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C=I

NN-EAQ-AFNT 2= FT7 =% 0 (RIBRED . 10, 20 38 X840 ng/kg/day DA T,
1EEY7-0 24 OB EZRBHT- Crj:CD (SD) IGSHET v MIiFiE6 BH 19 B TE Y/ 74
HAnTEnRSELT, 7y M T2510 - IRIERAFHOFEEHRET LT,

REM O—BARIE TR, SRDEREGICEELAEE LT, 858 10 555 50 5 ORICHK
BEAS, 20 mg/kg BETITFEMNT. 40 mg/kg B TITLBPICREE Lz, 40 mg/kg B TIL, ZIUTHE
WTRINEERSIC, EREBIOERTHAEE Sz, E5I0, BV, FRER T IZERROERMN
Bl 4 GIAREH 30 SUAICET L, £EFLEEYHTIE, b DEREBIT 10005
2 BREIRICEE Uiz, PR TIE. SR ERSCEET S L BN AE TV ThoR 5B
WTHEZEIh N> T,

BB OERER LOEEENE TR, B5EMEET T 20 B X040 ng/ke B THBIKEL
THEREESED b, BHEEIZ OV T, 40ng/kg BB, HEHMLZBELTHER
IBERA BT,

FR 20 A OHMBBFIZRIT AR E FERAOHE TIL, 40 mg/ks BBV TOLBENED
b Bih, HRFEEEOHFEREME. FETHE - BREHS XU - BBEFRTREOFE RN,
ETFRIEES L UBRELEFROFELRET, MECK EEESIVHRERDFEREKERLL
e,

EFREOARRETE, ERBLIUVEROKREHBEREL XU OHEED 20 3 X T040 ng/kg
BURBWTHEBIEFELTHEMLE, BREETIE, BOXRE, BEELRMERERLOIT
REEOXRBEITEEORIBHEARE XU OHEEN, 20 BL V40 ng/ks BloB W THRER
EIRELTHEMU, 0ng/kg HTI., ELRPFEILIPEE LETFTOBRS. TFFOKIE
FITRE T RIIEER I UHEE QBN 14 fIicBEI i, —F., RESRE - AgER
B IBROWRYEREICEE L2, WIhoBRERICBONTLRD bl hoi,

FRIBO(LEEITE I LT, 40 ng/ke BEIZIBWT, (URHEMEAR, MELE. DFEERBLUd
REDBRIFEREERL N,

LLEDRERMSL, ARBREGTFIEBIIANN-ERQ-AFL T 2= P 7200 DTy b
BEmE L URIRIC T A EFEERIY, 10 ng/kg/day TH Y. —F. 20 BL 40 ng/kg/day @
AR e L CBRAEEZR L, BECH L THNERICROREEZFRTAMAET
HDHEEZDBND, EHIZ, 40ng/kg/day DPRERBHOILR L UNE - BROFETEL B
SHEBRFETHBHLEEZLNS,
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=
il

ZTORBOBANI NN TR AFALT o) T T2k T v MROBERNOIEIRAEH
TREMICERNES LT, HE~OEERLTUNIR - BEOBRERAB IURTICRETEED
FEARITTHZETHT,

MErE X OTTE

1. HERME
REA L LTHBRWE 50 ¢ ( FEE 99.5%) % 20063 A 16 BIT
MHEAEL, 20064 A 1 BB 2005454 A 22 RETHMB L, RWEIT
BEXREERBIIANTER (EHHE21~25C) THERXSLEDE 2RI ORBEREE
AR LT,
HRYEOMEIITROEY THB,

WEL (o2—F4) NN-FRQ-AFLT =) FT7=0

{4 : Guanidine, N, N-bis(Z-methylphenyl)—-
G =V : CeHN,
CAS No. 2 97-39-2

BRI E D ML, BRI
PAfRE ;K. 70 mg/L{20°C)

WHHEY T E LT, EFRuy MZoOWTH L g 2R L, SRESHLA T S
FTOBEHRFZILRT Uiz, BB TR, BAEBRYHIIHSRDERESIORR L,
BT OWEBRBE OREEICOVWTIL, RSB L UR S TRICERD ERES
DPLEOHITEITOFER L7z (Appendix 1-1 B X U 1-2),

2. Bk
HERE OBER L LT, 0.1%Tween 80 I 0. 5% BN RAX L AF oLz —2F Y T A

KR (0. 1%Tween 80 HIM 0.5%CMC-Na AKE#) ZAEH L7c, CMC-Na (BARFERIF A A
2—2F b U T A AARERSSHE, vy FEF4219) 2L, FIEOERL VD20
BORAAERFERA (Y7 EEHRSH, oy MESSIND WWEM L, wiz, SiRs
B 0. 1%I2% 725 Tween 80 (FnfliZE LMk tt, o v S KLR6584) 2 HEFE L THM
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L. BAERBEHEAKTART 7 Uz, AR LUEE R, EAREARBICAN, B2l
Gl SPERFERT ORI RITEIC MRS (FAEEHE 2. 1~7.9C) THREL., FA#E 7 AUN
WZERA L,

3. BEBROABRELUVRE

10, 20 BRU40 mg/ml DREFIC, LEEBOWHRMELHETEL, HIEDOREL 2D LI
R (0. 1%Tween 80 AN 0. 5%CMC-Na AKIEHK) &Mz THRB L.

BEROFTRL, BREEORIESN TCON2 4K FHR% s BHE) £8EL T, 19 Bfo& 5
P 7 AMRC3E (2006044 A 1 H, 20054F4 H 8 HB LU 200644 A 156 B) EiglL
7o

FREIT, EIREESICANTHESEMFT GERIEM 2. 1~7.9C) T, FERNFE Tk
AL AW S MBI O RIREEICRE L, SVEETNG 7 RUMNICEAL, BARR
RrIBERAL S & LTe,

4, HBERDILEST
BB OB —MHR LUREEIC OV IR AT 77— A TR T b ) —XZBWNTO. 1
BE 100 mg/ml. DEETHIT S, #HERMEIT 0. 1%Tween 80 FAN 0. 5%CMCNa KIEHK
H—ZaAi L, ER - EXET T8 AR, W BEXETC8HHTETHD I LBBHEENT

A I
FElE X OCREEREBOT X CORECRERIZOVWT, HRUEOREZUTOHET
SrEr L,
(1) EA%ES
EERES vv b7 7 7 (HPLC)
UV Detector L-4200 #REart B SLEUERT
Intelligent Pump 1.-6200 B4 HSr®ERT
Column Oven L-5025 HRRE3 B S RUERT
Autosampler AS—-2000 A B SrRERT
Degasser ERC-3315 HRER A —T I
Millennium®? Chromatography Manager
M32SW AARDY 4 — & — AR
EF= F I KFE ER-182A HAet =— -7 K5 A
INFU S EIE O CR5B HReH A 8Em
B R RGBEE s B42JU ARz Y R
pHA—%— F-22 BRXatt BIBRIERT
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(2) #AFE
NN-ER@-AF LT =) F 7=V
#BmE (Lot No. 34K21) EA FTEERRSL BiER
BB SR~ NS5 7B FoleidE TSR
TEh= RO iR 0w N 7T 7 H TR T st
AH )= SRR aw 774 —B BEREFEHREAS
0 ABE Frk FOYEAESE T 2kt

1-F 5 & RVIREEFT Y A
AFx AT ruw b FZ7H iR TERRNSH

(3) AR (LT oEEG THRED
1) BEHE
I=F 7 AR BT R T A MW 21628085 2. 16 g #FEE L, HEAKZMZ T 1000
mL &L, WABTPHI 0IIZHTHELE 0. 0lnol/LAZ ¥ ANKREET B U 7 LAKER,
ZOHEE50 ml iz TE R =PI A350 ol 2N, HCRELELOEBEEE L, #
BAESEETHREL, SAUNICERALZGERBEEZ 0B L LTER),
2) FREE
AEEAR100uL iZT7 = F= h U100k 2NZ T DITBEG LA bOEHRAKE Lz (B
R EL) ,
3) REHEE
O NN-FRQ-AFNT 2o FT =200 20 ng ZERICEY, TE =R U AER
160 mL A1Z THEEFHRLHEEZR 1 9T R, 72 b= F I A% MA CEREIZ 200 nL
& L7 (100 p g/ml. BN FAIEHERRIR) .
@ WRONAAZHEZIR 5. 10, 15 mL ZEREX L., TN FIICEME0. 5 nl 2%, 7 F=h
YAEMAT 50 ol & L7z (10, 20, 30z g/ml),
@ LBA LK%, EOoBE3500 [@E/4, 10 40, 4°C) Lz,
@ BoN/- LEO L B Aol #MA, FHREE T 100l IZART v 7 LIz (5, 10,
15 p g/ml MR BEHRIFR) . RABRBRORIE LUHPLC ~DEATE 1L L7,

