Dk

# 5 a %%
e HHE 1|

x5 H

BETitE. BERRE,

AW Rz ErmcgRo&s L,
'lﬂl@\ ﬁﬂ&%“bf:o
29 :00~12: 00

22U O OREEI IS TIRICKR S LT,

CHE G REBHMERT 14 HRIB L OV F %o 28 HIE. 342 HIH

M 5 AZECAT 14 A Eld XK ORI E TOARMIE]L, & & IR I
BRLUOWEE 3 A= TOHIM (&E 57 HIH)

15 nl/kg & LTz, BEEDOLGREIIRS B IZH &ILWHIEH OF

HIZHESWTEIL,
BEREES L ORI O®RTERA -
RERTENA FIA o BBEIT LT,
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(8) #Hz, MEB LOMEIEH
[. HEEIZ>WT
1) —RIRREE

Bil%x s 2=

el CEREGHMDERG I DL LTRERL, &5 1 A06ERE 42 Do
HORIBH % T,

B CREATCFAD B LR EGZ (PR o 1 R 20,
=L FIRR BRI 1 e

ERAYIRES il 2 OB OEIE, SMEL ATEITFICOWTEISR Lz, BENRDS

NOHGEE, EDORERe 5 NTFEIR O FESRFL1 36 L OV ke 4 250
fk L7z, SECEWIIRE AR NTHIMR LT,

2) REHE

Bl s 4

HIE H cEREMHBE ARSI RASERL, 51, 20 5. 7, 10, 14, £
X7 HEoREh, #EKT B ZUHIE A ICE L,
FECHNZDNTIE, FECHAIEOMRE &R LT,

HIE F7 1 : B U EILRFE (6X-2000, #HhAlsfho— 7T R FA)EHNT
PEL, 1 g HALTRUR LTz,

REHINES JOEEHEINE  DToXickvEH L,

REEME= (%542 BFE) - (&5 1 BFE)

) . R N A
£E i b —
NSl 1P V51 BE X 100
3) BfiElE
Bl =X
HlER s RIS L O A 25, RERIE EFECRICHIE L,
HIE ik  BEF AN EMEREGX-2000, Xt oc— 7T R« FA)EHNT

HIEL, 1 g AL CRedk L7z, BGBMRiBIcEY B~ ELTr
— VIR L, FORTIERICEERB LR G ELHIE L,
=720, SR IR EDHZRHIE L,

TR oy ORI D BB
gy fabE() —FEE(g)
PRAFEL (/day) = e B i A 3k
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X

AR HNE R RGNS, EEPNCHOWTHERS 42 HOEH TS

L7,

RSN ABE LR, =T VR T TRULESE S 2 O -

MR IRMICEI R Uiz, 7=, UUTORRE - M#kE 10% P HEmEfE
R~ U CEE - BRIELE, 28, EAORBEE L O BEX
TT UETEE, 0% T X J — WA LTz,

BIE - FRAFT D& £ 2T

5) smEEEHE
B Fr i
eIk

g s
FHxt E & DR H

6) P ERALAR IR A

Bil%

AT

avE -« MRk

EAORRR X OWER LR & ONZ IR R FEAL LM (No. 104)
B L UMM No. 203) ; IEFAMAL &L DEERE A & 0]

D BIRRER IS RIS W T E R LT,
cUUTFORE - iz o T, &R LM KFE(ER-180A, BHEREt=T

— e TR T ) EHONTHIER X UGS U, *tOg eI E A0
HCHlTE Lz,

DML Dol AT, ERBE. R, @I, AR, R, R LA
UTOMC K VR L,

e MAXTEER
mﬁﬁg——%%ﬁﬁé;—xmo

BN OWTLL FORE - MEBOEREZER L, dMESLICEH

BEEO2FZ OV TER L,

BRODORR, HRYWEREGDORELEZ DAL LAGITRD L)
STl FOMOEFGRHI OW TR 21T R0 o T2,

B, FIRREFO R RERAIZ O T L ER L,

CRTG T 4 AR, A~ XV U AT R OAEREAE

BLTER LT,

DR ORI L O LR (72RO Stage Sy B & & e)
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Bil%
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R
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2) REAE
Bil%
HIE R

e F7 ik

3) BHENE

SRO8134

s 25

B GRMGA N GEIRA E T
(DB ERIC

(D) B &R U

e

CRGPAR 2T G 1, REMSIAZMERO H, o8& T HEHE

OR&EFEL, UTFORIZAIE LT,

&hH-1, 2, 5, 7, 10, 14 B DL EH,

JERR O, 1. 3. 5. 7. 10, 14, 17 BL 20 H D 5H7(l,
HHEOBLU 1 BOFERT, ZROGNIHE 4 A OF|H& A

22U, S MRREGIATER 26 A GARRA) |

ZEAE IR SR ERE O, HFEORER & [ U A HE
L7,

FETHNCONWTIR, SETRAREEZIZER D OEE S FiFk LT,

(D) HEEA & R
RERMEB L OMEESENZE . UToOXICE0EH L,
BRI 51 R
INEENE= (%5 14 AAE) — &5 1 AKE)
RE N &
M) 22 =
RE NS E | DR X 100
AR IARS
WEHNE= (T4 20 BIRE) — G 0 HIKE)
e IREBEINE
REEINEE = R o bR E X 100
M 75 34T )
REENE= (HE4BM4E) — (B0 ARE)
e VREEIEINE
REHE N ey X 100
;5

Bl
HIE R

HIETTIE

D R ZRE. (2 QNRBBHEOHER LIFL, 12720, @ik 0

HBILOME 0 HIEE =D,

(DB L FRIC
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1) FI
Bl =]
12 7 15 4 (A 4 H
7272 L, BRI RN, iR 25 A £ THfRD b
WA RLBNEATR 26 0 OERIC, F 72 B IR R ECHIC
F L7
A7k (DR L FRRICEIBR L. LT ORE » ke 10% P HEfeiE ke

<~ U CEE - RIF LTz, ROFBREIIER & BRFELT,

FEE - (RFFT DR E F 72 I3
TR DEIE 2 & N AIREY S FRAL[ 15 38 L UYE (No. 154) 5 1EH
HHfdk & DB SR B e ]

5) #HE=HIE

B4 - Ip i s BB 2T OV T IER LT,
WE 4 BICHEE LB W CRESEM FESZBHN L, o
LA PR TIE L,

HE T Ik (DM & R C
R E T DR, TR ATRER, XA, AR BRI, MRk, SR

Rt REDOHE (D HEBW) &R T
6) I FALAR TR

Bil% (DB ERIC
AT (DB &R C
- Ak e DIRE

M. MY O AT L O AE R OREIZONT
D 4 E IR

pil% : oD 221

HA RGP A SRS A T,

ik DX AP LD ISR AR R U OLSERARE T TR B
P& 2 e LTz,

I E D PERE O 4 B GRF AT, SRR HI. SRR L ORIGFRIEL) 2

18256 BOMBRT2 B IS b OE2 & L, HEHIE
fRAEBEH Ui, SEBEO AL WEECRE - DM B H B
3 HAEBZME L CHALNLHGE AFAL BEIRLES 7 B2
Efffe L THBD O EERIEFES L. WTRL D RE LHEL
7o
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2) ‘EFHREMRA
Bl : HEME D 2]
53] HRE MBIV REI4ABHE (REREHDOBHEZRZE LB ET5),
7oL, REFEFOERFET FEIZ D WRWEEIT, BRI R AL
S LT 2 [MERBREEN O 2 %Pk L C QB X H e,
¥, AECHIR 14 AMICRRSIRO bive o 7ol 2T, BE
RV R SN T A B & W CRZSECHIM 23 E L7z,

