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E= Y

OECD MR (L FME L2 ARICRD 2 FHAEO—REL T NN-EX Q- AFI 70
70D QW) 8, 20 BXU 50 my/keg/day & Crj:CD(SD R)IGS T v h Dl 12
PL/BOHICACECRT 14 B, #ETRHZOREMME ST 35 B, M T3, FRAEs L
UHE 3 HETELTROKRE L, HBWicd 2 RERSHEED KOLHERE /25 TNTREHE
RORE - FEICKRIEZITEEICDNWTREL =,

1. RE#5HENE ,

S0 mg/kg BE TIECANE 2 BB L OME 3 MlICRD L. EFHITI, 20 BET 50 mg/kg B
DM CHEL, 20 mg/kg BEOMEDS KT 50 mg/ke B OMEHE THIE, HFEESHOKT, BIRIEE,
RS £ CBEEASERD BN, THS OEROEE A CHEREFBEN S50, 5 AK
OfFE & & B ICHBEFEEHEAD U, HiERS R 25 & 0 B 5RER I THFRNI
ROOENZ. I 51T, 50 mg/kg B OMEHE TIIAE B I CEEEORMEDN S 521, 20 mgkg FED
HZBWTHEHEBOEENRD SN, 8RR, #EEEBIUVREMABSTFRE T, BRY
HERSOZETRDoNEMo 7.

BEDEDIZ, 20 BLU 50 mg/kg B THBRDERGICESHZENRDOLENTNE I &M D,
ARBREMETICBT 2 RERSELCET I EYERIZ, D § mykgday BRI N,

2. EFEFE T
BEYOERBRRIZEL T, RN, HAE% SRER, BRR, TER, ZRRBLU
REMERBICHBHERS OB IR s haho/z. DIEFRETIZ, 50 mgke B THE
WRE, BAERK, MAERPIUMBOER 0 HHEREEORMR S NICHAREEHREDO S
{EAGRYD ST, ILIRIR, JERER, R, HARORILS ZURGINEREFHEEII DN
T, WERMER S OMETED sNzho o, HEHRE T, 50 myke B THAEROAE
4 HOEFERIZEESBD 5Nz,
LD X3, BB QLB TR E R 5 OB A S Naho iy, RERITORE
A FEEAOREN S0 mgkg HTRDO BNz, LEP-T, AUBRKH T BT 24890
HEREREN 1B T B BRI 50 mg/kg/day, KILRDOFLE - RECHTLENERIT. BH
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MBI REY & 1T 20 mg/kg/day EHEE I N,

Al R M OB BXROG IE

. BRIV B K VR
FORFEN NN-ERX Q-AFIN 7z 2y T P (Lot No.
, WEE 1 99.6 wt%)EEMICHER L. AERVEZBAMEK TH H0RMER 1). 35
HRt OWBRWHOLERII DN T, FBRORSHIE T LRORELEICTH &
ToliE, REMETEZETH > 2 EOMRINEMRMNER 2). BHR2F 01 wvo
Tween80 BRI 0.5 wvB I IV IRF 2 AF )L o—AF & Ut A(CMC-Na) {B#(Tween 80 : Lot
No. MOA8651, T H I F A7 ¥&H, CMC-Na: Lot No.MIR6775, F71 51 5 A 7 R &
thyEfRALE. ad, SREDLOEEFHEAOME ia’c%?%ﬁﬂz%%fé EDOREEICRET
L7z,

. RSB L UEE LS

8 HER D Crj:CD(SDYIGS 7 v MHEAF v —IV A « UN—#HAEH, ERRETE 5 —)2if
M S5 IRIEA L, 13 HRE OB - Bk 21T- 2. Z OB RIc —RIRIEBOBR S I ORER
EETV, BENRWC EEMERLEZOS, MM 48 ILaRE L, 10 BB CRBICHER L.
758, RERMGR OEREIIHE T 346.2~408.2 g, MET 216.9~260.5 g TH o 7. BWIRE 242
°C(RTBHIFH 21~27 °C), 1REE 55210 %(FTARIF 35~75 %), HRHA 12 BRREI(CF a0 7 BE~T18 7 1)
BLOBKEEK 13~15 BFICERE LN 7 -3 2AF A CRBEAER 4 B)THELZ. B
7 - BRI 2~3 T, B UREEN AL, RREE TS 1 LI AT LA
AF— V& — P (W260 X H200 X D380 mm, HAEHE THINt)ICREL 2. Fik, KEIHE
BENHESHYITOVTIE, KRBT A 7 L—7, BAFvy—IV X - UN—#REt)E A
NRY B —RRA M — D (W265xH185xD425 mm) BN INE U7z, f;a‘o‘; AR R
OIREE OEPUEITES 25 °C, |RK 22°C, WEORHERZRS 62 %, RE53%TH-o7z. #
BB RS L U 72 [EREREHCRE-1, U T2 ¥ )BT KR 2%, SokidrE
HEBT DU T ARG 2 ppm) LA KRB EZIZEBRAEBIC X0 ZNEN
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HHICEREEZ., il D W TIHBREBEARBRRROIFZ 7 —-12T, SoKicDWTIZHK
RAHEIR BRI & —ICTHFET L, WIhbHEEEITES LTV 2 & AR
L7z, 728, AFSMIEERSHEELELZb02EHL, 57— REBLORY H—R
A S —DHZER 4 ERIC 1 EBELE, AFVAAF-NVEr DB I OREKIRNE 2 #
B 1 ELLE, YA — R M U 1 ERE, SIE 2 L OB T L
o FEEREHERL, WERAELLTy STHRALE.

3. BREHER, RS ERTORABIOHS T

ﬁﬁﬁ%ﬁ%?it%bt.
#58 BE  aas K| EF
Al B _ ‘ B0 | BmEE
(mg/kg) | (mg/mL) | (mL/kg) | 7l "
o4 -
xR ¥ 0 0 10 12 | 901~912
1 12 | 951~962
g -
1 SR ] 0.8 10 12 913~924
21 12 963~974
4 -
rh i FH LB 20 2 10 12 | 925~936
?1 12 | 975~986
o ~
= F R 50 s " 12 | 937~948
1 12 | 987~998

BEE, BICERMLZY Yy MEHAWE 14 ARRER S FHRRERE S P020012,
BWEE 110, 20, 40 BLV 80 mg/kg, B - MEHES 5 IAE(GLP 3R OERN S RTE
Lz, Tixbbs, Uizt Tid 80 mg/kg BFOBESMH LM 4 BIMFET L2, —IRIRREEIER T,
FECHCHFRESOMT, EETR, H0E, ERA, AISIIRENZED 5z, £F
BT, 80 mg/kg BEDOME 1 HITEFESH O T, EHREFR, #HEE, RESIORERSLN,
40 mg/kg BOME 2 FITHREGOMT, #E, EEHLORENADNE, BEETIE
80 mg/kg B DHEMEE K TF 40 mg/kg BEOME TR S 2 B IR# S i L TH B/ EENRO 5
N7z, BIRFT R T 80 mg/kg BEDIETHITHE 4/5 41135 L UM 3/4 FLTHE QIEFRALAED 5
Nz, Lo T, FARTRUIS LGB ENREATLEEZ OS5 50mgkg ZEAEEL,
AT 25205 T 20 BETU8 mgkg ZREL 2. H, BEDOAEREG T LI 25k
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Wz,

o, BREHEBHHIC, TOHORERZZECEIEGEERLETIT 2. &b, &
BT, WHEEED 0 9ANOEBMEERA L. £z, DWW TIE%E - BIEEE s
FHIREERTY, REEN 4 AAMTERCERL ThEE8ME2ER LA 28, BOTH%
DOBEKOMHE 78DV TIE, ABRMSERAL .