(4) HEHAROFR (LT oOBIE THED
HRBRYERBEEROBER R, B ERE R £, B, FTRAE» L 1 A0E 3 A
Ll

1) #EEMEBEN 20 g/ml &2 5 BOHERYWERERZEHERL, IOICERDBERMER |
ml & 728N DR E M T%, TN bUAEMLZTCI00nL & L, B, KSE

_]‘Oﬁ
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PR ORIRED | ol OB EILEEE R TN L2k - 72,

2) KL EA L%, =008 (3500 [Hlds/4y. 1000, 4°C) L,

3) HBoN i EED S mLIZFREK Sl ZINA HRER T 100l I A AT » 7 L GUEHAR) .
SBHSE OFHELS L OVHPLC ~DFEAIZA 1 E L L,

(5) HPLC &%

o RN : CAPCELL PAK C18 UG120, 3um, 4.6 mm T.D. X150 mm
Bt BAE)

ZENA : T h=hFY/[0.01 mol/L A2 &# 2 R)VKRVEET N U AKEIK
(pH3.0)} (35:65)

BIERKE : 254 nm

BT ARE : 40C

M : l‘mL/min

TEAE :10uL

=MV SIRE : 7°C

S HTIETH] 10 4

F-MY7" T D A ) ()

(6) F&

Millennium® OB O DREFRIBRO Y — 27 W L BENDIER LICRER LY, £500
BWEROBBEREZRKD, UTOX LV AMEOWBRYERE, LFEEEBLUESELEEEH
L7z,
TR ERE (ng/nl) =IEREE (1 g/nl) XFHRERSL/ 1000
BRI (%) = (BB E 1 LA Ve 22/ 4 SR A E R BE T #9418) X 100
BHE (%) = (BB E R B EE/ RRR O RRIRE) X100
(7) BlEDFER
D) REROESRDEIRE B IA L TAERT 3ATIC RS,
2) GHERIUEBREIUEEA L T/MNMUEUTE LMD,

(8) HEH%E
EHERN 90~110%. EEMEEN SBUTOHEGEZEE L,

SIOFEER, FBREORSKPIZ. HBRMELIERE®D 90.3%~99. 5% 0&@ETHRE I
oo T b OEEEZEENL0.5%~1. 6% D& Ch-7- (Appendix 2-1 BX TN 2-2),

_11_
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5. BBRFA*

(1) #BEHR
ARBRITIE, BAF v — &« UA—KSFAEFED SPF Crj:CD (SD) IGS 7 v L ofrE%
oz, v MEZOBORBRTEFRHWON TWAEHETHY . BHEFENRELELTH
BT EEUFEFCBITHIERRMBT —FBRRETEL I &b, TORKEEELE,
20063 A 23 HIZ, HEG2ILBLUME I EZFNFNILBLI U I0EBTIHALL, =
ARFOENMW OIREFIEE X, HET 354~401 g, MET 202~246 ¢ TH -T2,

(2) BERLIUHIE
A%, #e OB OVTREHAET 5 BEIOBER X UBILZITRV. ZOR—#R
BBz 1B I EBEL. RELEPIAR 2O UNIRER I UEHEHMRERK BICRE L,

(3) EmeERE
1) MERE

BRER ZUBIEHR A 5 ONCHBREIFE . SR 22+3°C, B 502 20%, BRI
10~15 [b] 7 KeR, HRAARERT 12 IKefd] (8:00 /24T, 20:00 {ATD ALBRER) O/NY T X7 A
DEPFEEE (304 FR) THELE, BSREEORERIVEELZERERH L, £
FBixEhFh 21~25CEB LU 41%~61% THh > T,

2) fEZ M E LUBRHESE

755y FREBRASHEE S —Y (260WX 380D X 180H, mm) T, HER X UBIMEHR T
MERERNT 2 B30, BER L UEHERME T ROMS LU ROl 1 R, ZAIHIT2
I (HEVTIC, 100 WAL=, F—VBIURESE 2 BIC LEZR#B® L, ZMi3E 2 [
KWL, BEMEKREBOKEEIINE | BXE L, BWFETENOERBIUHEEIR. 1
A1EZERELE HECBELOL, ERREFEBLVCIVERAETESL | HERI TXE
ZHER LT,

3) fAEE

y MR EESEE CRF-1 () = 2 VR TERAST) . ERGERELXH VW TH
BB X T,

RBRICEEEZREITBNOLDIERMES DVVEIWEMOREL, ALz v b
(041104 3 X TR 050112) OFBHI DVWTHHF Ui, ERMEOSHHIMEIEAN B AR &S
Tod— ERBAEDBREIZA) T X AR TERASHEB ENTNIT R o7z, SO
L0 ThoEBICHLHEASHEEE M OREREFIEEICRE SN EE
Bz B4 AETFED bz >7- (Appendix 3-1, 3-2, 4-1 B LT4-2),
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4) BREpAK
FLRmAEAKZ ., BERAKEELZ AW TEBICERI Y,
RBRICEZELRITENOS L HEMEOA TR, 2006 F 1 H6 A, 2005544 71 H
BR2005FTA 1 AICEAKL THER Lz, 28 FAEEARASHIcBNTTR o7,
G OFER, WTAOEBIZES, KGR SR OFREREFIREICHE SN
AR EEEEEZ DI bRl o7 (Appendix 5-1, 5-2 3 X UN5-3),

(4) {HEEY OBRE LTRSS

LM T %, BHEBE T O—BRREB L UEERNCRETDORD L2V it 2Rk
UCHEN 11 8%, HES 10 B CARRBl 2 MtA L7,

REALUTOBGIT oM, HOBEZHR L CHEEET CHRIEAYZEE L. BIEH
DIRRE S DAL 131 T—RBFES S, T8, BROFEBIVERYOBTFOH
AR, WThOAPED OAEBESERRBE Lz i, OB 2EKR0B & Lz,
REL 6 BRiCkic o TEB L, KEMIBIN, e, SFEEBITEHEE L IEBRZE
MBTELEFRICICRA LIS, MR, ERAE. PEAEBLCERERD 4 HiTEY S50
Tro BHOZRBIEMEGT 24 L& Ui, TRHIER, HEO—MRES 1 B 1 HEZE L,
HSME L URBICER U WIEE:, B0 T —FARE T CoBMmiz L Y&
I X,

(5) BB L — Y OiR]
SR, B0 s — UREERIEBET = bR TRENICHIE T TITRL, &
\AE VIR BESS IUEMES LA L. HHNCAERT L7V EER LT,
Hod oSO, EETICHERNES Y. EEMCHANBERRESE ANLE
LT, MoWMET S, —VIciidBE s, ARSI UamESLHE L7 V2R
L7,

_13_
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(6) HREREEDER
RBREL O & S HOBRYEZIILTOED Tho7x,

®E5E REE RS EWME (EES)
PABREE (mg/kg) (mg/mL) i
xR 0 0 24 (151~174)
R 10 2 24 (251~274)
FHAE 20 4 24 (351~374)
B 40 8 24 (451~474)
HNBEEOBMIZIIERYER S & AHROFTET, 0.1%Tween 80 FEM 0. 5%CMC-Na
KERDHEH]E LT,

