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OECDEF ¥ MELZEARICFRDODIEEREDO—RELT, 2, 4-73/—
6 —T7xZ)—s—bhUTPD0 (AR, 4, 20K 100 mg/ke/dayZCrj:CD (SDFR)
1GST v b OMERE (F1200/3) ICZEERTI4AA M, #TRZOBRTELNBEZSOISAR™, WT
FARERHE, FREARUHEIHETEL TROREL, Eohicd I aRERSHE
ROEBREIENICKEREORE - RBERCKETEBIIDODWTRHL, UTORRER
7z

1. REKGHEE

—RREETIE, 100 mg/keB O 1 IR SIBHN S BREBHOET RUCEHRIRZ
EL, #5UHKRC LKL, £z, REOM 1 FINERIZACET L, FETI, #f
HEDH20 ng/kglA LOBTHEMME N AN, BETEIEEELRIL L.

HOMmMBFRETI, 100 ng/ke# THROIKEBEUIANT I Uy MEDQED R THIR
FRILERB D EMARD 5Nz,

HOMmMKEERETIE, 100 mg/keB¥TT N T2, A/GEE, GOT, GPT, O L X5
o—J)b, UZIBBERVKREILVEOBMERIZ NV V51K, F MU T LKROR
U LhDOREADRED B NI

MEERAE T, 100 meg/keBHF OB THBERDOEMA A S5, HEEEMITITMET
MNEDLHEOHFMBORKSRD 5N, £z, RTHITIE, 100 ng/keF¥ Dt 1 41T
B0 DX BRE A B S SRR THPEREOHIERBR CAFRE RN A 5 NIED,
BEOUS A, MOKE, MEBOER WROZEHROCHLNA SN, FAEOH 1T
BEOUS A, MOKE, BIEOERLKVRIBOELNED SN,

2. kEREHNE

FEY O ETERAEICBL T, HEH, Bk RRBRE, SRR & ® BRERY
REMEBICERYERSOZBIRBDO S N>,

Sk OBRATIE, 100 ng/keB O 2 FTHRERD ROBERERTHRKBDOARREZ EN
RSNz, BT, 100 me/ke¥ TRREXROEMEROTNITHES HERDOE D, MHEH
ERFEORINRD 5Nz, SR EOIERBIE, HERK, HER, HERARTH
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EROHLETHERYERSOEEIAONT, FIEROAXRREIIBNTS, B¥R
mOENENo T,

HWEHORETIE, 20 ng/kef D 2 IR TI00 mg/keBE D 7 FH TR OEE, B, #
BBREOHETHOARENALN, INSORBYPTREERMEE L, £, 20 ng/
kebh L OB TR BHHOWBTHOARRICERLEHFERDOLHOEFRORD N
b7z, BT, 100 mg/keH CHRFAERDOHE 4 BORERKENBD S5 NE,

BED&31C, REREFHTIZ0 ng/kell OB QMM THEOBMIMNH R O EEE
DRELBBDONTZ &6, FRBRGETIBITLEZESTMME LD 4 ng/kel HE
SNz, EMEAEETHE, BBYOLERECEBRYERSOZERIS NN TN,
20 ng/kelA LOB TREMIIHBTHORRN A5, 100 ng/keB THAERDOEE 4 B
DHEBIEENED SN NS, FEHBREGTICRI2EZEEIEAESYIIHL TR
HT100 mg/kg, MET4 meg/ke, REMPICH L TI320 ng/kgtHER I NI,
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OECDEHFFEMWEREMAMIIHFEOLLIEUEAEDORELT, 2, 4 -T2/ —
6-T7xZN-s—-bMITYDOOREBEEENE - FEEEBLHERBREERL, REY
KT oRERSGEERCEBENETICRERLEORE - FECKITEEZRFELE
DTHwRET D,

B BSR A e O 5 2=

1. HBRYWE

LNz, 4-071//-6-T7zZ)—s—-bUTP
> (Lot No RIS 0%) zHBRICHEA LI (RNEH1). FEBRYEIIL, K, 7
b, DMSOIZHE, AY /), TF /- IVKBETHHZBEHRTHY, FHBRD
BREMBR TRICLEORBEICTOWNEIToItkR, KSHBPRLRETH LT &N
RENZ ERATER2) . BEIE, BIVRFAFINENIDOD-Z - F F U DL (CMC-Na,
FTHoAT AR &%, Lot No MIT4661) 0.5 WV KBKREZFER L=, 28, #E