4. BERE, BEFEBSIOCRSHIH

Be5#RBRIE, OECD MBRIEN A Koo icHEL, FhEFHINDE MAOEBRED D
THHREOEEG E Lz, BITAERET 14 HEB IO D% 35 HEOEE 49 B, MEIZEIRT
14 A, REMFCGERNE TORE 14 AM), TREMB LIS 3 DX TOMK, 2h
FN1BH1EERRE L. b, ZH5RKAEREG1BLLE BEEFEX10mlkg &L,
HHEBRICIEAE RO 0.1 wiv%Tween 80 TRl 0.5 wiv%hCMC-Na ISR 215 Uiz, #E5HE,
He7n 5 DTSR ET B L ORI Oz D W TR AR 2 HIC, SERSIHZOMIZDW
TR0 BOBRERZRICENETNEHL .

5. HRME LR S OREWIREES LU0
WBMEEA ) THEAKTERL2DS, 0.1 wv%Tween 80 TN 0.5 w/v%CMC-Na {59 T
FREDBEIRD &S5 CHREL T, 1AM 1~2 BOEE T ok, 0.1 wv%Tween 80 7N
0.5 wiv%CMC-Na W THiE L7255, HRME O 0.1 BELUL 100 mgmL 3H—TH D, D
B 5 ABBRPTERD S WAEAT F T8 HELE TH D T LRI N TWSER
R 3). Fiz, FIENCHEIL 2 SBEORSIRIC DWW TIRERE 217\, RERE QA
B (210 BELPNIZ B 5 T & ZRER L7z EHL 4).

6. BIZMRE B I IE DEER S T HIE

6.1. —fIREE
LS, 2P DN T—RRECHEBLIVELEOMR2EHRGIMBIURE5ED 2
BT 7.

6.2. AEME
HTE, REMMEEL TR 2 MAE L. HTE, RECRT RS ik B L O E
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6.3.

6.4.

6.5.

6.6.

P020014

FPRGE 2 B, EIRMETFEER 0, 7, 14 BX021 B, WEHBTIIEE 0 @B LT
4 HiclliE Ui,

B B E

HeTid, KRR AR S5 Ml PIcHE 2 ERE L. TR, RERTOR ST
2 @, SRR, 7, 4 BEC 21 H, HEHBPEWE 1 BRU4 BiICAEE
L7z, FRihicbl e ANREEERL Tr—2ity ML, BHOTFRIFICHIEE
Br—UREBMOML, RBEFMRLE. CoELIEE 1 HYZVOBHEE LA, &2
B, BEEEOFRHIIE, REOWER L.

ERBLUBHER
Ml & T — 5L RREY T TOMAIS FBIIRGINT 2 &0 BB TE S w st MR L TR
BLUOHBORIBNRE T, 512, BITDOWTIE, BARBLUEREREH,
ERR [(BREAERE)X100] 2EH LA, BURE, MRS LGS Lk, BT
KOWTHERZNET 5L bIT, s bRKIZTH 500 : (0 B, (o~
40 Hf] 0B HOKELZ S KK ERBREERMMER)ZHEH L.

TR ERE

WEHL, R LB L UUIEE 10 % ERE LT ‘/YEW‘&(?‘:?‘:“L, WHRBIRER LA
77 R TRIER) THEE L THRE L, MRS, SAEBRECHABIUERECHED),
M ARIZ RS B L OMEE A AR ORE R, BE LA STICHEICOWTIENT 71 Yk
ELEDE, ARRFY LAV OREAEHLTERL .

VE IR A & VA TRAE
DOV, HSRMHES 1 Ry 5 15 B, B RFH0—ERRIRE£RR L.
MEMREE T . EEMRE T, BEEKERHT 2L L010, REMWD BROR
MR TOMO RS FHAMANKE L, EEREE £ L.

TR 15 A OFE 4 FHEN 5, HEREQ2 38R 134 1 T—BRRB S &3 I TH L,
VIR OB T T REROTE SO RRERBL, TOREEIRIAELE. £,
SERAF—BP T, SEMRRE 2 A E L. SR TS, TRIEHK,
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RER [(REEME/RFEIHME)X100] BLUZIRER [(TREMEAZEESYE) X 100] %
Bl L.

6.7. AP IOHELEHT 4 1 ETOWRELR S KICHEEKRE

REMVERS NI DN TS ZEAD S, SRS S DS BIRIER 5 O
R B RO R EOWEFRERBET S &b, ERMMD L OHEER [ e
MR AT IRESR) X 100] BB UE. 2B, SBOMBRIITHTICREL, Fik 2R
THL AMEE, BHICHEE LSO ERRLE. HERIKDWTI, DUl
VRBG, HiAENES, FEREIREK, HEEOMMBIUNEEREERE L. FAERBIIDWTIE,
HAEHBIUWE 4 FICHREEER S SICRIET 5 & & I H A R84 VR BB X
100], FEEHR[FUERE/HERE)X 1001 B L TFHERD 4 HOEFR [(HE 4 HOAEREY
HZEE80) X 100] Z2EH L. HE 4 AICHEROSH % T —F)VRE T TRILEGE S &,
SRR - R OWIBMBE 21T 2. K, MEREEER, BREBIUAREEREED)
ZDWTIH, B - EBEATHTY ) — VI EERE L.

7. BREFFRILE

RE, BEE SEFENY HAPREEGEEHNBLORERK), WEER, FEL
BREER, MIRDIME, SR ERORE, OB, AR KO R REEII DN T
W, B S ICTEEE SRR E T R, 5l T SR E IR SR T OO —1 % Bartlett
EBick e Uk, 4 AU —712B 513, Dunnett O H HWEME 2 H W TH IR S O %
T, SEBRHE—THRWESE, Stel DZEIBRRE AW THREEOHKRETo 2. W
THOBELEEAKEE 1 BEKS %&L, MAREE LE. £k, KRR, SR, HE
ERBXOEFEROEEIDODW T REICE D, BRE, TER, AXRREER, #RINER
WIERR, HAERS IOHAEIRO 4 B OAFRICDWTIE Wilcoxon DIEFIEIZ L O,
PR IS DWW T Mann-Whitney @ U BREIZ & O ol BREE & S SR F O LRk 21T -
t.mfhw%é%ﬁ%m$%1£;U5%tbt.@ﬁiﬁkﬁkﬁﬁ%wiﬁtomf
WA — IR T L7 |

14
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il BROER

1. RERGHFE
1.1. —HIRAE

—RZIREEFT L% Table 1,2 B XU Appendix 1,2 IR Lz,

50 mg/kg HOMETEEG 6 BLU 7 OICE 14, M TRS 1 Bz 28RN0 4 HIZ 1 4
DL, INSOFETHNE, Bk, HRESHOMT, SRTR, BSOS
1005208 TA5X0H50, BIEREH S WIEIFRREZZL, RO TRERE 20
5y, BWHOTHESH I BB 30 2 E LA, Sk, SBYBICHTE LA 1 81T, Z
NG ORI AR S EHEZED SIRENRD 5Nz,