() #BuEOHRE
) BEEORE
FICEMEESNE 28 BERERDESEERR 22 MBS EMEERR YO RICE
SWCHRELE, 28 BEAKERNBEFERR TR, NN-LRAQC-2AFALT7 =) FT =
Py 0, 7.5, 15, 308 LUA60 mg/ke/day DRET | BMEHS 6 JC o Crj:CD (SD)IGS
Ty M 28 BEIRUERNRE L, TOME. 30 ng/kg L EOTREFHEOMERICEHEL LT
FREEM I B, 60 mg/kg BETITEE | FlB X UME 7 I Lz, AEBIUEEEDRRE
25 60 mg/kg BEOMHEICH B, BEEE T, 30 ng/kg L EOBOMICIFHMOENES
DBENRR BN, BEEREERBRTIE NN-ER Q- AFA Tz W) I 7=V % 0,
8, 20 BL 50 mg/ke/day DFIE T 1 BEMEHES 12 L @ Crj:CD(SDYIGS T » MIZZZECHT 14
A, BTIE0RTESME 5T 35 AM. HETHARELSHE, ARIFRBIUWES BE
TREROERE L, TORRE, 20 ng/ke L EOR G TRER S DI, X 5T, 50mg/kg
B BB CR, HRAE, PR AR AR IS X OMERAML A 2 B Ay HE 2 1138 & O 3 IS FE T L 72, 50 mg/ke
ﬁfﬁ\%E%l@%ﬁ%ﬁﬁﬁﬁmmt$Bntommymﬁ®%KBwT%Eﬁ%®
EERZ BN, BB TIL, 50 me/ke BECHIEERE, AR, HEER I UHARE
BOABRRELAREREHAFOFELBERLA N, ZhbDI Lhb, AR T
i, BEMOKREE L IBERICEESRIET L TRIESND 40 ng/kg/day ZEARLE L.
PIFAM 2 TBRLT, 2038 X180 10 ng/kg/day ZFRE LT,
2) #&&
FREEE, Ty FOKE - BROREFEL SIHERNE TORE 25 0HE T ER
6 H2xb 19 HETIL B 1 [\, 1ER CEA (13 : 12~13: 55) (KH Y FE2ANTENIZ
BRHEORSE U, BEAE% 5nl/ke & L. FEKOREREITIRE HOEEIZESNT

_14_
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B U ROREIL b OB ENEBE SN L EL OB ERTH B DRIR L,
BHY U FEHWARAHREX. SRR BV THEARES FENMOBEICE ST AR
DS DO—RHARFETHHZEHLERLE,

(8) ##, WEBLUREER
1 —RikRaElEE
2HFcONT, BSHHEPIX1 A 2 B ESER L ORE%R) . #5HEMOMBRB IV
B A 1 EOHET, BOERS IO RREFEE L, BENHED LSS
Wi, TOERSRLRITERPEZSW - HME2H&E L, RBET T L-EiiE A%
M HB L, AR 20 BICEIRT 284 L E UBE - HkE 10% P EEE L~ Y K&
THEE - #F L.
2) HERE
2N OWT B0 B (SRRAH) RS B BXUMER6 A6 20 8 GHgE) %
ToRIEH, BEF EMRFF (GX-2000, HASHxz— - T F - F1) 2HVWTHEESR
BIEE LTz, T HIZ, MR 20 B OB OHIETFEEELZ M THEAEZEH L,
3) REBME
EHiconT, #iR3 B2 b 20 HE TOSMER OFEMENGIFR 0 B OEEHEERE L
THREEMEERD T,
METHDA LY IEIRE 6~20 B OEEHENEZEH L,
HHIR 6~20 A OEEEMNE =LK 20 BFE— Lk 6 AGE
4) EEEERIE
&%0\&6\&1&1&IS%iUWOEG%MEEK\%%Ktmfﬁ(ﬂﬂ%&1%
REHE— TUF-FTA) ZHNTEr—VOBRESBLERERZHE L, ARHEESR
ERECEL., #E 0-3, 3-6, 6-9, 9-12, 12-15, 15-18 B3 LUV 18-20 B OEHAIE H MiZD
WTEEERD 1 AN o R (g/day) ZEHLE,
5) HIRAHIBEY ORISR
2Bz ONT, R 20 B, BARZEEL, = —F AR T THRIMIC X ¥ 24 S &
Toth. EHFOBRE - BREFARHICBELE, UTOHE - 8% 10%FHEEEsL<Y
CHETCHEE - RAFLTE,
M CORRds LOVINGD . TEEMA. Mg, BB (B8, EE/ME (BH). 8% (ER),.
BB, LB, FFEE. BB (REXED). Bl (E6). R (B, 78 (EEASBIV
S, . AR GBES) BLORIBMAEBM (EFERE L ORFHED),
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6) HERERHIC I AT E B
R 20 BICR Y 2 ATFHESFICOWTREHRIFICIPREL T UOFE L5 L. ERT
HEEYSEFALMEF (ER-180A, BAESH— T F-F1) ZAVTHEELE, &
IR LOFERFICSWT, BIRERE, FRE, 26 NNCETFRERS LOECIE - 1B
WOBERE L, K - BRILZSWTE, BE EORTOBEO RWIBIZEFRKE, K
B\, BREREBSLIOECKBIRICOE L CGRE L, £FREB IO ENLL 0B EZ I 1
L. BEEFEFALIMKF (ER-180A, HKAESHT— - T F - 7A) ZHWTEICHFE
L,
BRI ERRTER, EEIIBHMORE - ML L HITERFEL
UTFoHEELEI L,
FEIRER (%) = GERETIREHED) X100
RIRAEFE (%) = (BT IREBKE) X100
IR - BRIRFRTE (%) = GECEs LU C IR EEE) X100
L = HEAETERR IR EFERIER
7 AETERE IR O EAETER
B, £ TOEFRECERICFENOMABRENN T L2 EEF L TEEAHR 21T
rot,
8) WRIERE
Do RBRE
EFREEBNCSNT, HIERBEEFICBEOARBREDFELRE L, RERTH
ORRREIE, R b S EZ =T P U AOEREREHIC L > TEEESEE, 1oL
FRRIROH 172 A NEHRE - MERER L LTI 7R TEE Lz, Y 08 172 1IN
B, ERBERAE LT 0%y /— LV TEELL,
UTFofEEaEt L,
AREFIIENBEE %) = AREFHE R BAREE) X100
HAREFEREEZFSBEOBE=ARAEZTREEZEORE HBEREK
@OWiBERE - MiRE
ERERHO, 77 VETHEHELEZBEEAICOWT, WIREEREZEEMET TRYOAE
HARE L, BERIC Wi Wilson OHAEHE Y, BEIZ oW TR OBEMEEDIE ¥
ICHELTRE L. REKTHE. 2hboRIBE2EERIICEELE,
UToEEsEH L,
HiBEEE - AR ERIEHEE (%) = (NREEE - BEETRE REmERIEED X100
NIsEE - MBEEREZF BEOME=NTHE SR ERELF M MERHE

_16_
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@FEHRE

EREHO 0% /) —VTHEE LILBRESEIZ>NT, 7V F I by FSBIOT
NUT L IN—TCF B T ERAEREL, 80% 2 ) Y CAKRBICEE L CEHERIES
FAER U, THeOERY, REBEHEET THEHAFNL. ZEBLUVEBFOEELR
LTz, MEAERTE, FRELATZESICRF L,

UToOEZEEEH LT,

CE TR (FRMEHEGR, RoHEME(R. JEHEMEMS. LRMEHEIR, MBS, FFESITHE
HOLEED

ERERBRHEAR (%) = (FRERERREEBERELR) X100

BHEFRELER (%) = (BHEEF R BRERKED X100
BRERBREZFSEORE=FREERE2FH BEE BRERE

FRETREZHR OMOBE=8RETRELH EE THEREK

5. HiEHEREE

BEWMOEE, MERE, FEENE, BHE HETEEE. MREFR. B £F
BeIREK, BT - BIRS, HHENAEFRERE, BBREES IOBETEZ SDVWTE, 7
Bartlett DFSBHRE LT R -7 (FEAKEL%), TOFR, EHOSBBELVGEIL,
—AERESESTEE AW CHMOFTEEDHELRA (FEKE 10%), HRICHFEENR
D HNDHEVL, Dunnett OREEHEEFRWTREH LNBBEOMOFTEEZ AT LT (FEK
HES%BLNIN). —F. FEHOSEAE L WG SIE. Kruskal Wallis QIR EEE
FAWTHBMOBEZOREELF~ (BEKE 10%), HEICEEENRD LN DIBEIL.
Mann—Whitney D URFEEZRAWCTREH L XABHEOMOFEEELZWE L (FEKESS%B L
W 1%), MEHEMEFREEE, BRERBIMELEEITEIL, | BOTHELEARME LT
MER U7z, DL EOFEH I & DL S VEN R A5 BRZE L 7o SUaHIEST o A7 b 2 VTS
Lz,

EBRFE, BEREFER, B BRFECER, £FREOHEBIUCRBELIZERZADIRIA
OHBRIT, 1 EEPEARBA L LT, Wilcoxon DB R EEL AW TERER L SHEEORD
BEEZHELE HEKENRBLT1%), ZhoOFFHAEIL SAS VAT 5 (A&
SAS A VAT 4 Fa— b)) BEHLE,