REAH AR JRANE LT, R—#osmESRENE -8 E 1 xF & Uiz,
Jiik s [RIEREREEN O MEME 1 %A RZIRMA R O & S L 0 REDNER IS
F CHEREFEE S,

ZRMN.OMERITHE BN FEIIRM BICHE T LR, &5 WIIER R A THEEAT OR 1
WCEVHER L, B, WINPAROONTHEZEIROH & L,
KA ORI CREREE N LT,

2 s . . o/ R U T HEExt o> %
B2 (Copulation index., %) R = 7 R O B X 100

X3
o
oy
prurioy
O

RO i DA R L OSBRI NO B RIEOFHEIZ
L0177,
WAL EICZREEE R L,

P S 0/ — ZhE L 7o tEd
2R (Fertility index. %) S U HEME G X100

3) wiftds L OB RS

Ik C 2B LT 215
e 2 : RRDHERS ST B I 2 H A AR S W,

SWIRRE R AR 21 D5 25 D¢, &1 3[E(9: 00, 13 : 00
BROIT: 00)BEE LT,

53 BT D RERR 29100 ICHEMAREZ B OYPIZED TIHO TIZIZIAA TN D D08
RENEZHAIOHKE rE L, ZOBRZWEOOR & Lz,
1 EoEFRAHEL - bOZIEEHES L,
S T OMEEN TERWIEAITRE LK E L,
WD HRHEICINEEZEIN Lz,

e . . 0Ly — AR I PR ERKC
HER (Gestation index. %) IR X 100

HPEYL D8 22 DB 0 BICIERITHPE U7 B I AR R L SR e & &5 L
TnHOaFEHEREE L,
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KA ERICHAERER L LT,

IR A AR

T

HiIZEEK (Iive birth index. %)=

HEROVEEOEE : WE 0 B~ OREWOMZ LM & AR O O & S THIE
L7z
WA OREFICHEE R L,
FELURGEDZHE 0 BDOEHER ELHLEZDRVIHEEOHD
AFFRZLNCH T 4 AOETFRZHRE L TUTERH L,
REHIPE R

WE 0 OoEHEIROMEE (Sex ratio) = T R T R

MRS
HEAE A R S+ AR A7 R K

HE 0 HOEFEIBOML (Sex ratio) =

HEATE LR
HEAEAT IR+ MEAE A7 R 2K

BE 4 HOETFEROMEL (Sex ratio) =

FEARIIR OB P REBZROIZA DO T £ TOMMO A4 L7,
Syl ORH D HIRER S HE O = N DA R &2 A IRAIC AT LTz,
WA DRI R E R LT,

(Hx
3R (Delivery index, %)= g?ﬁ#g X 100

HREOHH D HRR R Z A HE D IR B DR R e R L T,
WAL EBICERFZRIN LT,
A RIEEL

%Eﬁﬂf?(lmplantation index, %) = m X100

HE A ROHMBROEN - kA LRHEIZHEH L7,
W 4 HICHE A ROl

W E 2 (Nursing index, %)= e o B X 100
4) AR O—RREEIE
% : 24
BRI ;1|0
HA CE AU R THAZBE O H S BE LT, & T AN DI
B4HETE L
BTk AP RIS ORERR, —RIKEBR KUARIZOWTHEE LT,

k. FIEIEEKE L. Whole body % 10% FHEE#E AL~ U ik
TET RELE,
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BAERAEFRORE WME 4B OFERAFRERKPOHEL LT,

E 4 HOAETFRE

T

HAAEFR Viability index, %)=

ST IR DAE D AR R RO TR LT,
ZhHOFE Whole body % 10% T MEREE RV~ U ik Tl & R TE L

5) FrAEROKERE

15118 - A EREHNZONT, HiE 0, 1BLT4 HIZERL,

HIEFTE : B RMRFE (GX-2000, #Hlsttr— - T K- FA) RN T
MEmICHEL, 0.1 ¢ £Tieék LT,
HEMER DA FHATIZ DWW T LI ZAAEARRALE L ORISR EEZ R L,
Frt kA2 EM L.

6) A o R

IRFIA - 45 CIEE 4 BIC 2N oW TR L,

TRk RS FR (OENEZ ST 2B L. “BLRBWAEIC L0 L2H5E
S, BEOHT M A WIRAICBILE Lz, BEHICOVTIE,
Whole body % 10% Hi%AZE R/~ U AZEE - 17 LTz,

5. #REtEMAE

(R (REIBIN &3S S OURINER EAE 2 38 O B B UM E & AF 7RO Stage
Sy, MEEIARIRR, AR AR, BUORERE K OVEIRER, HERS, HERFO AR &
OFEC R, e, AR M, IR, 7T 4 A OEFRES L OHERERFRD
AR DWW THEDOFHES L OEEREZEZFHE L, HEFIZ Bartlett DRTEEZITV,
LM R AT LTz, FoBOBEE T — TR E S BOMTE TR L. RESBOHGIX
Kruskal-Wallis OREE TR Lz, — il ESBON ORR., AEENALNIZSEIE
Dunnett DfREEL AVTHE L OB AT 57, Kruskal-Wallis iEOMATORER, AEE
DA BTG E T Mann—Whitney O U-HREE L HO R E OB 21T > 72,

RBEHRR AR A IZ DWW TiE, 2 BB ED T L— FBRO NI RB 2o 229
BEEMEITOR T2,

PERHEIRE OFRBIR, 28R, ZHE, HERBLOMWHE 4 HOMERIZOWT, ket
XPREEITV, FORMRABEDPED GATHAITIE 2 30 X e TRl & DB A 1T -
T2 L 2B XEREICRES OBEIZIE Fisher O BEEESRREEZ AV,

Xt E DHERTIZ OV TIE, AEAKEL % & Lz, 28, MEFHHFIECET 2F R
J7{E% INDTVIDUAL DATA OB HHIZ =T,

BB, BHAENHOM T, FARESM LI HEN LIETHLZ G, WELHHICEAL
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THEATIR & D LB E & F2hi L 72 hr o 7,

I. #EMI=DOT

1. —hIKEE

—RIRRE R E O AUE A Table 1335082, INDIVIDUAL DATA 1-1-1~1-2-4 |Z/R"7,

HE - e BRRERS T OMEH & (25 mg/ke, BAFEBD)RETIE. & GHMPICRE IO SR>
7
& (50 mg/kg, LATEWR)#ETIL, £5 32 A LARRICHIESS A S L7 DISMC B 1
BO BN T,
I E (100 mg/kg, LA FEEE) BT, 5 6 ACBRICHIE, LR, #EHELGMNRER
JR, DA A VIZIRE M) . AREBOML T, HES L CIREESEL LN, &5 6
BILO28 BIZK 1 Bl CHIDFRD vz,

M - e FREESS KOV BEE T, RGN GRRLRTHIM. RRHIM. HRHIM S LOWE
HIFDICBRERRO 6o Tz,
I ERETIE ASERRTI F & OB IR i B TERE D 7 s o 7o, SR AT T
PER 20 A PARRIZHREERS L ORLIED R bav, R 23 BT 1 Fl23 3 ik iz 3E T LIR)E
FOHEHNLHRO b, WHEMMICITRFEIRD 5o,
m A ERE T, AT O G 6 A DRRICHRE, Fp, EE, BRI GMRE O JE
. REMAHLWVITIRER) . BREHOR T80 60, &5 8 DiZid 1 B3 FENAE
MBRUERZ R LI Lz, £, &5 13 BIC RN TOEREL R L 2
DIFEL Ui, MEIRHAIMIC & PRI L UMOIRE D3 ke L CRled v, ARiR 18 HIZ 1 f,
PR 20 BT 4 1, B4R 21 BT 2 ISV 0 MR BRAAETIZSE L L7z,
ATE L7z 2 BIp 1 BT 22 AICEMES 3 B HEE L. M 0~2 A £ TRV 0 &8
LM, WE 4 A E THETEISICREIIRED bR, o 1 FlITiTR 26
A& TOMET, SRICEVFETH D & AHER ST,

2. KEHR
(REMEDORKEE A Figure 1 BEL N2, Table 3~6, INDIVIDUAL DATA 2-1-1~2-4-4 |Z-,
o ARB IO HER TR, AERE(RIIFRED b ol
AR TR, 855 A ORMEREAAS D Dav, 5 7 A LIEE 54 TR GRIRIEE T9)
FCHBRIES IR b, £z, REHEFPOKERINES JOBInEC
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X, KIREED 50~55% DIRME TH 0 HFH AR B EEPRD v,
i 4RI KOV ERE TR, ASRAET. RIS LU ELIM L b ITHEARZITEED 6N
TR0 T,
B A BT, REFTHI OG5 A HARMEE R A A B, KEHINER X O
TUExFREED 50% A DRI CTd o T AR FI R A B EITRD Lo T,
PRI TR, MA@ LR B ERESMRINICRD v, —F, IREfIRR X
OYENNE CIIRT HREE D 86 ~95% DIRAE Cd > 7o DS aHEM 2T BZEITR O b vz o1z,