EEAOETH, SO0mgke B THIEYNHRS 1 BME 9 HETIIZESAICASH, I
MASRIER, HRSEROET B LOERIANRIFEA THRNICRD SN, 25 OF
WROFERFABIIRESARORBE DI Uk, £, REPRSHRZE L THREIT
BREENCALI, 51, RENMEES 22 B REEHRH E T2 THFEMNIZRD 51
E.mmygﬁfm,%%ﬁ&%%Eﬁé&%ﬁ%ﬁi?ﬁ¥ﬁ%?ﬁ%%t%@%ﬂt

ELFPIOMETIS, 50 mg/ke BTHE, SRIEE, HSEROE F 5L MRS 1 H
MEIHE 0 HE TIIZE2A THRRENICA SN, EEASIIRS OHoREE 61T
DUl e, 20 mgkg FITHBWTHMEE, EIRITH, HFEESHOKT BLITERNRS
2BLEVIHZK 1ATRD O N, INSOERICINZ, 50 mg/kes B CTIREN®RE 1 Bh
SIEIR 5 B E TIEEA TRENICERD 5Nz, 517, HEEY 50 me/ke B TR 4 0
SIHE 3 HETIIFIFLATHRIICASN, 20 mgke B THFR 4 ENSHWEIHET
(VI S TR BB B T |

INSOERE, MWEEBBREESZENS s FFROMICHE L, BRI TIIKEKLLE.

12. K&
{REHERS % Figure 1,2, Table 3,4 33X TN Appendix 3, 4 IR L7z,
HETIHL, 50 mg/kg FETERES 4705 50 BICH I & IR U THERBEMEDSED 51z,
METIE, 50 me/kg BETHGHIMEZE U TR S B U TREMASA ST, #5838 HB
$UEE%%E@LT%%%&K%bfﬁﬁmﬁ@ﬂﬁﬁBNt.

15



1.3,

1.4.

1.5,

1.6.

P020014

EHE

EfHE % Figure 3,4, Table 5, 6 34X Appendix 5, 6 IR L 7=.

HETUE, 50mg/kg BTREG 206 15 BICHEBEE & bl L T EREEIRED i, |
T, 50 mg/kg B TREMMZE U CEMEMERANRASH, 52”5 118, HR7H
BEOEE 4 FICHIREE & s L THEREMENRD 5N, E77, 20 mgkg BICBWTSH
BE 4BIV 8 BT B & U THERMBEENRD 5Nz, 728, 20 mg/kg O T
539 HBXUWETHEE 21 H, WE 172500 4 BICEERA SN, KREIZEBIIAS
N, 50 my/kg HOMHEITFRHROBIIZRD 5NTWAENI EN S, WRMEKRS LBED
BROWEFNELEE L SN

HiRR

FIHR D % Table 7~10 BT Appendix 7, 8 1R L 7=,

MERE DETEN, FEH, RIZRHD ZTARLEHS, HEORSBHEB SO RFECTH OFIRRIC
BNWTEEBITRD N7

HEER

BEEBOHR% Table 11, 12 B LU Appendix 9, 10 IR L.

HETIL, 50 mg/kg BETHRRBLOIER LKOMMERICHER S WKL TEERSMEN S
SN, MO E BT REE S OIS EIEIRD S s o . B, 50 mgke BT, B
FRARER 1ot R AR & Pl U A BB EDRED 7.

TR, BRERERINBEOMCAEEREIRD NN,

AR AR »

IR ERE DR R Z Table 13~16 B LT Appendix 11, 12 IR L7z,

HEDEFER T, WEBLT 50 mgkg O 1 HI THERICBREOREME OERIRD
SN7z. MOEFFTIE, MRBBLUEIET L2 50 mykg BOS 1 FITIRRICHKE
faris b, £ OO OFETH], KIZEBHB X CAIEF72 5 NI DRI B K
OV BEFERD s hiah» .
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2. EEF

2.1,

2.2,

MR E B L OSBRI E

AR ED L OEFERE IRE O LB % Table 17 B L8 Appendix 13, 14 1Z/R L 72,

HERE T, HRYEREE S ER - ORI TRIEBENICAEELEIRD s
7z.

ATERENBAE T, Smeke BD 1 MIZRWTTRTICRENASI, 20 mgkg BOD 1 4
EROTIERARED 520, LidtoT, SBRIBHIEE, 8 20 BLU 50 mgkg B TEH
3100, 91.67, 100 BLT100 %, ZHEIL, 100, 100, 9167 HXLT 100 % TH D,
BE SRR R 5 & ORI B EERD Sk . £, TRTFERMICBNTS,
SR HBRYERS R EOMICAREREZIRD SNaho 7z, 18, 8 mykg BORIE
FB XN 20 me/kg BORIEH T, MR L BEMBRORRS I UOREHBEREICBWT
iR A 51T, ZHREORDZRESTZIRIEEED LNz,

I3 ROV EHIORTE 4 [ ORI 5 CNTHT A VMRS
438 & O E HIRREE O AR & Table 18 B X T Appendix 15 1R L 7=

SIS DI T, 50 me/ke B THIEEWR S, $TEIRE, HARS XUERS 0 B OMEHEN &
IRAREEIT R RS & Hi U TH BB BT SNz, £72, FEIR DA RIME T 50 mg/ke
BT 3 0, AT 6 15 X NG, . SITOABE 1 Ik 5h, SR
TR & o U O B SR B e, SEIREIN, Helkik, R ORRc, UK, 7
BEER, WpEE, HiAROW B K URAINGE S R T, KRR SRR SR S 0
RV A B RE R S s o .

HE ORI TIE, 50 me/ke BECHIAER OEE 4 A OEFERISHIEE & R L THERK
AR 5Tz

17
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5 B

NN-EZA Q-AFNT o)) Y22 0REN AT 525 EEBRO—R & UT, 225HT 14
B, #Tid2oEMRBMEST 35 BHE, TR, SRVEBLOWE 3 BXTE
UTROKRS L, #HEmiced 5 KIERSHM S X OAHERE ) /5 & IR IR O34 - FH I
RETHEI T ODWTHRE L 2.

1. K& &=

50 mg/kg BEDOMEMETIE, 5 OREEHICHEE, BHYUMRE S L OR Y : BRI E o
BAERANDOHE RS T HENEBEICA SN, WS 2 fIARS 7 HETIEL L.
=77, 50 mg/kg RO 1 FIPREROMEREZEL, HEEYBICET LR £k, 20 mgke
FEC BV T HIETRIE, HREBOET, SRITED LMD 5Nz, ZhS Ok
DIFEAER, BHEHEOKEBE &DICHBEER IR Lz, Z0Eh, 20 BLT 50 meke
B ORERE TREL A D 57z,

RE T, 50 mg/kg B OMM TR MM Z@L T, BED 2 WIHMEEERN S 5N, BEE
B H 5 WIHMEJBERNED 5. £, EEEOMEE 20 mgke BITBWTHED
Hnjz.