RAEBLUOERDOHLNIRIEEZFF OB OB DWW TIL, Fisher DIEEMHERBREEZ AV
fo (BEKRESNBIC %), FatlHBiZSAS VA7 AxEM LK,
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1. BEMICHT 558
(1) —fREER L USELT (Table ! 33X U0 2; INDIVIDUAL DATA 1-1~1-4)

BERRATO—IRIREBBE T, WThoBc b REITBRES L 2o T,

SR O BB O - FIRERE T, STBRHEBIW 10 mg/ke #TIRHBERETLETH 2
AR BN DB THhoT, 20 B LT 40 meg/ke BETIE, TAFh 12 BL U 24 flic, #E5#
10 4355 50 Ay OREIICHEENEE L, WV TEREFHOBRTHRENETH, 1 BIU 1L HIILERE
ST, 40 mg/ke HTIRZ DIz, BERME Q). HREE CH) BIUHRE 246) DER
PERIL, 45 (EhE S 451, 463, 468 B L U471) MIREHE 0 HLAICEE LE (£ Eh
AR 8, 8, 19 BLTNT7 A, £ETFELEBPH TR, ZhbDERIIBEE 10 o0 b 2 BREK%IC
EiE Lz, TOMOERE LT, 40 mg/keg BT, WRELA 2 H, FhRIE DR EFGRN 4 5
BIUMED 2 7 b, 20 mg/ke BT, FR¥ER 2 B, SHRE P ABHEEGRD 1 flE L
UREDR 3 fI4 b, BEROFRLCIIRO bhilhol,

(2) {5& (Figure 1; Table 3; INDIVIDUAL DATA 2-1~2-4)

B EEER X URMIEREIZIE. 10 ng/keg BETIIRBRE L E L THEERERAZ R
Teroto, 20 mg/kg BT, IR 20 B (BItH) OFECHEREERZ OGN, 40 ng/ke
BT, @RS H (®E5 3 H) LK 2 H (HifH) =TORERSLUHEAEICHEREE
B,

(3) {AEHEINE (Table 4; INDIVIDUAL DATA 3-1~~3-4)

BEH O PR EEMEITIT, 10 mg/keg BETIIHE L B L TRERET A bR 2T,
20 mg/kg BETIX, IR 0-10 B2 6 UNC 0-12 A LAME 0-20 B £ COTRTOENRFEIEDNS
7. 40 mg/kg BETIL, IR 0-7 BB EHR 0-20 B £ TRESHZ2E U CHRERKBENS AR
7zo 20 8 X TR 40 mg/kg B TIL, RESHEH Rk 6-20 B) OEEEMEPFEREETSH-
7.

(4) $EfEE (Figure 2; Table 5; INDIVIDUAL DATA 4-1~4-4)
BB OFHBEERICIE, 10 BLT 20 mg/kg BETIHHBRHEEBR L THERERA2LNR
Moo, 40 mg/kg HTIX. RESMTOEIE6-9 B, 9-12 B, 12-15 H, 15-18 AR L' 18-20
BICEERMEERL LN,
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(5) #HRFTR (Table 6; INDIVIDUAL DATA 5-1~5-4)

FEH% 20 AICEM L 3@ OB ik, R CTHRSALA 1 H, BEN 241, 10 BIW
20 mg/kg BT, BEDE 1 F1, 40 me/ke BFT, BLED 2 #l, MIROZHRED 2 fl, FREH 1
piEEIh,

(6)‘gﬁgiisJ:(ﬁ€1E§Pﬂ%§0)ﬁ%%§ﬁ§§% (Table 1, 33X TF7; INDIVIDUAL DATA 2-1~2-4 B XX

6-1~6-4)

RR DS LA 24 EOMOSPIIHENHER I, ZhbOIE LD, 40 mg/keg
HTHRPET L-ERIR 28I EFRENF LN,

EIRTEERTIE, 40 ng/kg HTHEREEIH LN/, BRFEIZ, 10 ng/kg FHETHER
EEAR BN, IHREEAE LUFRKICE, WThoERYERSHICBWTHXREE L
ORNCERERZBT A bhiehoT,

2. BRICHT HEE
(1) FECHE - BBIR%, IR - BRIRZET R, EFRIEEB L UBIE4TESE (Table 7; INDIVIDUAL DATA
6~1~6-4)

FETAE - BRIREK, iE - BRIRSET R, £FREFBLIUCRIEEFTERIC, 10 BLU 20 ng/keg B
T BE LB L CEERERA BN o, 0 me/ke BETIIFHTIE « IR (HEEM
BLUEE) BLUE - RERCRICHFERSES., £FREEBLUCREEFRCFERE
EAH BRI,

(2) i, BRRGER XU ER (Table 7; INDIVIDUAL DATA 6-1~6-4)

BRIROMERIZIE, TRTOERHEREHICBVW THEREREERA N, WHEOBIREE
BIUMBEERICI. 10 BL020 ng/keg HETIHIRRE LR L THFERERAZ ORI T2
25, 40 mg/kg BTV TR b FEREMEREL B,

(3) #FBECRITBPTR (Table 8; INDIVIDUAL DATA 7-1~7-4)
EFREOARBETIL.20 BX T 40 mg/kg BHEIZBW T ERA TN TN 8B LU 3L #] (B
BONFREHRBHAEILEH ULHETE 2. 17% B8 X0 14. 38%) . ERVNZAFHR 7B X
10 B (1.84% B LT 4.37%) BEIh, BB LCERRKREOHBER I UBROHEEL,
40 mg/kg BB THBROEL LB L TERREMB TH o7, 20 ng/keg BETH., FEFH
WEEBRZIXH DNV, BEMEMER UL, 40ng/kg HETIEI DD, AREFRKEOKR
HARLZLOWBEORFEELAELRREME ThHol, FoOMIZ, OEHN 10 mg/kg #T 1 #
(0.28%) BEEINEN, ZORFORREERS S VIIEOCHEEIZIL, sREOCHES L
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THEREZRIRD N Ao T,

(4) PBERTE - MR EICBIT DETR (Table 9; INDIVIDUAL DATA 8-1~8-4)

PESEEE - MR E & LT, /NRERDH BBEER LR 20 me/keg BETENER 1 #1 (0.60%3%
TN 0.52%) , RUBMRILEN BT 161 (0.60%), FEHTEA4S 40 mg/kg BT 1 4
(0.83%) BEENT, LiarL, H#RPERSFHIIBI 2 L LONERE - MEARTORIE
HEREEH L NEEOBEEICE, Wb BEOHE L L L THEREIRD b1,

RN E - ABERIL. NP BT A TCORBRCBEI N, ZoRE L RINF% (8
EONMAE - AREERTHEENGEH UAHYEY) X, WRSHAREARTRE, 10, 20
BLU40ng/kg HETENFI, 13 (7.52%) . 8 (4.63%). 12 (6.87%) BL V17 6] (14.80%) .
ERAEERAZh 2, 1 (0.690%), 1 (0.60%). 1 (0.60%) BLU 24l (1.63%), B&RIKL
EAKREB L N0 ng/kg HETENER, 2 (1.22%) BLU2H (1.35%) ThH-ok, L
L. BBWERSHICBIT 2 2 b ONHHEE - HBRERORIEMNBEL D WITEOHEEIZI.
WTNbMRBOEL LR L CHFERBBD N RN 272,

(5) BRIREICEBITAHATR (Table 10 B LU 11; INDIVIDUAL DATA 9-1~9-4, 10-1~10-4

BLO11-1~11-4)

BHREZE LT, 20 BLU40 mg/kg BEIZRBWT, BHEOKIE, BAEIIMMBEENEN
FheBLU 100 HEOCRFBEFTRALBEENCEH LZHFY 4. 17%3 LT 8.56%) .
FEEEORBELITEENFNENS B LIS F] (2.60%B LT 16.02%) BESH, BHKE
HOBREHBEBS I UOEOSEEIX. 0ng/kg BICBOTHEBH B L TEERBBE ThH- =,
20 mg/kg BETH ., FEAFMNICAERRETL LRV, BEBEMEZTR Lz, 40 mg/kg BT,
ELIEHFREEIEPEE L IEEEOBAED 2 Fl (1.55%). PFHFOXBEZITEE 4 61
(3.38%) . BEBIUHFEOERE? 1H (1.25%) BEIN, PFFORBELIIRAORE
HERBIUEOHEESEEREE Th o/, Z07H, 20 BE T 40 ng/kg BETIE, BHBR
ERBORERRICEELRGESZ LI, 40ng/kg ETITEOIL, BORBELAEREMET
bol-, FOME LT, MWHEHEEEESEEDS, 20 B XU 40 mg/kg B TENFN 11 (0.60%
PBLT0.83%)  HHEHES BTS2 10,20 B8 L N 40 ng/kg BETENFN 1 (0. 46%.0.69%
BXTN1.25%). IREBASNSRET 140 (0.60%) BEINLN, ZThbOBREZEOR
RERES DWIFEOMEEIL RO HESH L dBBOBICEFELEZIRD oo T,