MERCEERRIESYEZEORE VV\] ZRTHRE L7

2. RS RORESRME

8EEdCrj : CD(SDRYIGST w b HAF ¥ — IR - UN—$RA&H) Z A 550CH
AL, BEROKREILETT o7z, ZOHEPRIC—HRRBOBRERERUOCHRENEZERT
HEEBIT, WEERZIMIIDVWTERZITY, BENZVWILZEZHRELLOS, JRHFER
HEZRLZEYZRATIEARTHARICEA L., 28, RSGHEBKOKELRT
34T.7~432.2 g, MET220. 3~255.2 gTH o7z,

B3R+ 2°C (FAHBE21~27C), BEST10% (FrE&EEH35~T75%), MHAL2
RrfE] (P Al 7 R~ 8 7 1) RUBKEE DB~ DBE/BRFICREL NI T - AT ALCK
BOREEE(2E) T, ATV AAF—IVET—2 W260xH200X D380 mm) 12, BEFI
LHIF I E R I 2 ~ 3L, RS HIRHIIRERMRNIC 10T (72720, 3CHEC A fa b 13 ol
10, #EREOHEEHRAPEIKRE (RUA T L—2, BEFvy—I A - UN—H%R
SHE) 2 ANLRY H—RFxA MRS — 2 W265XHI85X D425 mm) T 1 LT D (W FH Hl
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BREHE R 280 AL, MELEZ., 28, BEOEABEEEE6T, RIELT,
WEOERBBIZRET%, REV%THoz. ABIEBEL MF, 3 T2 5 )L EE
TEEKRAHE) %, SOKIREHERT )Y LEHRMUEHAFA @2 pon) 2 BE
BAKEE IR ARICE D ENTNEBICERS 8. #BRVKBIZD W TR
AEBEBRAHELLF—I0T, KA DVWTRHERRLBEN BABRK LY —1cTH
FL, WINbHALRCBEELTVAIEEHR L, 18, FEEMEOFAEILSE
EHRZBELEZDOEHAL, "—VRERURYI—REA MUy — U@ LEIT 48
FliC1E, AF D VAAF—NEF—JF28BICLIE, RUOI—RERA MY —DFK
CHARKBIE 1B E, AFUVAAF-NEYy—0ZMISA3IE (2750, REH
M 3B ZHTrLEib, MEFEREAERL, BEEZBLETY TTERL
77

. RRBEER, B5ERFORLECEMT

AREERE TRICRL
B k582 3 ELYE-g EoLyFiE=
(mg/kg)
d 12 1~12
poiich:sd 0
g 12 51~62
d 12 13~24
BEREH 4
? 12 63~74
J 12 25~36
R B 20
% 12 75~86
d 12 37~148
AR 100
e 12 87~98

BERIT, RCERLETHRAR ORBRLORELE. T/hbb, RERMEDI,
100% Tr300 me/kez 2 ARKREROIRE LzRER, 300 mg/kgB TRTUNHIC, BRE
BOERT, BHRTER, AEFHDS, BEEOHED, PT, BREVIERUREERDHE
m, FERESOHEM ENMRIC, 100 ng/kelf THERD, BEBORED, GPT, HE
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DIVECRURFEHROEMZ EAHIC, FIBREEOBMAMIED SNk, 30 ng/
ke TIIHEBMERGICI2HSNRERIASNEN k. LENST, XEROE
AECRBESHROERIT I OMETMICH L THRZZENENS HB I NS 100
mg/kgZREL, UTALS THRLEZWKR T4 ng/keztNEnHHEAZERMERER
BRIE L TZ.

BT, BREBEMBICYAOAEZEICBIEREEERKIEDITY, BOT
ROBYNCIIEBMBS ZRAM L CBERZWM O MT TEEASMN L. £, &7r—2icid
HBRES, PYES, BEERVHENEZRRLEIANVEMTE. BB, BROBYII
B, SBRALE.

4. BEREK, H5HERCGRSHE
BEEKIL, OECDRBREHNAMFSAI THREEINTHY, 2, PESINBE MAD
BREREO—DOTHHROVEE L7, BEIXEFABBMENRZFOBTEME 2S5 235
BEOAEA9AM, BIIERAI4EE, SENM (REI4BM), ERNMEVEE 3 A
ETOMM, BA101E BEEZALTHS LA, #5583 5 nl/kes L, B4
TEOREWEE, BACCKENROZERMTOBIIOVWTREFHOKEELEI,
XERRYBOHICDOWTREROBOAEEZRICENENEH L 72, B ICTIZ0.5