3. EHE
AT ORAE % Figure 3 B L4, Table 7~10, INDIVIDUAL DATA 3-1-1~3-4-4 |27
EX
M EMHERE TR, AEARZMIIED RN T,
TRAER T, £52 AICOLAERIKERRD LT,
BAHERH T, #52~14 BB LU 35 HICAERIMENRD b,
#E ;KB LOFHER T, FEREIETRD bR oT,
AR T, TEATHIBO®R S 5~14 BICA R R KM Sz,
FTARMA ik, 4THR 3~10 DICH B2 IMAENFRO b,

4. BI#FRR
FROBRAE % Table 11 33 X0 12, INDIVIDUAL DATA 4-1-1~4-2-4 |27,
B - RPRREETIT, M=HLED 1 BRSO ST,
BHEMTIE, FEBORE, KRB LORER HEOERZ b CNICOBR HEORHE AR
A 1 BIZRRD b7z,
HAHERE T, BETTRIIRD o7,
mEAERE T, R LEOREE D GERD 1 IR bz,
M - HRRRETIE, TR ONEEILIER JOWEBASHAS 1 FlICR iz,
B, PRIOEHERFTIZ, RETIRITRD 5N,

5. REES
SEEENEORKMEL Table 13 3 XU 14, INDIVIDUAL DATA 5-1-1~5-2-8 |Z7RT,
HE KB LR HERETIE, FERELEIRD bR D 2T,
BRI, g & O IR O RO A B 2R 722 O QN B, (O, . 8IE .
B I UORE RS EEO A BRRHENTRD Hiv, MROHETERE TIATRIK
E2FRDH LTz,
i ARAHERETIE. GOIROMBAXEEORELRRESRD b,
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FAERETI, BB REOAE 2 EES X OHBOMSEEO R ERBENED
Hivi,

6. REMBFHRE

75 BT RO AT & Table 156 35 L7016, INDTVIDUAL DATA 6-1-1~6-2-2 |Z/:3,

M SHRRE G, BRERINETED 1 HlICRD b,
EAEEETIE. 1 BUTRBROMEMEE O EE e F el L O e[RRI 72 © CNTHRE
B R RO EE RSB L OB ERE NI 03580 biv, £/, BERETFA
e O ONC BRI OB E R ENE 1 HIZRD bz,
BN ERE T, R RO 7R 1 FIC8D b,

M RPRIECIL, T8 O E ZRNVEILTE, O 7 PSS JONMRE 2 k5% E 5 8 O R
FRZE A 1 BZFE S BT,
mABEHTIE, BEFTRIIRD N -T2,

1. BROBETFERK
R OB FERICET 5 Stage 4348 % Table 17, INDIVIDUAL DATA 7-1~7-8 |Z;d,
FEHE AL 72 0 T, Stage VII-VIII 7 L L7 M7 S EaE, ST EEs R
K XU CIR% (round) . Stage IX-XI OFSHANALL, L7 b5 SR %S &
U7 UHIE IR, Stage XTT-XIV ORSHMAR, A 27 /3% 7  HkERHAREL
BLXORXT WM/ 74 a7 VHIRBEBHREICENENEAEF TEERBELSRD HiL
72 ETo. BANVMMEEALDH Y TlE, Stage VIT-VITT @7 L L7 b7 Bk BRI S B
& UE F#Bag (round) . Stage IX-XI OFEHLMATE 7R & TNT Stage XII-XIV DA =57 ]
/23F T IR R E L E e HERE TR E R SESRD b7,

. HMESMOERS X UHERORELEICDONT

1. £REH

MEEHR A ORYEES Table 18, INDTVIDUAL DATA 8-1~8-4 (2873,

SRIED 2 4], PR IOEHEROS 1 HIZERIERE & HE SNHIRRD bds, M
ARG R ERL LOERMERICIL, SRS bAREE L i L TRERZTIRD O
o T,

2. AFEHE

ATERERE A DA% Table 18, TNDTVIDUAL DATA 9-1~9-4 [Z5R9,

R, ZMRE, HER, MRHFE., WHEEROWTIIC LIRS KO RIS IR & ik
LTHERETRD bR 2T,

FHEBEOMRBIORE ORBR, HEMIRER, KRR, Z/RRICHAERETBD LN

?
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3. A|BEIVHBIRE

b L OWHEIREEDO B S Table 19, TNDTVIDUAL DATA 10-1~10-4 {277,

FREL, BEREHE. BIRE, o, dERE WE 0 HOAFERE L ik JOWAER,
WE 1 HOFAERAEFRL KOO NT IS bR L O HERHC K BREE & i U THE R
ZITFBD Lo T,

mAER T, B, BIRRE. BRFBICEERAITRD NI Sk rET
EFELEFNZLFAOARTHD MHERBIL 6 ICEMEEL v D WHERK TH o7z, LA L,
FAERICHE L2 <WHE 4 B £ CRAETF LT LIER THh o 72,

4. FERO—RIKEE

FAERO—RIREBEOE %L Table 20, INDIVIDUAL DATA 11-1~11-4 {237,

E O B D 4 B ORICIET B A o HRRE T 3 35 X Ol 2 51, A BB TRt 2 i3 X O
1, PHEMTHE LGB IO 2 FI2FED N, EHAERICIIATHITERD b o
77

WA 4 0 OAEFEICITRES SO HERICRE TR b Rho Tz,

5. HERDAKE
AR OERERE DA% Table 21, INDIVIDUAL DATA 12-1~12-4 IZ:R”77,
BRLOHAERICAERRETRD b o7z,
E BRI, MM S BIEFR R EIENAER O b T,

6. FERDEIEAR
FHEROBRDORAE A Table 22, INDIVIDUAL DATA 13~14-4 {2777,
HE 0 A2 6 4 AOMOFETFITIE, BEFAITRD bhRdoTz,
TS 4 H OAETERICIZ, ctRRBEOME 1 FI2 Bifo & ZILik7e & IR A EREOME 1 #1112 B
B ERILER, IREILRER K OBMIGESRD Dz, TR X OWAE THEFFLIERD L
Niginote,

=

P

FURAFNRCDLT o b= ) RO OCTR, KRk, 25, 50 BLON100mg/ke % 1
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BELEMESS 12 PC0D Cr1:CD(SD) 7 » NI, HET v MO LTI ELBRAART 14 BB K E DB D
28 Az &dedt 42 AR, #EZ o MR L CIXACELRT 14 F 3B L ORBRALE TORE IR,
RASIANIAURMB L OWE 3 BETL A 1B, EAKRARKS LT, MHRME. ZBITE. %
N3 KOG 0 A TEIZ AT T E MR L ORI O R A - T I RIT TR EIZ OV TRET L7z,

o

I. #EHMI=DOT

—REETIE, SHETERE6B IV 28 BICHES 1], RE8B LT I3 RICHEL1 BLO 2 4
AT U7z, s & U T it K OHIE~ T & U WIEC DWW T A &L hOrEE,
FFUZ DN TIFHELL EOMETIRD Hivlz, mHETIZAREDOMK T, &, KE, 985
AVOMRER AR, AR D WIXIREF) E0 M TR0 b, BEHEDOIK T L OMKREBD &
fhotz, MERERME U7z 28 A MBI 05 MR ¥ Tk, &5 4 BEIZHE 1 BloO5E 1R
LENTHAHR, RRBRICEBT A CHNIE, 1~2 ABBEEORSHR N OORBTH Y, HIZK
HBEDFICLDEREL IIFZZAEL . AREHOETRIENFRD 6N TWD Z &b #EEME
BHICEE Lo O OFPIRIEMIC L ST L xS, -7, RIMETIL, MR 18~21 H