BTN, MO ETFER B LG F7 S ORISR, LA, RKoBpiBL 2R
L DONTIUIB N TS BRFEEED s 2Uah - 7z, FHARHRE TR, AEH O 50 mg/ke
ﬁ®%1%?%%ﬁ%§®%%%@%$,éﬁﬁtbtmngmﬁ®M1WTW%zﬁ¢§
JE2iA & N/, ERROFF FIEHREIZSNWTHHED LN TH Y, HBEFAZ SN &S
WERE RS SEEO R WERNIE(L & 2 Sz, SEEENFE T, 50 mg/ke OB TH
BB XU R EEOMME RIS & R U THERSEZER U720, Wb BEREIC
T HBRE & OFENED NN EN DS, BEEEOEREICER L ZER E#heEzonic,

BLED XA, MEHEES 50 meke BETHEEOREND LN, EEAICBNTS 20 B
50 mg/kg B T—HCREE, A B LR RIS EESG ITL SR ENRBD 5NTHn S Z o
5, ARMBREMHTIIRITBNN-EA Q-AFIN 720y F7 20 0 ORERSHEHCETS
MV ENT, MEHE S D 8 mg/kg/day EHEEZI NI

18
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2. TR
BEWOEAMIEICEI LTI, WAL, TRFERR, HAN RBR, BREK HER
BIOZBBRICHBRDE R S OFEIRD S Nlaho 2. '
M DIRETIE, 50 merke BETHIE RS, WAEWES EUHAEROEEAED 5. T
NEOBIICDNTI, BIKK, BHEEN, HRESIORERICENASNTWENT &
M5, FECIEORIAEE &5 X 5N, KERNE OIEIER AR SN~ FEROAR
BAEICB TS, 50 me/ke BETIRAZ BB 10 BICRIEN 3 41, HEN 6 iBEOER, X
te, BUTOAREN 1 BhcHsN, ARBEFINTREBELRLE. 3512, 50 meke BT
H% 0 H QBB EICEEAED 5N, WRIWER S L5 REIE MR 5N, i
R AT 35 2 OO A 98 OO LI VAR BRI 45 5 OSSR SR - . B IO BIE T,
SO me/kg BETHAER DS 4 A OEFRICIEBNS 5N, BBYOWEBICARES 5
NTWENZ &R S, BEMTORRYE OREIGAELOEFEICHEZRIF L - FTREMEN
Ex 5Nk
UEQESIc, BB OERSIECHRYERS OBERSSNAN S, RIERIEOR
M - BB RIS THRIE S 5 OB E LT, 50 mgkg BCHEROET, HERAN MBSO
A, HARGEOEMB L OESOERROEFARD Sz, LastoT, AMIREHT
KBS NN-EX QAFIN T2V 720 OB OLEE#EICET 2BEERIT
50 mgkgiday, KEREDORE - RECHT 2 EVERR, ABUBLIVESYE B
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Fig.1 Mean body weight changes of male rats treated orally with guanidine, N,N'-bis(2-methylphenyl)
in the preliminary reproduction toxicity screening test.
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Fig.2 Mean body weight changes of female rats treated orally with guanidine, N,N-bis(2-methylphenyi)
in the preliminary reproduction toxicity screening test.
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Fig.3 Mean food consumption of male rats treated orally with guanidine, N,N"-bis(2-methylphenyl)
in the preliminary reproduction toxicity screening test.
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Fig.4 Mean food consumption of female rats treated orally with guanidine, N,N'-bis(2-methylphenyl)
in the preliminary reproduction toXicity screening test.
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Study No. P020014

Table 1 Clinical signs of male rats treated orally with guanidine, N ¥ -bis(2-methyiphenyl)
in the preliminary reproduction toxicity sereening test

Dose Days of treatment
Clinical sign

(ng/kg) 1 2 3 4 5 6 7 8 g 10 11 12 13 14

0 Number of examined i2 12 12 12 12 12 12 12 12 12 12 12 12 . 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

3 Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

20 Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 2 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
Salivation 0 0 0 0 0 0 0 0 0 0 0 0 0 0

50 Number of examined i2 12 12 12 12 12 11 i0 10 10 10 10 10 [0
No abnormality 8 5 6 8 12 4 6 7 9 9 10 9 10 10
Salivation 0 0 0 0 0 0 ] 0 0 ] 0 0 ] 0
Mydriasis 4 T 6 4 0 8 5 3 1 1 0 i ] 0
Prone position 1 3 1 3 0 3 1 3 1 0 0 ; t 0
Hypoactivitly 2 6 2 3 0 4 1 3 1 0 0 0 0 0
Bradypnea 2 6 2 3 0 3 1 3 l 0 0 0 0 0
Tremor 0 1 0 0 0 1 1 0 0 0 1] ] 0 1]
Clonic convulsion 0 0 0 0 0 0 1 0 0 0 0 0 0 0
Dead 0 0 0 0 0 1 1 0 0 0 0 0 0 0

[
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Study No. P020014

Table 1 - continued Clinical signs of male rats treated orally with guanidine, N, N -bis(2-methyiphenyl)
in the preliminary reproduction toxicity screening test

Dose .. . Days of treatment
Clinical sign

(mg/%g) 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

] Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormalily 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

8 Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormalitly 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

20 Number of examined [2 12 12 12 12 12 12 12 I2 12 12 12 12 12 12
No abnormality 12 12 12 [2 12 12 12 12 12 12 12 12 12 11 11
Salivation 0 0 1] 0 0 0 0 0 ¢ 0 0 0 0 1 1

50 Number of examined 10 10 10 10 10 10 10 10 10 [0 10 i0 10 10 10
No abnermality 10 10 10 10 10 10 10 5 3 4 T 5 ] 4 4
Salivation ] ] 0 0 ] 0 ] 5 7 6 3 5 4 6 6
Mydriasis 0 0 ] 0 0 0 0 1 1 0 0 0 0 0 0
Prone position ] 0 0 0 0 0 0 1 1 0 0 0 0 0 (]
Hypoactivity 0 0 0 ] ] ] 0 1 1 0 ] 0 0 0 )
Bradypnea 0 0 0 0 0 ] 0 1 1 0 0 0 0 0 1]
Tremer 0 0 0 0 i 0 0 0 0 0 0 0 0 0 0
Clonic convulsion ] 0 0 0 1] 0 0 0 0 0 0 0 0 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 ) 0 0 1]
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Study No. P020014

Table 1 - coniinued Clinical signs of male rats treated orally with guanidine, N, N'-bis{(2-methylphenyl)
in the preliminary reproduction toxicity secreening test

Dose L . Days of treatment
Clinical sign

(mg/kg) 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44

1] Number of examined 12 12 i2 12 12 12 12 12 I2 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 [2 12 12 12 12 12 12

8 Number of examined 12 12 12 12 12 12 12 12 12 12 i2 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12

20 Number of examined 12 12 12 12 12 12 12 [2 12 12 12 12 12 12 12
No abnormality 11 11 11 11 11 11 10 9 11 11 11 8 11 10 11
Salivation 1 1 1 1 1 1 2 3 1 1 1 i 1 2 1

50 Number of examined 10 {0 10 10 10 10 10 10 10 10 10 10 10 [0 10
No abnormality 4 4 5 b 3 1 3 3 2 2 4 2 4 1 3
Salivation 6 6 5 4 T 9 7 7 8 8 i 8 6 9 7
Mydriasis ] 0 1 ] 0 0 1] 0 1 0 0 0 0 0 ]
Prone position 0 0 l; 0 0 0 0 0 1 0 0 ] ] 0 0
Hypoactivity 0 il 0 0 0 0 0 0 1 0 0 ] { 0 0
Bradypnea 0 0 0 0 0 0 0 0 1 0 0 0 0 0 0
Tremor 0 0 1 0 0 0 0 0 1 0 0 ] 0 0 0
Clonic convulsion ] 0 0 0 0 0 0 0 0 0 0 0 o 0 ]
Dead 0 0 0 0 0 0 0 0 0 0 0 (1] ] 0 0
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Study No. P020014