BHAERIT, HBREZXSOTTORRE CHEShL, FOBEBEAR BEORE
FRREHIEENSEMN ULEFY) 11, SRRV SR REE. 10, 20 35K U 40 mg/kg B
TEAFI, 9 (4.94%), 12 (6.73%). 14 (8.06%) BI U441 (2.89%) . KMEHEfAAR(CE
M PREE. 10 BL U0 mg/keg BETENFI, 1 (0.60%), 1 (0.83%) LU 14 (0.83%).
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IEHESL DZE BN BREE R X (M 40 mg/kg BETENE N, 1] (0.60%) B LU 2 4] (1.43%). §@
HEMES (LA 0 BEDS 10 B LT 20 me/ke BETENEIL, 2 (0.93%) BIT LA (0.60%). I
WEEDS 10 BIT 20 mg/kg FETENZIL L (0. 60%38 LT0.52%) . Mg oHEiDEED 20
BLT40 meg/kg HTENTILL B (0. 60%IB LT 1. 25%) THolo, FOMIT, 10 mng/ke £
CHIHEHER LSRRI 1 4] (0.52%). 40 mg/kg BETE 13 WEOENN 2 81 (1. 43%).
IEHEDALHE DS 2 81 (1. 43%) B L UM SE OIS 141 (0.83%) BEShr, LaL.
INLOBKRERORIENERESL SWVIEOEEICIY, HRYEHREHE L SREFOMICEER
A EC RO R Y (RA il

FRIRDOHEEHE, MELSE., TRFEBIUVPREOMBHDFEHICIZ, 10 BLT 20 ng/ks
B ORI L B L THEZERED b o7, 40 mg/kg BT, MUERHEHEMR, BB HE.
PEERBICHREOLERICHEERBER AN,
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=

Bt

NN-ERQ-AFNT 2oV T T DTy MIHT IR - BRBRARSOFTELZRFTS
T DI EEHRBREER L, NN-FRAQ-AFA Tz I 7 =050 GIERED. 10,
20 B XU 40 mg/kg/day OFIRET, 1HEHTCY 24 ILORREFBO I Crj:CD (SD) IGSHET » MiT
k6 B»H 19 BETHY 7T 2HAVWTREA®RE L, ik 20 ROBEMOTIRFC, BEZ
FEIPORHMHL T, AR, s - A LU BiEREL ER L7,

BEMIC T BRI ER S ORI, 20 BL TN 40 ng/kg HICBWTEH b, BRER
ELTEER 10 4355 50 S ORICENED . 20 mg/ke BECITEFIZ, 40 mg/kg HETIIEHIT
BHEL, BV TEREIOETIEZNRTN 1 BLU L fIICBRENT, 40 ng/kg BETIEE BT,
- REBAGT. FRIRAR G I N HIRRR OISR, 24 B 4 FIM R B 30 S BAICHET L, 20 mg/kg
BT, BEWORCEARD LN o7, EFLEEW TR, ZhoDERIXBLE 10 42
O 2 RfRICENE L, ZoMmoER & LT, FMEEE i3 RE 0 AR EEREIEFAL b,
ThBOERIIVTA L, RICER S hs 28 BRARKERARSEERR 225 I EA EEEE
HBRIICBWTEHEIRAEBO LR L Tholk, BRFECHZELINLOREYOFB T,
BB S EET D EEbhAETEEI NP,

BEYOEERL LOEEEMETIE, RELMEZE LT 208X T40 ng/ke B TAERICIEEL
THEREERRBD b, 40 ng/kg BFECIL. IR 20 BOREAELFREIC KN/, BilE
W2V THE, 40 mg/kg HIZHBWT, EHEZH L THFERKES A BN,

WEIR 20 H OFIRIFICRIT DR & FERNEOKRE T, 40 ng/kg BTV TOLKRMER
B BRT S L ELONARENED b, HEFFEERICEEREESA LI, IE - BRE
CROEMEBEEAEDEFLEE LT E B X b, FRFEID, 10mg/ke B THELEE
BHBTAR, AEFEEERR2VWI L L, BETHDI ZLMOEEFNICERORNWELEEX
b,

IR - BRIRIC 6T 2B E B 5 OREIL, 20 B LM 40 ng/kg HICBWTRD Bz, SETIE -
B T OUE - BRIRFELCFIZ, 20 mg/kg HETIIBRITA BRI >3, 40 mg/ke BT
THERIEMARO b, 0ng/kg TR E O, EFREEB LI UCBELATFRCEFEREE
BH T, BRIROMERE, T TORRMEREHIIBWTARREER AL, LiL,
FOfE (FFh 0.487, 0.457 B LU0, 456) IXMRABME TiBZ% 6 EMICER L RBROE R
F—4 (§6FF 0.429~0.521) OHEHNICHAZ L b, MERICBT S (0.562) BEHETH
ST Z LI LAEHTHY, BHEFHICEROLRWENLEE LN, BEAEBSIOBEES
WZEE, 40 mg/kg BB W TWTNIC O AEREMELI BT,
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EFEREOARBETIE, BHEBIVEERCKEENBRER I UREOHEES 20 35T 40 mg/ke
BFICBWTHEIEGFLTENL, Ong/kg HETIHHRBEL R L TEEREHETH-, 2O
REOHBEIIARBETIIES TRV (SEBRER TEE 6 FRCEBLE 13 ABROTERT —
FTITHBRLTWRY) ZEhh, ZORREBRYERSCHET L LE LN, FOMO
AREE T, BFEED 10 ng/kg BT 1 FIBRSNIZ0LTHY | HBYEE S L OEERD
mWEEZ LR,

NERSRE - ASRE T, £2F & LT DB RRER LT 20 ng/kg BETHFRF 1 .
IR SEFLEA T BB T 1), HE TS 40 ng/kg BET 1 FEER IS, WTFhORE S
B—0RETHD, TOHSBRE CHBRYEESHLNBHEOMIAEERZRA LN &0
L., PP ERE L OBENEIZ W EBZ DR,

WNEBEEE - EEER L LT, MRSETEY, BRIGER JUOEAIBESIRS £ ABRE CRR S
i, WThOEROHBEES VTN L ORHBBEEIC G HBRYERER L REOMIC
HERERL LAY, WBMEES L OBERIIZNEZFZ BN,

BEREL LT, BHEORE, BeEMIBER & 5 CICEMEORBEITREORIEMN
HBERBIOBEOEER, 20 B8L040 ng/kg BICBWTHEIZEEFELTEM L, 40 mg/kg BTl
PGB L CABRREETH -, 0ng/ke HTIL, ELIPFEFERIPRE LEBEHED
E, FREEORBEAEE T HIIEETBLIUHROEEY 1~4 FlicB8ani-, Zhbo
BHEBIUBEEEOREIL AREFEL LIEONHTRZEMITIZFRATHY . #HRBEERS
WERTAEEEL N, 20 BIT 40 ng/kg BETIE, BRETRECRUBARIEERS
ERZ50, 40mg/kg HETIIE LI, HOBEELVTEREE Ch T, TOMDEERER T
MIHEME (R B oo B, SHEMESEBERASVNEAINES, ThAODORFOHBEEEICIIHBRYE
BEELGBRBEOMICEERERALNT, #BRBERS - OBFEES W EBZ LN,

BRERICOVTIR, EBRANE. BHEEEREE. BESSOLBESHREL ST
TORBE CTHERINZE, WIhOEROHBRBEE D 2 WIEEA L ORNBMEIC b RBME
BERF E BB ORICARERETA LT, BRYEES &L OBEEERRW LB LT,

IR DI BEEITEICBE LTk, 10 8L 20 ng/kg BETIHRE LW TROB BRI L
MR L THEERERA LN -T2, 0ng/kg BETIE, IIRHEMEIR, MBS, d=E
BLUOHREOEHICERREERI DA, BEAKECIRELEE LB ML ZE L NI,