ZTHIOLTHEDTRD bivTo, HERRIICIE., BB OEENRNE THEMT D Z e B
MEORGELHEML, ZOZ SIER LZBHRKRGER K THLHIAIRENRZE L LD, F
Fo AL A EDIETHI TR 20 3 DT 21 HICENACRERE LPHED 1 HI3siiRhose
ThHHIENL, ZNHORITEZEO R b L AH D VIXR DR X HBEL L 7= aTREMER
EZohb,

REHER Cld, MEI3E 7 B LR, MEOTIRIIR 408 U CH B RAIMESERAIZR D i, &
BRETIE, BEIRG 2 AU 14 AR LTN35 A, MEIREATO® G 6 AOER 10 RETHE
IR ke L TR B iTe, T OABENRD b TV MM ORI LR E M3 A4 &
D LIV E R GICEE LAk E B 2 bz,

FIRRPT R CiL, IMEPRE, MIFORE, HIRE L O R EROZEM R 5 CIH I B RO B
AP, R LARORHMEDCRERE, 75 ONEIEER L OMEMAHNE 1 fIZERD b, »
FThb HEEANRER TR BB R G- & OREMEIT v L HER Sz,

BEHEE T, SAEEORE TR L OMARON T EEOA B R 5 O D, M, &
B, BERBIOKRE LEROBMEROA S LRMENRD LIL, WROMHEAER TIAE RS
D B AL METIZMR O E &R BAKMES LOIFBOMM EEOR BEamMaB o b,
IO OFE AT HRBEOREICE B RMEME S 2 VIHEEEN GRS S TV DI H B 59
WFR B TS IEMAERLTWAZ Endh, WRHERGICHE LB #RINE,
—Ji. @ABHOHETED b TV LBBOMMEEO A BRI S>WTT, {dERIIE
LTWBZEnb, AT EoAEELZLALN, BEFHIRERIIRVEHEINT,

UL, B ERB X OO ORI FRIRE Tl FiReT A CRRAYEE 23R S vl
KB ORI O L 7R FME PR FE AR (ASFREANR D SN DA MO BN IX R A AT R <
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BB E R 5B L7 IR Do Tz,

i EREDHET DV TEME L 7RO FRARICET 5 Stage 5 TlE, BMIERMH-Y B
SO UMM S -0 OIS, B IS d 5 WITREEMIREIC Stage I-VI %E&
<4 Stage [ MBHEES LU L CHERSMENRO 7228, 2 b 08 ik b Y Mt
PN & KETHRLSEBETH L Z Eonh, BERMARERIT RV KB L,

UED Lo, #WERGICHEELCEME LT, 50 mg/keg %583 CHEMEZ oiE . #EIZALIR
B L ORA OB LGN B I THAZED b,

100 mg/kg $& G-HETIE, MEMEICHREL, #I75, IR, KRERT &5 WIINEH ., EIE&OK
T HECHRIE RO 5 IS THAGED b,

I. HESVOERSLUHFEROREEIIDONT

B OESERRIZ DV Tik, MEOMEEIRE OREE, EMNRE, HiEoLRE, Moshs
RO, FHERE, ERE, ITRHEAECTIZ 100 mg/kg/day £ CTHERE P 512 BE L B AL

BRO N0z, £, ARHEREE, HER, BRHERE. SR HE 0 HOEFER
#.AEE HMEGECRLEDERE 0 BORER, FEEAEEHRVEE 0 A DA

B 4 OOAER) . WE 4 DOMER, WE 4 0OF/ERAAFRIZHOVTIL 50 mg/ke/day
FOHBRWERGICBE LB biERBd bz h oz,

TR OFEA - FEEFIZONTIE, 100mg/kg BEHIZOWTUL I EOATH Y | HMHOXHRE T
ERWIZ LD, 50mg/kg/day ETHARDO—AINEE, KT L OFIRET R CHEBRME R 5 I
8 U7 IR S o 7o Ll L7z,

L7zoT, ARBREETIZBID NI AFARCIUALT o' b=rn) RKOBEFMOK
B EIC351) A M2 8 (NOEL) 1 25 mg/kg/day, BHENM)DAETHEER L ONR R DA - FEEHIZ AT
T 5 MR (NOEL) IV 941 d 50 mg/kg/day & W L7,

ZEER
) BREREF—# s — b BRI SRR
9) WEEAET—x — b. BRI

3) NUVNRNIRAFAToE=T LAY R ETERRBLON28 HIEKER QRS R,
B b EaRmET — 2 ~N— X (EMEENENFHEVTRRT REFIFTTE).
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Figure 1

L ---@-- 0 mg/kg
—&— 25 mg/kg
—o— 50 mg/kg
—&— 100 mg/kg
12 5 7 10 14 21 28 35 42
Administration period (day)
Body weight of male rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity

screening test (SR08134)

* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
*% : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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period (day)
Figure 2 Body weight of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening test

(SR0O8134)
* . Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
*% : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Figure 3 Food consumption of male rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity

screening test (SR08134)
* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).



_98_

40

30 -
B
3
8
3
g
g
2
£
o
(5
<
<3
3
=
10 r
---@-- 0 mg/kg
—&— 25 mg/kg
—— 50 mg/kg
—&— 100 mg/kg
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 L L L
1 2 5 7 10 14 1 3 5 7 20 1 4
< > < > ¢—r
Pre-mating period (day) Gestation period (day) Lactation
period (day)
Figure 4 Food consumption of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity

screening test (SR08134)
* 1 Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++ : Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Figure 5  Body weight of pups in the reproduction/developmental toxicity screening test of Trimethylbenzylammonium Chloride in rats (SR08134)
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Table 1 General appearance of male rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening test (SR08134)

Administration period (day)

Group Findings 1-5 6 7 8 9 w 1 122 13 14 15 16 17 18 19 20 21 22 23 24

0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 2 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

25mg/kg  Number of animals examined 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

No abnormal findings 12 12 12 122 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg  Number of animals examined 2 12 12 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
100 mg/kg Number of animals examined 2 12 11 1 1 1t 1 1 1 1r 1 1 1 1r 1 1r 111 11
No abnormal findings 12 8 7 4 5 4 6 5 5 4 5 5 3 4 5 5 5 6 7 5
Decrease in locomotor activity 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Reddish tear 0 1 0 0 3 3 3 0 3 5 3 2 3 4 4 5 4 4 3 1
Salivation 0 2 3 6 5 6 4 5 6 6 5 4 6 5 5 4 S 4 4 5
Soft feces 0 0 0 0 0 0 0 0 0 0 0 0 1 2 0 0 1 1 0 0
Soil of perigenital fur 0 2 1 1 1 1 1 3 0 1 1 1 1 2 2 2 1 0 0 2
Soil of periocular fur 0 0 0 | 0 0 0 0 0 1 0 0 0 0 0 0 0 0 0 0
Soil of perioral fur 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Tremor 0 2 0 1 0 0 0 0 1 0 0 1 0 1 0 0 0 1 1 2
Dead 0 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Values are number of animals with findings. (to be continued)
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Table 1 General appearance of male rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening test (SR08134)

(continued)
Administration period (day) Autopsy
Group Findings 25 26 27 28 29 30 31 32 33 34 35 3 37 38 39 40 41 42 day
0 mg/kg Number of animals examined 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
25 mg/kg  Number of animals examined 12 122 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 2 12 12 12 12 12 12 11 11 11 12 12 12 10 11 12 12 11 12
Salivation 0 0 0 0 0 0 0 1 1 1 0 0 0 2 1 0 0 1 0

100 mg/kg Number of animals examined 11
No abnormal findings 1
Reddish tear
Salivation 10
Soft feces
Soil of perigenital fur
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Values are number of animals with findings.
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Tablc 2

General appcarance of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screcning test (SR08134)

Prc-mating period (day)