Table 1 - continued Clinical signs of male rats ireated orally with guanidine, N, ¥ -bis(2-methylphenyl)
in the preliminary reproduction toxicity screening test
Dose .. ) Days of treatment
Clinical sign
(mg/kg) 45 46 47 48 49 50
0 Number of examined 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12
3 Number of examined 12 12 12 12 12 12
No abnormality I2 12 12 12 12 12
20 Number of examined 12 12 12 i2 12 12
: No abnormalifly 8 9 10 10 7 12
Salivation 4 3 2 2 5 0
50 Number of examined 10 10 10 10 10 10
No abnormalitiy 1 3 6 1 1 10
Salivation 9 6 4 9 9 0
Mydriasis 0 1 1 1 0 0
Prone position 0 1 1 0 0 0
Hypoactivity 0 1 1 0 0 0
Bradypnea 0 1 1 0 0 0
Tremer 0 0 0 0 0 ]
Clonic convulsion ] 0 0 0 0 )
Dead 0 0 0 0 ] 0
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Study No. P0Z0014

Table 2 Clinical signs of female rats treated orally with guanidine, N, N’ -bis(2-methylphenyl)
in the preliminary reproduction toxicity screening test
Dose o . Days of treatment
Clinical sign
{mg/kg) 1 2 3 4 5 6 7 8 9 10 11 12 13 14
0 Number of examined 12 12 12 12 12 12 ¥ 12 12 12 12 12 12 12
Ne abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12
8 Number of examined 12 12 12 12 I2 12 12 12 12 12 12 12 12 12
No abnormality 12 12 i2 12 12 12 12 12 12 12 12 12 [2 12
20 Number of examined 12 12 12 12 12 i2 12 12 12 12 12 12 12 i2
No abnermaliiy 12 11 11 12 12 12 12 12 12 12 12 12 12 12
Prone position 0 1 1 0 0 0 ] 0 0 0 0 0 0 0
Hypoactivity 0 i 1 0 0 ] 0 0 0 0 0 0 0 ]
Bradypaea 0 1 1 0 0 ] ] 0 0 0 0 0 0 ]
Mydriasis 0 1 1 0 0 0 0 0 0 0 0 0 0 1
50 Number of examined 12 10 10 10 10 10 i0 10 10 1¢ 10 10 10 10
No abnormality 5 2 7 9 10 4 3 7 8 10 9 9 10 10
Prone position 4 5 3 0 0 3 4 1 1 0 1 | ] ¢
Hypoactivity T 6 3 1 0 3 5 1 2 0 [ 1 0 G
Bradypnea 7 6 3 0 ] 3 5 1 2 0 1 l 1] 0
Mydriasis 7 8 3 1 0 6 7 3 2 0 [ 1 ¢ o
Tremor 2 1 P 0 0 0 0 1 0 0 0 1 0 0
Clonic convulsion 2 0 0 0 0. 0 0 0 0 0 0 0 0 0
Dead 2 0 0 0 0 0 0 0 0 0 )} 0 0 0
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Table 2 — coniinued

in the preliminary reproduction toxicity screening test

Clinical signs of female rats treated orally with guanidine, N, N'-bis(2-methvlphenyl)

Study No. P020014

Dose . , Days of treatment
Clinical sign
(mg/ke) 15 16 ¥4 18 19 20 21 22 23 24 25 26 27 28 25
0 Number of examined 12 12 i1 9 4 0 0 0 0 0 0 (] 0 0 0
No abnormality 12 12 1 9 4 0 0 0 0 ] 0 )] 0 0 0
8 Number of examined 12 12 10 9 3 1 1 1 1 1 11 | 1 1 1
No abnormality 12 12 10 9 3 1 1 1 1 1 i 1 i 1 1
20 Number of examined 12 12 9 6 2 0 0 0 ] 0 ] 0 0 0 0
No abnormality 12 12 9 6 2 0 ] 0 0 0 0 0 ] 0 ]
Prone position 0 0 0 ] 0 0 ] 0 0 0 0 0 0 1] 0
Hypoactivily 0 0 0 0 0 0 0 0 0 0 0 0 1] 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 ] 0 0
Mydriasis 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
50 Number of examined 10 10 7 4 1 0 0 ] 0 0 -0 ] 0 0 0
No abnormality 10 9 7 3 i 0 0 0 0 0 0 ] 0 0 0
Prone position 0 i 0 1 I 0 0 0 0 0 0 0 0 ] 0
Hvpoactivity 0 1 ] 1 1] 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 1 0 1 0 0 0 0 0 0 0 0 0 ] 0
Mydriasis 0 1 0 1 0 0 0 0 0 0 0 0 0 { 0
Tremor 0 0 0 0 0 0 ] 0 0 1] 0 0 0 0 0
Clonic convuision 0 0 0 1] 0 0 0 0 0 0 0 0 0 ] o
Dead 0 0 0 0 0 0 0 0 0 0 ] 0 0 0 0

i
1
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Table 2 - continued

Clinical signs of female rats treated orally with guanidine, ¥ N -bis{2-methylphenyl)
in the preliminary reproduction toxiciiy screening fest

Study No.P0Z0014

Dose

(ng/keg)

Clinical sign

Days of treatment

30

31

32

33

34

35 36 37

38

39

40

41

42

s
>

0

Number of examined
No abnormality

(=1

[}

[——}

0 0 0
0 0 0

==}

Number of examined
No abnormality

[

—_

r—

—_

20

Number of examined
No abnormality
Prone position
Hypoactivity
Bradypnea
Mvdriasis

50

Number of examined
No abnormality
Prone pesition
Hypoactivity
Bradypnea
Myvdriasis
Tremor
Clonic convulsion
Dead
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Table 2 - continued

Clinical signs of female rats treated orally with guanidine, N, ¥ -bis(2-meihyliphenyl)
in the preliminary reproduction toxicity screening test

Study No. P0OZ0014

Dose

(mg/kg)

Clinical sign

Days of treatment

45

46 47 48

49

a0

0

Number of examined
No abnormalily

0 0 0
0 0 0

Number of examined
No abnormality

—_—

—_

—_

20

Number of examined
Ne abnormalify
Prone position
Hypoactivity
Bradypnea
Mydriasis

50

Number of examined
No abnormalify
Prone positicn
Hypoactivity
Bradypnea
Mvdriasis
Tremor
Clonic convulsion
Dead
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Study No. P020014

Table 2 - continued Clinical signs of female rats treated orally with guanidine, N, N -bis{2-methylphenyl)
in the preliminary reproduction toxicity screening test

Dose L . Days of gestation
Clinical sign

(mg/ke) 0 1 2 3 4 5 6 7 b 9 10 11 £2 13

0 Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12

3 Number of examined 11 11 11 11 11 11 11 11 11 11 11 11 -1 11
No abnormalify 11 11 11 11 11 11 11 11 § 11 11 11 11 11

20 Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 i2 12 12 12 12 12 12 12 12
Salivation 0 0 0 0 ¢ 0 0 0 0 0 0 0 ] ]

50 Number of examined 10 i0 10 10 10 10 10 10 10 10 10 10 10 10 .
"No abnormality 10 10 9 10 7 6 T 4 T T 5 5 8 9
Salivation 0 0 0 ] 3 3 2 G 3 3 5 4 2 1
Prone position 0 ] 1 0 0 1 1 0 ] 0 0 1 0 0
Hypoactivity 0 0 1 0 0 1 1 0 0 0 0 1 0 0
Bradypnea 0 0 1 0 0 1 1 0 0 ) 0 1 0 0
Mydriasis 0 0 1 0 0 1 1 1 0 )] ] 1 1 0
Tremor 0 0 0 0 0 1 0 0 0 ] 0 0 0 0