PLEDOFRERENS . AHBREETICBIANN-LAQ-AFAT 2= T 720D Ty bD
BEW R L UM RICHT 2 EEERIL, 10 ng/ke/day TH Y, —J5, 20 BLU40 ng/keg/day O
AEISEIo L THBELREEZE L, BRESLTERINES I VEORELFR T LHET
bHoHEEZILND, E6IT, 10ng/kg/day DA EIEI B OIETH L TIE « fRIEDZE TR 210
SEHLHETHBEBZLAD,
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BN

1) 0. 1w/v%Tween80 M 0. 5w/v% B AR FIAF AL a—RF U 7 ABET N, N-EA (8-

2)

3)

4)

5)

AFNT 2=y FT =V DE—EBLIUOZEEAR RRBEE AL T T77— 4
FARZ b Y—A, 2003 £

L3 ERQ-AFATz=A) I T =P0D7 v Ve AvD 28 BREKERADREHEERR
(2004) ABAZET fh. (EFEMEREMERBRBE 11 @ 126-138, (LFEWH ABHEEERDESR.
L3EFRQ-AFNT == T7=007 v N AV aROKRSH 5 EEFERER (2004)
AFEA . CFEDESERBREE 11 : 139-145, (L FHH RS ER SRS

Wilson J.G. (1965) Methods for administering agents and detecting malformations in
experimental animals. In: Wilson J.G. and Warkany J., editors. Teratology, Principles
and Techniques, pp. 262-277, The University of Chicago Press, Chicago and London.
Nishimura K. {(1974) A microdissection method for detecting thoracic visceral

malformations in mouse and rat fetuses. Cong. Anom., 14: 23—40.
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Teratogenicity study in rats with N,N’-bis(2-methylphenyl)guanidine (Study no. vSR04223)

Figures
1 Body weights of maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the
teratogenicity study (SR04223)
2 Food consumption of maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the
teratogenicity study (SR04223)
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Body weight (g)

450 W
—o— Control
— 8 — N,N’-bis(2-methylphenyl)guanidine 10 mg/kg
400 - - - & - - N,N’-bis(2-methylphenyl)guanidine 20 mg/kg 2 . 'i
— -0 - N,N’-bis(2-methylphenyl)guanidine 40 mg/kg 5 .8
350
300
250
T Dosing period
I ) L] L) ] ] ] ) L] L) ] 1 ] L) | ] |
0 3 6 7 8§ 9 10 11 12 13 14 15 16 17 18 19 20
Gestation day

Figure 1 Body weights of maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine
in the teratogenicity study (SR04223)

*; Significantly different from the control at p=0.05.
**; Significantly different from the control at p=0.01.
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Food consumption (g/day)

35 -
—o— Control
—8— N,N’-bis(2-methylphenyl)guanidine 10 mg/kg
- - & - - N,N’-bis(2-methylphenyl)guanidine 20 mg/kg
30 - — 0= - N,N’-bis(2-methylphenyl)guanidine 40 mg/kg

Dosing period

0-3 3-6 6-9 9-12 12-15 15-18
Gestation days

Figure 2 Food consumption of maternal rats treated orally with N,N’-bis(2-methylphenyl)
guanidine in the teratogenicity study (SR04223)

*%; Sjgnificantly different from the control at p=0.01.
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Teratogenicity study in rats with N,N’-bis(2-methylphenyl)guanidine (Study no. SR04223)

Tables

1

10

Experimental design, and summary of survival and pregnancy status in maternal rats treated orally
with N,N’-bis(Z-methylphenyl)guanidine in the teratogenicity study (SR04223)

General appearance in maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the
teratogenicity study (SR04223)

Body weights and gravid uterine weights of maternal rats treated orally with
N,N’-bis(2-methylphenyl)guanidine in the teratogenicity study (SR04223)

Body weight gains of maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the
teratogenicity study (SR04223)

Food consumption of maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the
teratogenicity study (SR04223)

Autopsy findings in maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the
teratogenicity study (SR04223)

Observations at term of pregnancy of maternal rats treated orally with N,N’-bis(2-methyliphenyl)
guanidine in the teratogenicity study (SR04223)

Incidences of fetal external anomalies in the teratogenicity study in rats with N,N’-bis
(2-methylphenyl)guanidine (SR04223)

Incidences of fetal visceral anomalies in the teratogenicity study in rats with
N,N’-bis(2-methylphenyl)guanidine (SR04223)

Incidences of fetal skeletal anomalies and variations in the teratogenicity study in rats with
N,N’-bis(2-methylphenyl)gnanidine (SR04223)

Fetal skeletal development in the teratogenicity study in rats with
N,N’-bis(2-methylphenyl)guanidine (SR04223)
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Table 1 Experimental design, and summary of survival and pregnancy status in maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the

teratogenicity study (SR04223)

Concentration of Number of Number of dead or euthanized Number of surviving

N,N-bis(2-methylphenyl)  Volume mated females® animals during the study animals at autopsy’
Group guanidine® (mg/mL) (mL/kg) (Animal number) Pregnant Non-pregnant  Pregnant Non-pregnant
Control® 0 5 24 (151-174) 0 0 24 0
N,N’-bis(2-methy!phenyl) 2 5 24 (251-274) 0 0 24 0
guanidine 10 mg/kg
N,N’-bis(2-methylphenyl) 4 5 24 (351-374) 0 ] 24 0
guanidine 20 mg/kg
N,N’-bis(2-methylphenyl} 8 5 24 (451-474) 4° 0 20 0

guanidine 40 mg/kg

a: N,N’-bis(2-methylphenyl)guanidine was suspended in 0.5% aqueous sodium carboxymethylcellulose with 0.1% tween 80.
b: N,N’-bis(2-methylphenyl)guanidine was orally administered to Crj:CD(SD)IGS female rats once a day on days 6 through 19 of gestation.

¢: Animals were autopsied on day 20 of gestation.

d: Control females only received 0.5% aqueous sodium carboxymethylcellulose with 0.1% tween 80.
e: Deaths after dosing were observed in 1, 2 and 1 animals on day 7, 8 and 19 of gestation, respectively.
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Table 2 General appearance in maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the teratogenicity study (SR(4223)

Dosing period®
Gestation days 0-5 Gestation days 6-20
N,N’-bis(2-methylphenyl)guanidine (mg/kg) N,N’-bis(2-methylphenyl)guanidine (mg/kg)

Item Control 10 20 40 Control 10 20 40
Number of animals examined 24 24 24 24 24 24 24 24
Number of animals with abnormal findings 0 j 0 0 2 2 16 24
Findings®

Alopecia 0 0 0 0 2 2 3 2

Bradypnea 0 0 0 0 0 0 o 2

Decrease in locomotor activity 0 0 0 0 0 0 1 11

Mydriasis 0 0 0 0 0 0 12 24

Prone position 0 0 0 0 0 0 0 3

Salivation 0 0 0 0 0 0 2 2

Soil of perigenital fur 0 0 0 0 0 0 1 4

Tremor 0 0 0 0 0 0 0 2

Died in 30 minutes after dosing 0 0 0 0 0 0 0 4

a: Includes the day of autopsy (gestation day 20; not dosed).
b: Values represent the nwmber of animals with abnormal findings.
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Table 3 Body weights and gravid uterine weights of maternal rats treated orally with N,N’-bis(2-methylphenyljguanidine in the teratogenicity study (SR04223)

Gravid Adjusted
Number Dosing period uterine body
of Body weight {g) on gestation day weight weight
Group animals 0 3 6 7 8 9 i0 11 12 13 14 15 16 17 18 19 20 ® ®
Control 24 Mean 255.9 2776 2958 2991 303.8 308.7 3154 3217 3275 3332 3378 3462 3557 3701 3872 4035 4228 79.1 3436
S.D. 134 139 158 156 16.1 15.5 16.4 17.5 174 18.3 19.6 192 201 20.5 215 22.5 24.6 10.1 19.4
N,N’-bis(2-methylphenyl) 24 Mean 2559 278.0 2947 2987 3020 3082 3128 3193 3255 3329 3368 3439 3540 3680 3850 4014 4205 778 3427
guanidine 10 mg/kg S.D. 131 118 125 141 146 14.6 15.0 15.0 16.6 17.6 17.7 18.6 199 214 222 237 25.1 10.9 20.1
N,N*-bis(2-methylphenyl) 24 Mean 255.8 2781 2961 2990 3008 3035 3077 3143 3171 3220 3275 3333 3423 3569 373.0 3877 4041* 716 3325
guanidine 20 mg/kg S.D. 135 148 174 167 182 18.1 19.1 20.5 202 21.1 239 250 242 257 271 28.3 29.5 14.8 231
23 20 @n @D (21) (21) 21) 20 @y @n 2D @n (20) (20} (20)
N,N’-bis(2-methylphenyl) 24 Mean 2559 2773 2953 2889 285.4 #*288.6 **293.4 **208.0 ** 303.6 ** 309.7 #* 313.3 ** 3]7.8 **+323.0 ** 334.3 ** 3452 ** 356,7 ** 365.0 ** 59.5 ** 305.5 **
guanidine 40 mg/kg S.D. 134 13.4 14.3 13.8 14.9 124 14.0 16.1 14.5 15.5 16.6 17.0 19.1

19.9

19.9

21.6

25.8

9.5

213

Values in parentheses represent the number of animals determined.