Group Findings -5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21,22 23 24 25 26 27-29 30,31
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 11 8 6 2 2 1 1 1 1 1 1 1 1
No abnormal findings 12 12 12 12 12 12 12 12 12 12 11 8 6 2 2 1 | 1 1 1 1 1 1
25 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 12 12 10 5 4 1 0 0 0 0 0 0 0 0 0
No abnormal findings 12 12 12 12 12 12 12 12 12 12 10 5§ 4 1 - - - - - - - - -
50 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 12 12 9 6 4 0 0 O 0 6 0 0 0 0 0
No abnormal findings 12 12 12 12 12 12 12 12 12 12 9 6 4 - -
100 mg/kg  Number of animals examined 12 12 12 12 11 11 11 11 1L 9 &% 6 3 2 2 1 1 1 1 1 1 1 0
No abnormal findings 12 4 5 5 3 3 3 4 2 3 3 0 0 0 0 0 0 0 0 0 0 0 -
Bradypnea 0o 0 o0 1 0O 0 0 0 1 0O 0 o0 o 0 O O 0 0 0 0 0 0 -
Decrease in locomotor activity 0 0 0 0 0 3 o ¢ o0 0 o0 0O 0O 0 0 o 0 6 0 0 0 0 -
Lateral position 0 0 0 | 0o 0 0 o0 1 0O o0 0 o0 0 O O 0 0 0 0 0 0 -
Reddish tear o 6 5 4 8 8 7 4 6 6 6 6 3 2 1 1 1 1 1 1 1 1 -
Salivation o 7 ¢ 7 7 7 8 6 7 5 6 6 3 2 2 1 1 1 1 1 1 1 -
Soil of perigenital fur 0o o0 0 3 | 1 4 6 5 3 2 3 0 0 0 0 0 0 0 0 1 0 -
Soil of periocular fur 0 0 0 1 60 o0 0 0 2 0 0 0 0 0 0 0 0 0 0 0 0 0 -
Soil of perioral fur 0 0 0 1 6o o o o 2 o0 O 0 O 0 0 O 0 0 0 0 o0 0 -
Tremor 0o 2 3 | o 3 5 2 3 3 0 3 0 1 0o o0 1 0 1 0 0 0 -
Dead 0 0 0 1 o o o0 o 2 0 O 0 O 0 O O 0 0o 0 0 o0 0 -

Values are number of animal with findings.

- : Blank.

(to be continued)
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Tablc 2 General appearance of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screcning test (SR08134) (continued-1)
Gestation period (day)

Group Findings 0 1 2 3 4 56 7 8§ 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 2425 26

0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 2 2 2
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 7 2 2 2

25 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 1 1 1
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 1 1 1

50 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 4 1 0 0
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 11 9 2 0 - -
Reddish tear 6o o0 o o0 o6 o0 OO O O O o o O o0 o0 o 0 0 0 1 1 2 0 - -
Salivation o 0 o0 o o0 o0 o0 0 O 0 0o 0 0 o0 0 o0 0 0 0 1 3 2 0 - -
Soil of periocular fur 0 0 0O 0 0 o0 0 0 0 0 0 0 0 0o 0 o0 0 0 0 0 0 0 1 - -
Dead o o0 o o0 o0 OO O O O O o o O o0 o0 o 0 ¢ o0 0 o0 0 1 - -

100 mg/kg  Number of animals examined 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 9 8 8 4 1 1 1 |
No abnormal findings 3 1 33 3 3 3 3 2 3 12 3 2 2 2 5 32 0 1 0 0 0 1
Clonic convulsion o 0 o o0 o0 o0 o0 0 O 0 o o0 O o0 0 o0 0 1 0 0 0 0 0 0 0
Decrease in locomotor activity 0 0 0O 0 o0 O 0 0 0 0 0 0 0 0o 0 o0 0 0 0 1 0 0 0 0 0
Prone position o o0 o o0 o0 o0 o0 O O O O o o o0 o0 o 0 1 0 | 0 0 0 0 0
Reddish tear 5 6 5 6 S5 6 S5 4 5 6 7 6 6 7 7T 17 4 6 5 8 3 1 1 1 0
Salivation 6 6 6 6 6 6 6 6 7 6 8 6 6 6 6 6 4 4 6 8 3 1 1 1 0
Soft feces 1 2 0 0 0 o0 1 0 0 O 1 0o 0 0 0 O 0 6o o0 o0 0 0 0 0 0
Soil of perigenital fur 2 0 2 1 0 0 1 0o 0 0 o0 1 0 0 0 3 0 6 0 0 0 0 0 0 0
Soil of periocular fur o o0 o o0 o0 o0 OO O O O O o o0 o0 o0 o 0 60 0 2 | 0 0 0 0
Soil of perioral fur o 6 o o0 o0 0 o0 O O O o0 o o0 o0 o0 o 0 1 0 3 1 0 0 0 0
Tachypnea o o o0 o0 o0 o0 O o0 O O 0o o0 O o0 0 O 0 o 0 2 0 0 0 0 0
Tremor 1 1 0O 0 o0 O 0 0 0 | 0 2 1 1 0o o 0 1 0o 2 0 0 0 0 0
Dead o 0 o0 o0 o0 0 o0 O O O o0 o o0 o0 o0 o 0 1 0 4 2 0 0 0 0

Values are number of animal with findings.

- : Blank.

(to be continued)
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Tablc 2 Gengeral appearance of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screcning test (SR08134) (continued-2)

Lactation
period (day) Autopsy

Group Findings 02 3 day
0 mg/kg Number of animals examined 10 10 10

No abnormal findings 10 10 10
25 mg/kg  Number of animals examined 11 11 11

No abnormal findings 1 11
50 mg/kg  Number of animals examined 11 11 11

No abnormal findings 1 11
100 mg/kg  Number of animals examined 1 1 1

No abnormal findings 0 1 1

Crawling position 1 0 0

Values are number of animal with findings.



Table 3 Body weight of male rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening test (SR08134)

_gv_

Body weight gain
Body weight (g) on administration period (day) Day 1-42

Group 1 2 5 7 10 14 21 28 35 42 g %

0 mg/kg N 12 12 12 12 12 12 12 12 12 12 12 12

MEAN  364.9 369.6 379.8 3923 405.4 419.5 444.5 467.8 491.3 505.7 140.8 38.596

S.D. 13.6 14.7 16.2 16.5 18.2 17.2 17.3 16.2 19.0 22.0 154 4.281

25 mg/kg N 12 12 12 12 12 12 12 12 12 12 12 12

MEAN  367.5 370.7 383.3 393.8 406.1 417.7 438.9 456.4 481.7 494.7 127.2 34.538

S.D. 14.9 16.5 18.1 20.6 21.4 244 223 22.8 255 28.0 14.7 2977

50 mg/kg N 12 12 12 12 12 12 12 12 12 12 12 12

MEAN  366.1 368.8 386.3 394.4 407.2 418.3 440.6 460.2 483.3 494.5 128.4 34.980

S.D. 16.7 17.3 20.3 223 24.1 243 27.1 303 329 35.1 21.5 4.951

100 mg/kg N 12 12 12 11 11 11 11 11 10 10 10 10
MEAN  367.0 362.0 365.1 369.8* 378.5% 387.2%%  405.0%*%  418.5%*  435.4%% 445 1** 74.9%*%  20.162%*

S.D. 15.9 15.2 19.1 18.9 22.1 25.2 29.8 3L.7 354 33.7 24.7 6.470

Body weight gain (%) = (body weight gain / body weight on day 1) x 100.

* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Table 4 Body weight before gestation period of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental
toxicity screening test (SR08134)
Body weight gain
Body weight (g) on pre-mating period (day) Day 1-14
Group 1 2 5 7 10 14 g %
0 mg/kg N 12 12 12 12 12 12 12 12
MEAN 2543 250.8 262.4 265.1 2713 278.5 242 9.325
S.D. 154 19.2 20.1 25.1 28.2 29.0 17.3 6.268
25 mg/kg N 12 12 12 12 12 12 12 12
MEAN  254.8 252.8 259.8 262.3 266.3 272.0 17.3 6.797
S.D. 104 9.7 114 10.8 10.8 12.6 8.5 3.342
50 mg/kg N 12 12 12 12 12 12 12 12
MEAN 2538 251.3 260.4 263.3 269.7 273.1 19.3 7.441
S.D. 13.3 15.8 18.1 21.5 253 25.6 151 5.265
100 mgkg N 12 12 12 12 11 9 9 9
MEAN 2530 249.6 252.3 250.5 257.5 264.0 104 4216
S.D. 13.7 12.4 13.6 13.0 12.9 14.0 9.5 3.790

Body weight gain (%) = (body weight gain / body weight on day 1) x 100.
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Table 5 Body weight during gestation period of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening
test (SR0O8134)
Body weight gain
Body weight (g) on gestation period (day) Day 0-20
Group 0 1 3 5 7 10 14 17 20 g Yo
0 mg/kg N 10 10 10 10 10 10 10 10 10 10 10
MEAN  296.6 3032 319.0 328.1 337.6 3543 3779 410.2 457.6 161.0 54.491
S.D. 28.4 27.1 30.2 30.4 329 33.8 373 41.5 42.9 24.1 8.101
25 mg/kg N 11 11 11 11 11 11 11 11 11 11 11
MEAN  281.2 287.8 300.5 311.8 3214 339.8 364.1 395.9 441.7 160.5 57.345
S.D. 16.4 13.8 14.7 15.4 16.2 17.5 19.4 21.0 233 21.0 8.758
50 mg/kg N 12 12 12 12 12 12 12 12 12 12 12
MEAN  281.8 289.3 303.7 312.0 322.0 339.8 362.7 397.2 442.7 160.9 57.213
S.D. 19.3 20.2 21.2 19.2 19.0 242 25.6 25.1 30.9 18.6 6.505
100 mg/kg N 8 8 8 8 8 8 8 8 7 7 7
MEAN  268.4* 274.0* 285.8%%  204.4**  302.0%*  319.6* 338.5%*%  367.1*%*  404.9%* 137.9 51.784
S.D. 18.6 16.6 18.7 17.6 18.1 17.7 18.5 234 29.4 18.4 7.580

Body weight gain (%) = (body weight gain / body weight on day 0) x 100.

* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** . Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
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Table 6 Body weight during lactation period of female rats dosed orally with Trimethylbenzylammonium Chloride in the
reproduction/developmental toxicity screening test (SR0O8134)
Body weight gain
Body weight (g) on lactation period (day) Day 0-4
Group 0 1 4 g %
0 mg/kg N 10 10 10 10 10
MEAN 348.6 3523 369.9 21.3 6.165
S.D. 41.7 42.1 455 134 3.803
25 mg/kg N 11 11 11 11 11
MEAN 3329 338.8 351.8 18.9 5.726
S.D. 17.5 16.8 17.9 9.9 3.058
50 mg/kg N 11 11 11 11 11
MEAN 324.1 327.3 3444 20.3 6.274
S.D. 13.5 16.6 14.3 6.4 1.977
100 mgkg N 1 1 1 1 1
MEAN 301.0 289.0 313.0 12.0 3.990

S.D.

Body weight gain (%) = (body weight gain / body weight on day 0) x 100.
Values in 100 mg/kg group are excluded from statistcal calculation.



Table 7 Food consumption of male rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening test (SR08134)

Food consumption (g/rat/day) on administration period (day)

_Lv_

Group 1 2 5 7 10 14 28 35 42
Omgkg N 12 12 12 12 12 12 11 11 12
MEAN  26.92 25.42 2680 2538 26.36 25.58 2644 2697 2623
S.D. 1.56 1.38 1.34 1.54 1.84 1.40 1.28 1.37 1.43
25mgkg N 12 12 12 12 12 12 12 12 12
MEAN 2692 2442 25.97 26.08 26.03 25.73 2600  26.41 26.35
S.D. 247 2.84 2.16 275 2.36 2.63 1.83 2.15 2.73
50mgkg N 12 12 12 12 12 12 12 12 12
MEAN  26.08 22.08%% 2620  25.08 25.75 25.17 25.89 25.96 25.66
S.D. 2.27 2.50 2.56 2.81 2.43 2.27 2.17 2.04 2.23
100 mgkg N 12 12 12 11 11 11 10 9 10
MEAN  26.08 19.42%%  20.86**  20.45%%  21.78%%  22.65%*  24.90 2429% 2430
S.D. 2.19 334 3.02 2.61 2.78 2.49 2.37 247 2.29

* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).



Table 8 Food consumption before gestation period of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity
screening test (SR08134)

Food consumption (g/rat/day) on pre-mating period (day)

_8v_

Group 1 2 5 7 10 14
0 mg/kg N 12 12 12 12 12 12
MEAN  20.25 17.08 20.32 19.50 20.15 20.43
S.D. 2.83 3.92 2.80 4.06 3.49 3.35
25 mg/kg N 12 12 12 12 12 12
MEAN  21.00 17.25 19.14 19.29 19.18 19.69
S.D. 2.34 3.36 1.94 1.85 1.45 1.33
50 mg/kg N 12 12 12 12 12 12
MEAN  20.58 16.50 18.95 19.25 19.89 19.52
S.D. 2.23 3.90 2.27 3.19 2.91 2.97
100 mgkg N 12 12 12 12 11 9
MEAN  19.25 14.08 15.46** 14,17++ 16.57++ 17.49+
S.D. 3.25 1.93 1.62 1.45 0.87 1.27

** : Significantly different from the 0 mg/kg group at p =0.01 (Dunnett's test).
+ : Significantly different from 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).
++ : Significantly different from 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).



Table 9 Food consumption during gestation period of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity
screening test (SR08134)

Food consumption (g/rat/day) on gestation period (day)

_6v_

Group 1 3 5 7 10 14 17 20
0 mg/kg N 10 10 10 10 10 10 10 10
MEAN  19.30 25.00 25.65 26.50 27.10 27.84 27.61 24.33
S.D. 2.54 3.10 2.54 3.78 3.38 3.30 3.21 2.18
25 mg/kg N 11 11 11 11 11 11 11 11
MEAN  19.09 24.32 25.73 26.14 27.25 27.43 27.05 24.31
S.D. 1.87 1.60 2.10 2.34 1.69 1.80 1.86 1.77
50 mg/kg N 12 12 12 12 12 12 12 12
MEAN  18.33 24.38 24.42 25.50 26.53 26.71 27.01 24.25
S.D. 2.74 2.18 2.42 1.67 2.82 2.46 2.40 2.17
100 mgkg N 8 8 8 8 8 8 8 7
MEAN  17.88 21.88*% 22.44% 2281+ 24.10* 25.31 26.36 23.30
S.D. 1.36 1.43 1.61 1.81 1.43 1.03 1.80 1.76

* . Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
+ : Significantly different from 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).



Table 10 Food consumption during lactation period of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity
screening test (SR08134)

Food consumption (g/rat/day)
on lactation period (day)

_09_

Group 1 4

0 mg/kg N 10 10
MEAN 20.70 37.37
S.D. 7.69 4.50

25 mg/kg N 11 11
MEAN 22.09 37.18
S.D. 3.70 5.59

50 mg/kg N 11 11
MEAN 18.73 36.66
S.D. 3.64 2.66

100 mg/kg N 1 1
MEAN 14.00 26.30
S.D.

Values in 100 mg/kg group are excluded from statistcal calculation.
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Table 11 Gross findings of male rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening

test (SR08134)
Item Group O mg/kg 25 mg/kg 50 mg/kg 100 mg/kg
Number of animals examined 12 12 12 12
Number of dead animals 0 0 0 2
No abnormal findings - - - 2
Number of surviving animals 12 12 12 10
No abnormal findings 11 9 12 9

Organ : Findings
Ileum : Diverticulum
Testis : Atrophy, unilateral
Epididymis : Atrophy, unilateral
Yellowish white patch, cauda, unilateral
Yellowish white mass, cauda, unilateral
Cerebrum : Dilatation, ventricle

N ===
N e
coc oo oo
N = I )

Values are number of animals with findings.
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Table 12 Gross findings of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening test (SR08134)

Item Group 0 mg/kg 25 mg/kg 50 mg/kg 100 mg/kg
Number of animals examined 12 12 12 12
Number of dead animals (pre-mating period) 0 0 0 3

No abnormal findings - - - 3
Number of pregnant animals 11 11 12 8
No abnormal findings 11 11 11 1
Number of dead animals 0 0 1 7
No abnormal findings - - 1 7
Number of non-pregnant animals 1 1 0 1
No abnormal findings 0 1 0 1

Organ : Findings

Uterus : Dilatation, [lumen 1 0 0 0
Vagina : Atresia 1 0 0 0

Values are number of animals with findings.
- : Blank.