£8
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Table 2 - continued

in the preliminary reproductien toxicity screening test

Clinical signs of female rats treated orally with guanidine, N, ¥'-bis(2-methylphenyl)

Study No. P020014

Dose . . Days of gestation
Clinical sign

(mg/kg) 14 15 16 17 i8 19 20 21 22 23 24

0 Number of examined 12 12 12 12 i2 12 12 12 12 T 0
No abnormality 12 12 12 12 i2 i2 12 12 12 7 0

8 Number of examined 11 11 [§! 11 11 11 11 11 11 3 0
No abnormality 11 1t ! i1 11 11 11 11 11 3 0

20 Number of examined 12 12 i2 12 12 12 12 12 12 6 1
No abmormaliily 10 12 11 10 8 11 9 i1 11 6 1
Salivation 2 0 1 2 4 1 3 1 1 0 ]

50 Number of examined 10 10 10 10 19 19 10 10 10 6 1
No abnormality 4 ) 7 7 6 1 2 5 9 6 1
Salivation 6 4 3 3 4 3 3 5 1 0 0
Prone position 0 0 0 0 0 0 ¢ 0 0 0 0
Hypoactivity 0 0 ] 0 0 0 ] ] 0 0 0
Bradypnea 0 0 @ ] 0 0 0 0 0 0 0
Mydriasis 0 0 0 0 0 0 ] o 0 0 0
Tremor 0 0 ] 0 0 0 ] 0 0 0 0
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Table 2 - continued

Clinical signs of female rats ireated orally with guanidine, ¥, N'-bis(Z-methylphenyl)
in the preliminary reproduction toxicity screening fest

Study No. P020014

Dose o . Days of lactiation
Clinical sign
(mg/kg) 0 1 2 3 4
0 Number of examined 12 12 12 12 12
No abnormality 12 12 12 12 12
8 Number of examined 11 11 11 11 11
No abnormality 11 11 11 11 11
207 Number of examined 11 11 11 il 11
No abnormality 10 10 10 7 1
Salivation 1 1 1 4 ]
50 Number of examined 9 8 3 8 6
No abnermality 2 4 4 6 6
Salivation 7 4 4 2 0
Prone posiiion i 0 0 0 0
Hypoactivity 1 0 0 ] 0
Bradypnea 1 0 0 0 0
Dyspnea 1 0 0 0 0
Mydriasis 1 0 ] 0 0
Dead 1 0 0 0 0

One animal (20 mg/kg) was non-pregnant
One animal (50 mg/ke) did not delivere.
All newborns from 2 animals (50 mg/kg) died on day 3 of laciation



Study No. P020014

Table 3 Body weights of male rats treated orally with guanidine, ¥, ¥ -bis(2-meihvIphenyl)
in the preliminary reproduction toxiciiy secreening test
Dose {(mg/kg) ‘ 0 8 20 50
Body weight (g

Days of treatmeni [ 380.5 % 14. 8 (1 379.3 = 16. 1 (12 377.8 = 14. 7 (12 379.8 £ 15. 6 (1)
4 394.5 = 5.5 (1D 303.8 % 1.4 (1) 388. 2 £ 1.7 (1D 376.8 = 20.6 % (12
8 410. 8 & 17.7 (i 412.0 = 19. 3 (12 402. 6 = 16. 3 (12 386.5 £ 21.7 4% (10D
11 421.3 % 18.2 (1D 426. 5 £ 21.3 (1D 416. 2 £ 17. 2 (12 3843 £ 22.1-%x  ( 10)
15 439.3 & 19. 1 (i 444 3 + 21.4 (12 434. 4 += 16. 2 (12 4097 £ 236 %x  ( 10)
18 449, 0 + 2000 (12 4544 £ 21.1 {12 442. 0 & 206 (1D 4152 £ 194 % ( 10)
22 462.3 * 23. 2 (12 469. 3 + 23. 2 (12) 457. 6 + 21. 3 (12) 422.0 £ 2008 ¥ ( 10)
25 469. 7 = 25.6 (12 471.5 * 25.8 (12 468. 5 + 23.5 (12) 429.4 +  22.2%x  (10)
29 481.5 £ 271 (12) 490. 8 + 26.9 (1D 482. 2 £ 24.4 (12 440.6 = 23.2 %xx  ( 10)
32 493. 7 &= 2.0 (12) 501. 4 £ 31.3 (1D 495. 7 £ 26. 7 (12) 453.0 £ - 23. 1 %x  (10)
36 503.2 %= 2.6 (12) 5i2.4 £ 29.3 (12 505. 6 * 28.5 (12 459.0 &= 275 ¥ ( 10)
35 509. 6 %= 28. 3 (12) 518.6 + 30.2 (12) 513. 0 %= 29,1 (12) 464. 7 £ 30.6 ¥x  ( 10)
43 518.2 % 2.8 (12 524. 8§ = 3.9 (12) 518. 6 % 31. 2 (12) 472.5 £ 30.9%x ( 10)
46 527. 3 % 3.0 (12 532.7 &= 3.5 (12 522.9 + 30. 2 (12) 4772 £ 338 % ( 10)
50 536. 7 % 33.5 (12 543. 9 % 33.3 (12) 531.5 % 30. 7 (12) 485.4 +  34.6 % ( 10)

;i“bejﬁé, #%: PC0.01 (significantly different from comirol).

Values are mean=S.D. and the values in parentheses represent the number of animals.

Twe animals (50 mg/kg) died on day 6 and 7 of ireatment



Study No. P020014
Table 4 Body weights of female rats ireailed orally with guanidine, ¥, ¥'-bis(Z-methylphenyl)
in the preliminary reproduction toxicity screening test

LE

Dose (mg/kg) 0 8 20 50

Body.weight (g}

Davs of treaiment 1 236.1 % 9.8 (12 240.2 £ 127 (1D 2373+ 12,3 (1D 237.5 = 9.9 (1D
4 2451+ 123 (1D 245.0 £ 143 (12 242.8 £ 128 (19 233.8 £ 9.0 {10)
8 2548+ 131 (1D 257.0 £ 149 (1D 2485+ 137 (1D 92373 & 9. T#x (10
11 256.4 £ 142  (12) 262.8 £ 180 - (1D 287+ 139 (1D 242.0 £ 11.2 {10
15 265.1 £ 1.5 (1) 2721+ 188 (1D 268.7 + 142 (1D 952.3 £ 11.2 {10
Days of gestation 0 272.9 £ 179 (1D 283.¢ + 173 (11 276.0 = 16.0 (1D 265.2 £ 12.4% (10
7 307.3 £ 167 (12 349+ 191 (1D 3001+ 179 (1D 2835 £ 15.3#x  (10)
14 408+ 133 (12 349.2 & 19.7 (1D 3449+ 19.8 (1D 3134 = 23.3 %% {(10)
21 426.1 &£ 24.3 (1) 449.5 = 296  ( [1) 449.5 +  19.9 (1D 355. 7 & 30,1 %2 (10
Days of lactation 0 32005 + 153 (1Y) 33L7+ 2.9 (1D 332.8 & 1.7 (1D 300.1 £ 320 )
4 340.4 £ 8.0 (1D 345.8 £ 18.7 (1) /L5 =192 (1D 318.5 + 243 ( 6

%: PCO. 05, ##: P0.01 (significantly different from centrol).

Values are mean=S.D. and the values in parentheses represent {he number of animals.
Two animals (50 mg/kg) died on day 1 of treatment.

One animal (8 mg/ke) did not copulated.