*: Significantly different from the control at p=0.05 by Dunnett’s test.
**; Significantly different from the control at p=0.01 by Dunnett's test.
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Table 4 Body weight gains of maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the teratogenicity study (SR04223)

Number Dosing period
of Body weight gain (g) on gestation days
Group animals 0-3 0-6 0-7 0-8 0-9 0-10  0-11 0-12  0-13 0-14 0-15 0-16 0-17 0-18 0-19 0-20 6-20
Control 24 Mean 21.7 39.8 43.2 47.9 52.8 59.5 05.8 71.6 713 81.8 90.3 99.8 i14.2 1313 147.5 166.8 127.0
S.D. 6.0 8.0 8.7 79 8.5 8.8 10.0 11.0 11.7 12.0 11.6 12.4 132 14.2 14.9 17.2 13.7
N,N’-bis(2-methylphenyl) 24 Mean 22.1 38.8 42.8 46.1 52.3 56.9 63.4 69.6 77.0 81.0 88.0 98.1 112.2 129.1 145.5 164.6 125.8
guanidine 10 mg/kg S.D. 5.8 1.9 9.6 i0.0 10.2 11.2 11.3 12.6 14.0 13.6 15.0 15.6 17.4 18.6 199 20.6 15.7
N,N’-bis(2-methylphenyl) 24 Mean 223 403 43.2 45.0 477 51.9* 584 613 ** 662 * TI7* T75% 865** 101.0* 117.1 * [31.8*% 1483 ** 108.0 **
guanidine 20 mg/kg S.D. 3.8 7.9 1.6 9.4 10.2 10.9 12.3 12.8 13.6 16.6 17.2 17.5 18.7 20.5 222 23.7 18.4
23 an 21 (21) 21 21 2n 21 @n 21 @2n @2n 0 20)
N,N’-bis(2-methylphenyl) 24 Mean 214 394  33.0°%F 302% 32,6 %% 374 %% 42.0%r 47.5%% 537%% 572 G1.BH* 67.0%F 783 *+ 802 ** 100.6 ** 108.9 ** 70.6 **
guanidine 40 mg/kg S.D. 4.6 1.5 8.6 9.1 9.3 2.8 11.1 10.3 11.8 13.3 12.0 16.2 15.7 17.6

15.1

213 203

Values in parentheses represent the number of animals determined.
*: Significantly different from the control at p=0.05 by Dunnett’s test.
*#: Significantly different from the control at p=0.01 by Dunneit’s test.
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Table 5 Food consumption of maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the teratogenicity study (SR04223)

Number Dosing period
of Food consumption (g/day) on gestation days
Group animals 0-3 3-6 6-9 9-12 12-15 15-18 18-20
Control 24 Mean 210 24.7 250 259 25.9 273 28.1
S.D. 2.0 2.2 2.1 2.5 2.7 1.9 2.7
N,N’-bis(2-methylphenyl) 24 Mean 21.5 24.8 254 26.4 26.6 217 28.6
guanidine 10 mg/kg S.D. 1.9 1.6 2.3 2.6 2.7 2.8 3.0
N,N’-bis(2-methylphenyl) 24 Mean 214 25.1 23.6 24.1 24.3 257 26.2
guanidine 20 mg/kg S.D. 1.9 24 3.0 3.1 32 24 2.5
@1) (21) @n 21D (20)
N,N’-bis(2-methylphenyl) 24 Mean 214 24.8 17.7 % 205 % 214 % 2] 5%+ D17 **
guanidine 40 mg/kg 5.D. 2.0 2.6 2.6 2.9 2.8 29 4.0

Values in parentheses represent the number of animals determined. -

**: Significantly different from the control at p=0.01 by Dunnett’s test.
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Table 6 Autopsy findings in maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the teratogenicity study (SR04223)

N,N’-bis(2-methylphenyl)guanidine (mg/kg)

Item Control 10 20 40
Number of animals examined 24 24 24 24
Number of animals with abnormal findings 3 1 1 5

<Animals found dead during the study>
Number of animals examined ' 0 0 0 4
Number of animals with abnormal findings - - - 0

<Animals euthanized on day 20 of gestation>

Number of animals examined 24 24 24 20
Number of animals with abnormal findings 3 1 1 5
Findings®

General: Situs inversus viscerum
Skin: Alopecia

Thymus: Atrophy

Kidney: Cystic kidney

(=R =
=R
oo =
i

a: Values represent the number of animals with abnormal findings.
-: Not applicable.
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Table 7 Observations at term of pregnancy of maternal rats treated orally with N,N’-bis(2-methylphenyl)guanidine in the teratogenicity study (SR04223)

Number Number Number Implan-

of of of tation  Dead or resorbed embryos and fetuses Number Viability Live fetuses Placental

pregnant corpora  implan- index  Early Late Incidence oflive indexof  Sex Body weight (g)°  weight
Group animals lutea tations  (%)” staggb stage® Total (%)'i fetuses fetuses (%)° ratio’  Male Female (g)h
Control 24 Mean 15.7 15.3 97.6 0.5 0.0 0.5 33 14.8 96.5 0.562 3.638 3.423 0.475

S.D. 2.1 1.9 34 0.6 0.0 0.6 3.9 1.9 39 0.112 0.167 0.164 0.035

N,N’-bis(2-methylphenyl) 24  Mean 1438 147  991*% 04 0.0 0.5 3.4 142 966  0487% 3722 3529  0.468
guanidine 10 mg/kg S.D. 1.6 1.8 33 0.7 0.2 0.7 5.0 2.1 5.0 0.143 0.182 0.250 0.035
N,N’-bis(2-methylphenyl) 24  Mean  14.9 142 945 0.5 0.0 0.5 48 13.7 952  0457™ 3586 3409  0.500
guanidine 20 mg/kg S.D. 1.9 2.7 124 0.7 0.0 0.7 10.5 29 10.5 0.113 0.237 0.183 0.162
N,N’-bis(2-methylphenyl) 20  Mean  15.3 152 99.1 25% 02 26% 164" 126 836" 0456™ 3.187% 3.035% 0401
guanidine 40 mg/kg S5.D. 1.5 1.4 22 235 0.5 2.5 14.4 1.9 14.4 0.115 0313 0.260 0.044

a: (Number of implantations/number of corpora lutea) x 100.

b: Includes implantation sites and placental remnant.

¢: Includes macerated fetuses and dead term fetuses.

d: (Number of dead or resorbed embryos and fetuses/number of implantations) x 100.
e; (Number of live fetuses/number of implantations) x 100.

f: Number of live male fetuses/number of live fetuses.

a, d, e, f, g and h: The litter is the unit evaluated.

# Significantly different from the control at p=0.05 by Wilcoxon rank-sum test.
4, Significantly different from the control at p=0.01 by Wilcoxon rank-sum test.
%5, Si gnificantly different from the control at p=0.01 by Mann-Whitney U/-test.
**: Significantly different from the control at p=0.01 by Dunnett’s test.
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Table 8 Incidences of fetal external anomalies in the teratogenicity study in rats with N,N’-bis(2-methylphenyi)guanidine (SR04223)

N,N’-bis(2-methylphenyl)guanidine (mg/kg)

Item Control 10 20 40

Number of litters examined 24 24 24 20

Number of fetuses examined 354 341 328 251

Number of fetuses with anomalies (%) 0( 0.00)[ 0/24] 1( 028)[ 1/24] 12 ( 3.21)[ 3/24] 33 (1518 ** [ 11720 1
Cleft palate 0( 0.00)[ 0/24] 10 028)[ 1/24] 0( C00)[ 0/24] 0(C 000)Y [ 0/20]
Brachydactyly 0( 0.00)[ 0/24] 0( 0.00)[ 0/24] 8( 217)[ 3/24] 31 (1438 )y [11/20 ]”‘g
Short tail 0( 0.00)[ 0/24] 0( 0.00)[ 0/24] 7¢ 1.84)[ 2/24] 10 ( 437 y¥* | 7/20]##

Values in parentheses represent the means of incidences of fetal external anomalies (the litter is the unit evaluated).