Table 13 Absolute and relative organ weights of male rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening test (SR08134)

Number Body

of weight Liver Kidney Spleen Heart Brain Thymus Adrenal
Group animals g g % g % g % g % g % mg 107 mg 107,
0 mg/kg 12 MEAN 507.5 16.792 3309  3.237 0.637  0.833 0.163 1.349  0.267 2201  0.434 3392 66923 63.7 12.521

S.D. 21.2 1.529 0.251 0.291 0.057 0.079 0.016 0.098 0.019 0.091 0.022 503  10.082 12.5 2.232

25 mg/kg 12 MEAN 498.8 16.464 3.292 3.214 0.644 0.816 0.164 1.362 0.273 2243 0451 317.0  63.152 62.8 12.605
S.D. 26.7 2.078 0.264 0.298 0.044 0.083 0.021 0.117 0.016 0.098  0.039 702 11.013 7.3 1.370

50 mg/kg 12 MEAN 4993 17.164 3.436 3.146 0.630 0.788 0.158 1.371 0.275 2,193 0.441 351.0 70.341 58.6 11.813
S.D. 358 1.593 0.145 0.271 0.038 0.130 0.019 0.123 0.016 0.103  0.024 52.7 9.650 8.7 2.073

100 mg/kg 10 MEAN 448.0%* 15.327 3.417 3.139 0.702** 0.700%* 0.155 1.280 0.287* 2.154 0485+ 247.6%* 55.692* 74.9 16.625%*
S.D. 342 1.624 0.174 0.245 0.035 0.083 0.012 0.087 0.013 0.124  0.054 441  11.220 16.1 2.815

_89_

Number
of Testis Epididymis
Group animals g % g %
0 mg/kg 12 MEAN 3.129 0.617 1.310 0.258
S.D. 0.218 0.040  0.087 0.015
25 mg/kg 12 MEAN 3.186 0.638 1.318 0.264
S.D. 0.402 0.079  0.145 0.026
50 mg/kg 12 MEAN 3.342 0.670 1.319 0.263
S.D. 0.294 0.050  0.096 0.014
100 mg/kg 100 MEAN 3.421 0.767** 1.330 0.296**
S.D. 0.173 0.059  0.124 0.025

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
** : Significantly different from 0 mg/kg group at p=0.01 (Dunnett's test).
+: Significantly different from 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
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Table 14  Absolute and relative organ weights of female rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening test

(SR08134)
Number Body
of weight Liver Kidney Spleen Heart Brain Thymus Adrenal
Group animals g g % g % g % g % g % mg 107, mg 1072
0 mg/kg 10 MEAN 369.9 14.120 3.829 2.127 0.579 0.787 0.213 1.059  0.289 2.053  0.562 250.8 66.309 81.6 22426
S.D. 45.5 1.480 0.246 0.209 0.065 0.120 0.032 0.114  0.017 0.058  0.065 134.5 32.010 15.4 5.258
25 mg/kg 11 MEAN 351.8 14.100 4.007 2.077 0.591 0.748 0.215 1.085  0.309* 2.019 0.575 243.2 69.140 89.0 25.224
S.D. 17.9 1.291 0.270 0.164 0.029 0.116 0.040 0.076  0.021 0.078  0.035 46.0 12.420 154 3.605
50 mg/kg 11 MEAN 3444 14275 4.145* 2.155 0.625 0.660*  0.190 1.045  0.303 2.077 0.604 2229 64.763 84.4 24485
S.D. 14.3 1.126 0.287 0.159 0.032 0.088 0.024 0.086 0.018 0.086 0.025 65.4 18.868 13.3 3.569
100 mg/kg 1 MEAN 313.0  13.830 4.420 2.030 0.650 0.640 0.200 0.880 0.280 1.940 0.620 203.0 64.860 87.0 27.800
S.D.
Number
of Ovary
Group animals mg 107%
0 mg/kg 10 MEAN 113.7  31.001
S.D. 134 4.446
25 mg/kg 11 MEAN 1151 32.724
S.D. 14.7 3.890
50 mg/kg 11 MEAN 120.1  34.928
S.D. 14.9 4.648
100 mg/kg 1 MEAN 110.0  35.140
S.D.

* : Significantly different from 0 mg/kg group at p=0.05 (Dunnett's test).
Values in 100 mg/kg group are excluded from statistcal calculation.



Table 15  Histopathological findings of male rats dosed orally with Trimethylbenzylammmonium Chloride in the reproduction/developmental toxicity screening test (SR08134)

_99_

Item 0 mg/kg 25 mg/kg 50 mg/kg 100 mg/kg
Number of animals examined 12 3 0 12
Organ: Findings Grade
Testis: Atrophy, seminiferous tubule - 0 1(1) - 0
Hyperplasia, interstitial cell + 0 1(1) - 0
Epididymis: Decrease, sperm -+ 0 1(2) - 0
Cell debris, lumen + 0 1(2) - 0
Spermatic granuloma + 0 1(2) - 1
[leum: Diverticulum + - 1(1) - -
Cerebrum: Dilatation, ventricle + 1(D - - -

Values are number of animals with findings.

Values in parentheses are number of animals examined.
-: Blank.

Grade; +: slight change, +++: severe change.
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Table 16  Histopathological findings of female rats dosed orally with Trimethylbenzylammmonium Chloride in the reproduction/developmental toxicity screening test (SR08134)

Item 0 mg/kg 25 mg/kg 50 mg/kg 100 mg/kg
Number of animals examined 12 0 0 12
Organ: Findings Grade
Ovary: Abnormal findings 0 - - 0
Uterus: Dilatation, lumen + 1(D) - - -
Vagina: Atresia + 1(D) - - R
Cellular infiltration, inflammatory cell, lamina propria + 1(1) - - -

Values are number of animals with findings.

Values in parentheses are number of animals examined.
-: Blank.

Grade; +: slight change.
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Table 17  Stages of spermatogenesis of male rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening

test (SR08134)
Stage 1-VI
Number of cells
Number ) . Pachytene Round
Sertoli cells Spermatogonia .
of spermatocytes spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 MEAN 22.12 20.03 0.907 49.33 2.235 123.78 5.607
S.D. 1.19 2.82 0.119 2.79 0.146 10.53 0.499
100 mg/kg 12 MEAN 21.67 19.67 0.910 50.02 2.309 128.20 5.928
S.D. 1.03 2.88 0.142 4.52 0.195 10.53 0.561
Stage VII-VIII
Number of cells
Number , . Preleptotene Pachytene Round
Sertoli cells Spermatogonia .
of spermatocytes spermatocytes spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC /ST /SC
0 mg/kg 12 MEAN 20.40 2.05 0.100 39.05 1.923 55.03 2.716 111.67 5.497
S.D. 1.38 0.64 0.027 2.61 0.198 5.84 0.390 9.86 0.604
100 mg/kg 12 MEAN 20.35 2.07 0.103 44.73**  2213% 59.50* 2.944 122.32%*  6.040*
S.D. 1.65 0.54 0.031 4.68 0.304 3.91 0.339 8.15 0.562

ST : Seminiferous tubule.
SC : Sertoli cell per seminiferous tubule.

* : Significantly different from the 0 mg/kg group at p < 0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at p <0.01 (Dunnett's test).

(to be continued)
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Table 17  Stages of spermatogenesis of male rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening

test (SR08134) (continued)

Stage 1X-XI
Number of cells
Number Sertoli cells Spermatogonia Leptotene Pachytene
of spermatocytes spermatocytes
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 MEAN 21.43 323 0.152 43.35 2.043 56.88 2.674
S.D. 2.01 0.81 0.039 3.53 0.271 4.77 0.330
100 mg/kg 12 MEAN 22.50 4.87%*  (0.218** 4945%* 2206 61.52* 2.741
S.D. 1.52 1.11 0.058 4.96 0.266 5.86 0.282
Stage XII-XIV
Number of cells
Number . .
of Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 MEAN 21.25 3.82 0.182 46.37 2.193 60.80 2.878
S.D. 1.84 0.76 0.042 3.71 0.199 4.39 0.284
100 mg/kg 12 MEAN 21.60 4.77* 0.220 52.08%*%  2.412%* 65.62% 3.041
S.D. 1.15 1.04 0.050 3.94 0.146 4.57 0.213

ST : Seminiferous tubule.