One animal (20 mg/ke) was non-pregnani

One animal (50 mg/kg) did not delivere.

One animal (50 mg/kg) died on day O of lactaticn

ALl newborns from 2 animals(50 mg/kg) died on day 3 of lactation
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Study No. P020014

Table & Food consumption of male rats treated orally with guanidine, N, ¥’ -bis{2-meihylphenyl}
in the preliminary reproduction toxicity screening test
Dose (mg/kg) 0 3 20 50
Food consumpiion (g/day/rat)

Days of treatment 2 26.1 + 1.9 (12 25.9 £ 1.8 (12} 25.7 + 2.7 (12 20.6 £ 5.0% (1)
4 27.0 + 2.9 (12) 210 £+ L7 (12 25.4 £ 2.6 (12} 21.7 £ 3.94%% (1D
8 25.1 + 3.0 (1D 26,0 & 27 (1D 25.8 + 2.3 (12 20.4 £ 2.7%xx (10
11 27. 4 = 2.4 (12 29.4 & L9 (19 28.1 %= 2.2 (12 4.7 £ 25 % (1w
15 29.1 £ 2.2 (12) 30.2 = L6 (12 20.2 £ 2.0 (1D 26.6 £ 3.1 % (19
30 26,7 £ i. b (12 26.9 £ 2.6 (12 27.6 £ 2.5 (12) 25.2 £+ 2.1 (1w
32 27.6 % 1.8 (12} 28.3 £ 2.7 (1D 28.6 = 2.4 (1) 27.6 + 1. 2 10
36 27.5 + 1.8 (12 28.7 & L8 (12 29.2 £ 2.3 (12 26.6 £ 1.§ (1w
39 27.2 2.0 (12 28.7 + 2.4 (1) 29.§ + 2.6% (12} 20,7 £ 21 ]
43 25.5 & 2.6 (12} 25.4 £ 30 (12 21.3 + 3.5 (12 27.3 += 3.2 (]
46 28.0 = 2.6 (1D 28.1 £ 27 (1) 27.4 £ 2.7 (12 26.4 * 3.0 (10
50 28.3 + 3.6 (12) 28.5 + 31 (12) 27.6 + 2.2 (12) 28.1 + 3.4 (10

¥: P<0. 05, #%: P<0.01 (significantly different from contral).
Values are mean+=S.D. and the values in parentheses represent the number of animals.
Two animais (50 mg/kg) died on day 6 and 7 of treaiment.



Study No.P020014
Table 6 Food consumption of female rats treated orally with guanidine, N, N'-bis{(2-methylphenyl)
in the preliminary reproduction toxicity screening tfest

Dose {(mg/ke) ] 8 20 50
Food consumption (g/day/rat)

Days of treatment 2 17.0 £ 2.0 (12) 16.7 = 3.8 (1 16. 4 = 1.9 1D 11. 2 £ 24+ (10
4 21.6 = 2.7 (12) 19.9 = 2.4 (1D 18.8 = 20 (1) 12.6 = 2.9%x  {10)
8 22.0 = PN (12} 21.0 £ 2.1 {1 18. 8 = 224 (1) 12.8 £ 2.8 {10
11 20.4 £ 35 (12} 21.8 £ 2.9 {12 21.1 £ 2.2 (1 15. 8 *+ 2.8 %% (10
15 20.4 = 4 4 (12 2.7 = 3.4 (12} 22.3 * 1.8 1 19.7 & 1.7 (10

Days of gestation 1 16.7 + 51 (1D 1.7 £ 2.6 (1D 1.0 + 3.5 (1D 13.8 + 2.1 (1
7 22. 4 + 3.0 (12 22.9 £ 2.4 (1D 22.7 + 3.2 (1D 17.0 £ 2% (D)
14 23.0 £ 2.0 (1D 23.5 + 2.8 (1D 245 £ 2.2 (1D 22.4 £ 4,5 ( 10)
21 24. 4 % 3.7 {12 25.8 + 2.8 1 28.6 £ 2% (1D 21.0 + 4.9 C1m

Days of lactation 1 21.2 + 52 (1D 4.5 & 58 (11 28.4 + 3.7%x (11} 7.4 = 4.6 (&
4 41.1 £ 5.0 (12) 41.0 + 3.4 (1D 46. 2 *+ 43% (1D 3.5 £ - 5.6 (

i1

%: P<0. 05, #%: P<0.01 (significantly different from control).

Values are mean+S. D. and the values in parentheses represent the number of animals.
Two animals (50 mg/ke) died on day i of treatment.

One animal {8 mg/kg) did not copulaled

One animal {20 mg/kg} was non-pregnant.

One animal (50 mg/kg} did not delivere.

One animal (50 mg/kg) died on day 0 of lactation

All newborns from 2 animals(50 mg/kg) died on day 3 of lactation
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Table 7 Necropsy findings of male rats treated orally with guanidine, A, ¥'-bis{(2-methylphenyD)
in the preliminary reproduciion toxicity screening test

Study No. P020014

Dose (mg/kg) 0 8 20 50

Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings\ Number of animals 12 12 12 10
All organs and tissues NR NR NR NR

NR: no remarkable changes.
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Table § Necropsy [indings of male rats freated orally with guanidine, N, ¥ -bis(2-methylphenyl)

in the preliminary reproduction toxicity screening test -~ Dead

Study No. P020014

\\\ Dose (mg/kg) 50
Organs and findings\ Animal No. 938 941
All organs and tissues NR NR

NR: no remarkable changes.
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Table 9 Necropsy findings of female rats treated orally with guanidine, ¥, N -bis(2-methylphenyl)
in the preliminary reproduction toxiciiy screening test

Study No. PO20014

Dose (mg/ke) 0 8 20 50

Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings\ Number of animals 12 11 i1 b
All organs and {issues NR NR NR NR

NR: no remarkahle changes.
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Table 10 Necropsy findings of female rais ireated orally with guanidine, N, ¥ -bis{2-meihylphenyl)
in the preliminary reproduction toxicity screening test - Unscheduled sacrifice

Study No, P020014

Dose (mg/kg) 8 20
Organs and findings\ Animal No. 966 536 987

All organs and tissues NR NR NR

NR: no remarkahle changes.

No, 866 uncopulaiing female.

No. 986: pon-pregnani female.

No. 987, 988 and 996: dead females.

No. 991: dam that did nol deliver.

No. 997 and 998: dams that all newborns died.
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Study No. P020014
Tabie 11 Absolute and relative organ weights of male rats treated orally with guanidine, N, N -bis(2-methylphenyl}

in the preliminary reproduction toxicity screening test

Dose (mg/ke) 0 8 20 50

No. of animals
Absolute organ weights

—_
o2
—
[
[
[l
—
(==

Final body weight (g) 536.7 + 33.5 543.9 = 33.3 3.6 = 30.7 480.4 + 346 *%

Epididymides (g L16 X+ 0.10 .21 £ 0.06 1.7 + 012 1. 23 + 0.07

Testes (g) .24 £ 034 3.3 £ 019 3 + 0.28 3. 30 + 0.24
Relative organ weighis

Epididymides (g/100gB. W.) 0.22 =+ 0.02 0,22 £+ 0.02 0.23 = 0.03 0. 25 + 002 %%

Testes (g/100gB. ¥.) 0.60 = 0.05 0.62 = 0.07 0.63 £ 0.07 0. 68 + 0.07 %

%: PLO. 05, #%: P<0.01 (significantly different from conirol).
Valoes are mean =S. D
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Study No.P020014