W/V%CMC-Natd iR = F#RICH& 5 L 7=,

5. HEBME LEADORESYREE
' 2, 4—=VF72/—-6—-7xzZN~s—hMIUTTCOLERE MEHREYT) ZRDE
D, 0.5 WV%CMC-NalF#ICREBL T, 0.16, 0.8% U4 WVXBHERZFAHL /-, AN
31~ 2 FIOBE T, HREIHRGHE TRETFRBNORE EITHBIEL F TR
BLlk, FRAMECIZIBEREOYH —MHRUCREERKBRIISHEMRICTERL, 0.1%
020 W/V% SEBRIIE—TH Y. #ﬁﬁ%TT¢ﬁ<&%88ﬁ?ﬁT%% & % HERR
Uiz (BRATER3) . EiZ, PIECRAE L ZHBRBRICDOWTIREMERMITTHITZTYL,
REREOHFRGBEN (10X LAN) TH B Z 2R LR GRAER4) .
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B, AERURESE

—RREBEZMB N CFERVCEHERE

MHE D, 2DV T—RRKEOBREBRVAROHRBZEARSHEVEEZD
2EfT o 7z,

FEIIDOWTE, #ETRERGEMZEL GE2ERIEL . BT, XEffO®RS
MM AR UORESFEPIEE2 5, SEARPIEERO, 4, 7, 10, 14, 1TRKUK21A,
WEHEPIEIWE O (FkE) R4 BICAIE L,

BHEEBICIDOWTIE, B TRXEMMZRFESHMPICHE2 @HEE L. BT,
REH OGS HEPIEE 2 B, miRFPIEIERL, 4, 7, 10, 14, 1TRU21H,
HEBBFIEIEE 1 R4 BICBE L,

mRFERE

HOZFIZONWT, BEHRMETRIC, BREUEBRIEEOL, X2 MNILVE
&= - F MU L0 meg/keZ EBENIE U THEL, BAMER, BABIRESRH»S K
MzfTo7z. HFIWL Zikd—ERXEDTA-2KAL¥E (EDTA-2Kinf#%) U T IH 8 B g 2k
EHECERE (Sysmex CC-780, REERAEFHASL) 2ANT, BMmEK (EXEIR L

, FOERB(EJEREAR), NEJOECE FFIANEITOEE), N

b2 Uy MEEBRNNVABEBERLESR) KTCL/MUR(EREFURE AR 2RIE
U, RILERE, "NEJOECERUAT MUy MEDRIFERERZEIZVintrobe DR
mERER [(CEHRMmIkEE MCY), EERMEkMERE NCH & CEH MR MK M R R
BEMCHC) ] 2Rt L7, B, MBBHEEAZHFEL T, —a—AFL TN —8BE
HREZBELZOL, XEEMET THRAMKREZEHR L2, £k, 3.8% 71T
BE b U LMEZE3000EE:/43 TISAMELSEL, Son-nEZRANT, &
B Bh i 7% %E M E 25 & (Sysmex CA-5000, RBERBFHRAH) Ik oo
SRR (BEAREFR), EHASL O CRT T AF OB APIT, BERHS
R RET4 7)) =T 28 (BEERHAR) 2RIE L.

mEELCFRE
HOEFIIDONT, MERFREMIFEHERML LMK 2R TR0 FHKRER,
3000E & /2 THAMELIBL, EonchEE AV THBDITERE (7170, KK
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2t BMEEMICED, REBE(ED Ly MNE), 7T 22 BC6E), BEVU )
v INF D BB, GOTUVL— b)), GPTUVL— b}, +-GTPL-v-F V%
IN-3-bEROFIAFIN-4-Z b7 U REE®ER), TIVHVETF AT 75—
TALP, p-= b7z 2 CEEERK), 83V AT O—)L (C0D-HDAOSHE), hUJ
D3 B (GPO-HDAOSI: - 7V &YV iR, VVEE (QY A+ —1 - DAOS
B, JVa—XNFVFF—F - G6-PDHIE), RFEZESR BIN, 7L 7—F - GIDHE),
V7 Fo(Jaffek), U > (1P, PNP-XO0DiK) R UA AV 7 4 (Ca, MXBiE) 2l
ELR, £, REAERUTNTIONSAHEEH L. BiZ, EREHHE
& PVA-all, RAXEHETFUVT N - AZAINADNITEDF MY T L (Na,
BWIE), HUYAK, BERE RCZO0-)V (], EEHEE) 28E L7,

Eig, BEERONERURERGERE

HETRBSHME TRORLEFT 2051, BTRBE4 BT —F VKT T,
SRS BBk E GINT U OB ¥, ML CHEER UM O RIRMBIRETT 5 2.
BIZ, BIZDOWTIE, BARRUERERZHA ., SR, W, LI, M EEX
BED), M, R MR OEE SIE, BB BRELARVIIREHELCEE
EEEHER 2RETHEELI, URBOKELZRICHAELREERE HNESR)
FEMLE, BERNERBEICNA, AEMEEEHMERRL TN PEEHESRIL Y
SEIRICEE L. BB, 0% T HEERL <) CBRCEBEEICEL ST, HE
RUMEEERT7 DR THEELE. BEHR, 2RONRNRREHA, dRELD
100 mg/keR DM, L, W (QEXESD), W, TR OBE SR B, R,
BREARVCIPRIZIDONT, BERE > TN T4 2 UFEERL, A bF U2
cIATY HE)REEHL, XAFEMET TR UL, £k, 100 ng/keB TEL
BSH S NI hE, B, FPHEK& OBERRIC DV TiZ20 ng/kelt & TRMEICRE 217 o 7.