SC : Sertoli cell per seminiferous tubule.

* : Significantly different from the 0 mg/kg group at p < 0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at p <0.01 (Dunnett's test).

Spermatocytes 1 ; Zygotene / Pachytene spermatocytes.
Spermatocytes 2 : Pachytene / Diplotene spermatocytes.
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Table 18 Reproduction performance of parental rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity
screening test (SR0O8134)
Estrous cycle Copulation index Fertility Gestation Nursing
Abnormality Male Female index index Gestation index
Incidence Length Incidence Incidence Incidence Incidence length Incidence
Group (%) (days) (%) (%) (%) (%) (days) (%)
0 mg/kg 2/12 MEAN 4.30 11/12 12/12 11/12 10/11 MEAN 22.5 10/10
16.7) S.D. 0.54 (91.7) 00.0) 91.7) 90.9) S.D. 0.5 00.0)
25 mg/kg 0/12 MEAN 4.19 12/12 12/12 11/12 11/11 MEAN 223 11/11
0.0) S.D. 0.33 00.0) 00.0) 91.7) 00.0) S.D. 0.5 00.0)
50 mg/kg 1/12 MEAN 4.12 12/12 12/12 12/12 11/11 MEAN 22.3 11/11
8.3) S.D. 0.23 00.0) 00.0) 00.0) 00.0) S.D. 0.5 00.0)
100 mg/kg 1/9 MEAN 4.50 8/9 9/9 8/9 1/1 MEAN 22.0 1/1
11.1) S.D. 0.33 88.9) 00.0) 88.9) 00.0) S.D. 00.0)

Abnormal estrous cycle = (number of female with abnormal estrous cycle / number of females examined) x 100.

Copulation index = (number of animals with successful copulation / number of animals mated) x 100.

Fertility index = (number of pregnant females / number of pairs with successful copulation) x 100.

Gestation index = (number of females with live pups / number of pregnant females) x 100.

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivery) x 100.

[ ]: Excluded from the statistical calculation.
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Table 19

Pregnancy and litter data of rats dosed orally with Trimethylbenzylammonium Chloride in the reproduction/developmental toxicity screening test (SR08134)

Number of Number of Number of Lactation day 0 Lactation day 4
corpora implantation Implantation  Delivery pups Number of Sex ratio Live birth Number of Sexratio  Viability
Group lutea sites index (%) index (%) delivered livepups Allpups Livepups index (%) live pups Live pups index (%)
Pup data
0 mg/kg N 11 11 11 10 10 10 10 10 10 10 10 10
MEAN 15.2 14.5 92.279 94.027 14.8 14.5 0.553 0.568 98.000 14.3 0.553 98.666
S.D. 33 4.4 19.753 5.330 0.8 1.0 0.106 0.130 4.499 0.9 0.088 2.812
25 mg/kg N 11 11 11 11 11 11 11 11 11 11 11 11
MEAN 16.2 15.8 97.715 96.038 15.2 15.1 0.501 0.505 99.432 14.9 0.500 98.888
S.D. 1.5 1.7 4.361 4.115 1.7 1.7 0.119 0.122 1.884 1.6 0.116 2.486
50 mg/kg N 12 12 12 11 11 11 11 11 11 11 11 11
MEAN 16.8 16.3 97.438 93.209 15.1 15.0 0.522 0.523 99.243 14.8 0.524 98.788
S.D. 2.4 1.7 3.910 9.044 22 24 0.141 0.138 2.512 2.4 0.138 4.019
100 mg’kg N 8 8 8 1 1 1 1 1 1 1 1 1
MEAN 15.8 14.3 90.228 75.000 6.0 6.0 0.500 0.500 100.000 6.0 0.500 100.000
S.D. 1.5 3.0 15.598

}

Implantation index = (Number of implantation sites / number of corpora lutea) x 100.
Delivery index = (Number of pups born / number of implantation sites) x 100.

Sex ratio on Lactation day 0 = (number of male pups born / number of pups born) or (number of live male pups / number of live pups).
Sex ratio on Lactation day 4 = number of live male pups / number of live pups.

Live birth index = (Number of live pups on lactation day 0 / number of pups born) x 100.

Viability index on lactation day 4 = (Number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.

[ ]: Excluded from the statistical calculation.
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Table 20 General appearance of pups in the reproduction/developmental toxicity screening test of Trimethylbenzylammonium Chloride in rats (SR08134)

Male Female
Day of lactation period Day of lactation period
Group Findings 0 1 2 3 4 0 1 2 3 4
0 mg/kg  Number of pups examined 82 80 30 80 80 66 65 64 64 64
No abnormal findings 80 80 80 80 79 65 64 64 64 64
Death 2 0 0 0 1 1 1 0 0 0
Milk-band negative 2 - - - 1 1 0 - - -
Lost 0 - - - 0 0 1 - - -
25 mg/kg Number of pups examined 84 84 83 82 82 83 82 82 82 82
No abnormal findings 84 82 82 82 82 82 82 82 82 82
Milk-band negative 0 1 0 0 0 0 0 0 0 0
Death 0 1 1 0 0 1 0 0 0 0
Milk-band positive - 0 0 - - 1 - - - -
Lost - 1 1 - - 0 - - - -
50 mg/kg Number of pups examined 87 87 86 86 86 79 78 77 77 77
No abnormal findings 86 86 86 86 86 77 77 77 76 75
Milk-band negative 1 0 0 0 0 1 0 0 1 2
Death 0 1 0 0 0 1 1 0 0 0
Milk-band negative - 0 - - - 1 0 - - -
Lost - 1 - - - 0 1 - - -
100 mg/kg Number of pups examined 3 3 3 3 3 3 3 3 3 3
No abnormal findings 3 3 3 3 3 3 3 3 3 3

Values are number of animals with findings.
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Table 21 Body weight of pups in the reproduction/developmental toxicity screening test of Trimethylbenzylammonium Chloride in rats (SR08134)

Male Female
Body weight (g) Body weight (g)

on lactation period (day) on lactation period (day)

Group 0 1 4 0 1 4
0 mg/kg N 10 10 10 10 10 10
MEAN  6.82 7.39 10.61 6.26 6.86 10.00

S.D. 0.58 0.70 1.03 0.65 0.66 0.99

25mg/kg N 11 11 11 11 11 11
MEAN  6.61 7.25 10.52 6.25 6.85 9.90

S.D. 041 0.52 0.60 0.36 0.46 0.63

50 mgkg N 11 11 11 11 11 11
MEAN 6.54 7.24 10.59 6.18 6.80 9.85

S.D. 0.28 0.47 1.22 0.35 0.53 1.25

100 mg/kg N 1 1 1 1 1 1
MEAN  7.00 7.60 11.70 6.70 7.40 11.20

S.D.

Values in 100 mg/kg group are excluded from statistcal calculation.



Table 22 Gross findings of pups in the reproduction/developmental toxicity screening test of Trimethylbenzylammonium Chloride in rats (SR08134)
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Male Female
Item Group Omgkeg 25mgkg 50mgkeg 100 mgkg Omgkg 25mg/keg 50 mg/kg 100 mg/kg
Findings of dead pups during days 0-4 of lactation
Number of pups examined 3 2 1 0 2 1 2 0
No abnormal findings 2 0 0 - 1 1 1 -
Intraperitoneum : Autolysis 1 0 0 - 0 0 0 -
Lost 0 2 1 - 1 0 1 -
Findings of pups euthanized on day 4 of lactation
Number of pups examined 79 82 86 3 64 82 77 3
No abnormal findings 79 82 86 3 63 81 77 3
Kidney : Dilation, renal pelvis, bilateral 0 0 0 0 1 1 0 0
Ureter : Dilation, bilateral 0 0 0 0 0 1 0 0
Urinary bladder : Dilation 0 0 0 0 0 1 0 0

Values are number of pups with findings.
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