Table 12 Absolute and relative organ weights of female rails treated orally with guanidine, &, N’—his(z—methylphenyl)
in the preliminary reproduction toxicily screening test

Dose (mg/ke) 0 : 8 20 50
No. of animals 12 11 11 ]
Absalute organ weights

Final body weight (@ 340.4 + 18.0 345.8 £ 18.7 3545 £ 19.2 318. 9 + 243

Ovaries (mg) 101.3 + 7.5 105.9 + 6. 3 100.7 £ 10.6 102. 4 += 10.2
Relative organ weights

Ovaries (mg/100gB. W.) 2.8 & 2.0 3006 £ 1.5 28.4 2.8 32. 1 + 2.4

Not significantly different from conirol.
Values are mean+S.D.
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Study No. P020014
Table 13 Histopathological findings of male rats treated orally with guanidine, N, N’ -bis(2-methylphenvl)
in the preliminary reproductiion ifoxicity screening test

Dose (mg/kg) . 0 8 20 50
Terminal sacrifice Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings Number of animals 12 12 ' 12 i0
- +  +H H+ Total - +  +H +4 Total - + 4+ Total - +  +t  +Ht Total

Genital sysiem

Testis (12 N : {1 a0

Atrophy, seminiferous tubule 11 i 0 0 1 i 0 90 0 0 1 0 0 0 0 9 1 0 0 1

Epididymis NR(12) NR (1} NR (1) NR (10)
Not significantly different from control.
Grade sign: -, none; +, mild; ++, moderate; +++, marked

NR: no remarkable changes.

Figures in parentheses are number of animals with tissues examined hisiopathologically.
8 mg/kg: uncopulating male.

20 mg/kg: non-pregnant male.
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Table 14 Histopathological findings of male rats treated orally with guanidine, N, N -bis(2-methyvlphenyl)

in the preliminary reproduction toxicity screening iest - Dead

Study No. P020014

Dose (mg/kg) 50
Organs and findings Animal No. 938 941
Genital system
Testis NR NR
Epididymis NR MR

NR: no remarkable changes.



Table 15 Histopatholegical findings of female rats treated orally with
in the preliminary reproduction toxicity screening test

N, N’ -bis (2-meihylphenyl)

Study No. PO20014

Dose (mg/kg)

Organs and findings Number of animals

50

Terminal sacrifice Terminal sacrifice Terminal sacrifice

Terminal sacrifice

6
t + + Total

8¥

Genital system
Ovary
Cyst, luteal

(6)
0 0 0 0

Not significantly different from control.

Grade sign: -, none; + mild; ++ moderate; +++ marked.
Figures in parentheses are number of animals with {issues examined histopathologically.
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Table 16 Histopathological findings of female rats ireated orally with guanidine, ¥, N'-bis(Z-methylphenyl)
in the preliminary reproduction ioxicity screening iest - Unscheduled sacrifice

Stuedy No. P020014

\\\ Dose (mg/kg) 8 20 50
Organs and findings Animal No. 966 986 987 988 991 996 997 998
Genital sysiem
Qvary
Cyst, luteal - - — - - - + -
Grade sign: — none; + mild; ++, moderate; +++, marked

No. 966: uncopulating femzle.

No. 986: non-pregnant female.

No. 987, 988 and 996: dead females.

No. 991: dam thaf did not deliver.

No. 997 and 998: dams that all newborms died.
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Study Ne. P0O20014

Table 17 Reproductive performance of rats treated orally with guanidine, ¥, ¥ -bis(2-methylphenyl)
in the preliminary reproduction toxicitv screeming test

Dose (mg/kg) 0 3 20 50
No. of females examined 12 12 12 10
Count of estrus 417+ 0.39 382+ 0.51 367+ 0.65 3.90+ 057
Estrous cycle ¥ 4.0+ 0.18 406+ 0. 31 4,08+ 0.29 413+ 022
No. of mated

Male 12 12 12 10

Female 12 12 12 10
No. of copuiated ©

Male 12 100 ) 11491. 67) 12( 100 ) 10( £00 )

Female 12( 100 ) 11(91. 67) 12( 100 ) 10¢ 100 )
No. of impregnated ® 120 100 ) 11¢ 100 ) 11(91. 67) 10¢ 100 )
No. of pregnant © 12( 100 ) 11¢ 100 ) 11 (91. 67 10¢ 100 )
Duration of mating 3.00+ 0.95 2. 73+ 1. 01 242+ 108 220+ 103

Not significantly different from contrel.

a) Values are mean +S. D
b) Values are mean +S.D

¢) Values in parentheses represent percentages to the number of mated.
d) Values in parentheses represent percentages to the number of copulated.
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Table 18 Terminal delivery of Fo dams treated orally wilh guanidine, ¥, ¥ -bis(2-methylphenyl}

in the preliminary reproduciion toxicity screening test

Study No. P020014

Dose (mg/ke) 0 8 20 50
Number of dams 12 11 11 10
Number of corpora lutea & 15. 58+ 2.57 17.00%& 2. 26 i6. 36 = 1. 86 15. 40+ 2. 01
Numher of implantations a 14. 33+ 2. 57 16. 18+ 1. 89 15.91+ 1. 38 14.20+ 3. 55
Implantation index “ 91. 98 94. 68 97. 22 92. 21
Gestation index © 100 100 91. 67 90. 00
Number of dams with live newborns 12 11 11 9
Gestational days 22.58 £ 0.51 22.27x 0. 47 22. 45+ 0. 52 22. 56 = 0.53
Number of newborns ¥ 13. 004+ 2. 41 15.18+ 2. 04 14,734 1. 42 T.224& 4 00%%
Number of stillborns ¥
Male (] 1 0 0
Female ] 0 0 0
Total 0 1 0. 60) 0 0
Number of live newborns * 13.00% 2. 41 15.09 % 1.52 14. 73+ 1. 42 7. 22+ 4. 00%%
Viability index © 80. 70 93. 26 92. 57 51. 59%%
Sex ratio of live newborns " 0.84( 71/ 85) 1. 02¢ 84/ 82) 0.98( 80/ 82) 0.91( 31/ 34
Body weight of live newborus (g) ¥
Male on day 0 T4+ 0.7 6.9+ 0.6 7.3+ 0.6 6. 2% 1. 0%
on day 4 1.9+ 1.3 1.1 1.0 1.7 1.0 1.0 2.3
Female on day 0 T.0Xx 0.7 6.6 0.6 6.8+ 0.7 5. 74 0. B%%
on day 4 1.4+ 1.3 1.5+ L. O 1.0+ 0.9 10.5+ 2.0
Viability index © 99. 36 99. 40 100 7. 36%%
Number of exlernal anomalies ™ 0 0 0 19(15. 38) *
Oligodactyly 0 0 0 3( 4.62)
_Shori tail, 0ligodaciyly. and Anal atresia 0 0 0 1(1.54)
Kinky tail ] 0 0 6(19.23

§: €0.05, #%: P<0.01 (significanily different from contrel).
a) Values are mean 3. D.

b) Implantation index={Number of implantations/Number of corpora luiea) X100.

¢) Gestiation index=(Number of dams with live newborns/Number of pregnant females) X100.

d) Values in parentheses represent percentages io the number of litter.

e) Birth index={(Number of live newborns/Number of implantations) X100.

f) Yalues in parentheses represeni the number of male/female live newborns.

g Viability index=(Number of live newborns on day 4 after berth/Number of live newberns) X100.
h) Values in parentheses represent percentages to the number of newborus.
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