Values in square brackefs represent incidences of litters with fetal external anomalies.
*¥: Significantly diffetent from the control at p=0.01 by Wilcoxon rank-sum test.
#. Significantly different from the control at p=0.01 by Fisher’s exact probability test.
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Table 9 Incidences of fetal visceral anomalies and variations in the teratogenicity study in rats with N,N’-bis(2-methylphenyl)guanidine (SR04223)

N,N’-bis(2-rmethylphenyl)guanidine (mg/kg)

Item Control 10 20 40

Number of litters examined 24 24 24 20

Number of fetuses examined 170 165 158 121

Number of fetuses with anomalies (%) 1( 060)[ 1/724] 0f 000)[ 0/24] 1{ 052)][ 1/24] 1( 083)[ 1/20]
Microphthalmia 1¢ 060)[ 1/24] 0( 000)[ 0/24] 1( 052 1/24] 0( 000)[ C/20]
Dilatation of lateral ventricle 1¢ 060)[ 1/24] 0(C 000)[ 0/24] 0( 000)[ 0/24] 0( 000)[ 0/20]
Undescended testis 0( 0.00)[ 0/24] 0( 000)] 0/24] 0( 000)[ 0/24] 1( 083)[1/20]

Number of fetuses with variations (%) 16 ( 9.42)[10/24 ] 11 { 658)[ 9/24] 13( 747)[ 7/24] 19 (1642 3[12/20]
Thymic remnant in neck 13( 7.52)[10/24 ] 8( 4863)[ 7/24] 12( 687)[ 7/24] 17 (1480 ) [11/20]
Dilatation of renal pelvis 2( 122)[ 2/24] 2( 135)[ 2/24] 0( 000)[ 0/24] 0( 0,001 0/20]
Left umbilical artery 1¢ 069)[ 1/24] 1{ 060)[ 1/24) 1{ 060)f 1/24] 2( 163)[ 27201}

Values in parentheses represent the means of incidences of fetal visceral anomalies or variations (the litter is the unit evaluated).
Values in square brackets represent incidences of litters with fetal visceral anomalies or variations.
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Table 10 Incidences of fetal skeletal anomalies and variations in the teratogenicity study in rats with N,N’-bis(2-methylphenyl)guanidine (SR04223)

N,N’-bis(2-methylphenyl)guanidine (mg/kg)

Hem Control 10 20 40

Number of litters examined 24 24 24 20

Number of fetuses examined 184 176 170 130

Number of fetuses with anomalies (%) 1¢ 060)01/24 3  1( 046)[ 1724 ] 13( 7.02)[ 6/24 ] 26 (2287 ¥*[12/20 1%
Split cartilage of thoracic centrum 0( 000)7 0/24 ] 0(¢ 000)[ 0/24] 1( 060y [ 1/24 ] 1( 08) [1/20]
Fused cartilage of cervical vertebral arches 0( 000)L 0/24 ] 1( 046)[ 1724 ] 1( 069) [ 1724 ] 1¢( 125y [1/201]
Fused cartilage of ribs 1( 0.60)[ 1/24 ] 0( 0.00)[ 0/24 ] 0( 000) [ 0724 1] 0( 000) [0/20]
Absence, fusion or malposition of caudal vertebrae 0( 000)[ 0/24 ] 0( 0.00)[ 0/24 3 8( 417) [ 3/241 10( 856 )=*[ 8/20 1
Absence or fusion of phalanges 0( 0.00)[ 0/24 ] 0( 000)L 0/24 ] 5( 260) [ 3/241 18(16.02)*[ 9/20 1™
Fusion of metacarpal/metatarsal and phalanx 0( 000)[ 0/24 ] 0¢ 000)[ 0/24 ] 0( 000) [ 0/24 1] 2( 155) [2/20]
Absence or fusion of metacarpals 0( 000)[ 0/24 ] 0( 000)[ 0/24 ] 0¢ 000) [ 0/24 1] 4( 338y [ 4/20 }’Ei
Shortening of tibia and fibula 0( 000)[ 0/24 ] 0¢( 000)Y[ 0/24 ] 0( 000) [ 0/24 ] 1( 125) [1/20 ]

Number of fetuses with variations (%) W( 554)[ 7/24 ] 16( 9.14)[ 9/24 ] 16( 925) [11/24 1 12( 938) [ 8/20 ]
Bipartite ossification center of thoracic centrum 0( 0.00)[ 0/24 ] 2(¢ 093Y[ 1/24 1] 1¢( 060) [ 1/24] 0( 000) [ 0/20 ]
Dumbbel} ossification of thoracic centrum 0( 000)C 0/24 ] T( 0520 1724 ] 0( 000) [0/24 ] 0( 0.00) [0/20 ]
Unossified thoracic centrum 1( 060)[ 1724 ] 1( 083 [ 1/24 ] 0( 000) [ 0/24 ] 1¢( 08) [1/20 ]
Variation of number of lumbar vertebrae 1( 060)L 17241  0( 000)[ 0/24 ] 0( 000) [0/24] 2( 143) [1/20]
Wavy ribs 0( 000)[ 0/24 ] 1( 060)( 1/24 1] 1( 052y [1/24 ] 0 000) [0/20 ]
Short supernumerary rib 9( 494)[ 6/24 ] 12( 673)[ 7/24 1 14( 8.06) [10/24 ] 4( 289) [4/20]
Short 13th rib 0( 000)[ 0/24 ] 0( 000)[ 0/24 ] 0( 000) [ 0/24 ] 2( 143) [2/20 ]
Sacralization of lumbar vertebra 0( 000)[ 0724 ] 0( 0.00)[ 0/24 ] 6( 000) [ 0/24 ] 2( 143) [1/20 ]
Bipartite ossification of sternebra 0( 000)[ 0/24 ] 0( 0.00)[ 0/24 ] 1( 060) [ 1/24 ] 1( 125) [1/20]
Asymmetry of sternchra 0( 000)[ 0/24 ] 0¢ 000)L 0/24 ] 0( 000) [ 0/241] 1( 08 [1/20]

Values in parentheses represent the means of incidences of fetal skeletal anomalies or variations (the litter is the unit evaluated).

" Values in square brackets represent incidences of litters with fetal skeletal anomalies or variations.

*: Significantly different from the control at p=0.05 by Wilcoxon rank-sum test.

*#%; Significantly different from the control at p=0.01 by Wilcoxon rank-sum test.

* Significantly different from the control at p=0.05 by Fisher’s exact probability test.
i, Significantly different from the control at p=0.01 by Fisher’s exact probability test.
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Table 11 Fetal skeletal development in the teratogenicity study in rats with N,N"-bis(2-methylphenyl)guanidine (SR04223)

Number Number Number of ossification”

of litters  of fetuses Vertebral body Metacarpus Metatarsus
Group examined examined Cervical Thoracic Lumbar Sacrocaudal Total Sternebra Right Left Total Right Left Total
Control 24 184  Mean 0.5 13.0 6.0 7.3 26.8 4.6 3.1 3.1 6.1 4.0 49 8.0

S.D. 0.4 0.0 0.0 0.5 0.7 0.4 0.1 0.2 03 0.0 0.0 0.0

N,N’-bis(2-methylphenyl) 24 176 Mean 0.6 13.0 6.0 7.5 27.1 4.8 3.0 3.0 6.0 4.0 4.0 7.9
guanidine 10 mg/kg S.D. 0.7 0.0 0.0 0.5 0.9 0.5 02 02 0.4 0.1 02 03
N,N’-bis(2-methylpheny!) 24 170 Mean 0.5 13.0 6.0 7.5 27.0 4.6 3.1 3.0 6.1 39 39 7.8
guanidine 20 mg/kg 8.D. 0.3 0.0 0.0 0.5 0.6 04 02 0.2 03 02 02 04
N,N’-bis(2-methylphenyl) 20 130 Mean 0.5 13.0 6.0 70*% 264 42* 27" 26" 53" 34% 33" g7
guanidine 40 mg/kg S.D. 0.6 0.0 0.1 0.6 0.9 0.4 0.4 0.5 0.9 0.7 0.7 1.4

a: The litter is the unit evaluated.

*: Significantly different from the control at p=0.05 by Dunnett’s test.
*: Significantly different from the control at p=0.01 by Mann-Whitney U -test.
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