B RE R VAR TR E

BEIzDWT, #ERKBH S 1RSS5, SHFHO—ERMICES 2RI
L, BRfiREE2T o7z, HEAPRETE, REEREEHT 2 L EBIT, REMDL
SROFEEHETCOMOAKEREFERMAKEL, FTHRBERAHZEHL .

RERRS B OTFRABENS, M (128%) 131 T-BREBS®LHETH
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Vv, BHERTORFXIEROFRICXVREZERL, TORZEKROA L,
iz, KERFA-HHTTL, XRHBEEEE2ARE L, XEMRKE TR, B
FERXR XBE [(XESHE - FESHME ¥<100] kU (2) RE [ (EREY
o/ RESME) X100] 2RELE,

6) DHMERUHES HE4HET)RELCCHERRE
i%ﬁfﬁﬁéﬁéﬂf:ﬂtﬁl:“)bs’cbié{ﬁﬂéﬁﬂiﬁ:‘#ﬁaéﬁ, DIRBARZ & O 70 IREN
CRBEARVERZEOWHFREZER T L &I, HRHM, HEZE [(ERH
MR /RS X 100] Z28BH Lz, 72d, 2B OERITFaPIBEEL, 12K%
BETHBRLZEEIT, BRCAKELEDOERZ L, HERIZDOWTIE, 2%
FRICHIEE RS, AR, HEREK FEROUNRUOARREZRELZ. HER
KDOWTIR, HARBRUHWE4ACAEZEAICCRIET 2L EBITHAER 4
RB/ERRR X100], JEER[GEERK /HERE X100 RUHERDIBDLE
FE [(ME4A4HOERE/FHERE X100] 2HHLEZ, WEA4BCHEROEH
ZI—FI)IVHEBRTT, #E - SBOWENERRzToZ. /&, HER GEERKD
RERZ2ED)ICDODVTIE, BHBRR—BEMTHIY /- IVICEEREL .

7. BRBREPIETHOUE
HEBEDETHIIFECHICIHRL, BREERBRCRVEEMBENREZTo . &
B, BEEEBIIODWTHESETFT v &L=,

8. iEHRHT

HE, BB, NEFREE, DRECEREN, SEREAK, MHRAMREE 5
BEL% REEY, BEHR, MR, B6% SHER BHERK FERE
ROHERGECDWTIE, BRI TEHELEEFEELRD, NBREERDE
BERBTETAHOE —HEbartlettEC L ORELE, HENE—2EEIT,
Dunnelt DS BLBREE AV THEBE & OREETL, 28— TRVEA,
SteelDEBHEBEREEZAVTHRELOLKET 2, 2, XB%, 2 (B K=,
HEZROGHEROMEEIDWTIE x REC KD, BER, HARKRUHERD4H
ODEFRIZDODWVWTREVilcoxonDEEFMBREIC LY, WHMABEREI DWW T
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Mann-WhitneyD UREIC I O NEBH EEREHBOLEZT o, WINOBSLHEE
KEZS%EL, BB, HARCEAITIAEEBIOWTR—REALTAHL 72,

=l B Bk 5=

1. RE®RGHHE
) —fRee

—#IREEFT R #Table 1, 2 KkTAppendix 1, 2iZRU 7.

T3, 100 mg/keBED 1 HIRRSI8EB OREGRIN S HREEEBOE T R BRI E
Zz2L, REZBPBOEEGMICFHT L. 20 mg/kKePA TOETIE, BT OREE KL,
—RREICHOEIIBD S NA2ho T,

BT, 100 mg/keB D 1 FINIEIRIZH DR E/MICET L. ZDES, 100 mg/kg
BHORO1IHITIE, HROANSEIKRA WE4H) XTREOR TEENED SN,
20 mg/kgbA FTOETIE, BTOREAELRS, —BRRBICHDECEIRD NN o,
728, 20 mg/kgBED 2 FlFKkN100 mg/keBED 7 HllY, WEIBETIIERMVETLE
e, mREmLE.

) HE
REHH ZFig 1, 2, Table 3, 4 kTAppendix 3, 4IRL7%,
T, 20 mg/kell L OB TR ESHIMZE L THEEOEMIH T2 OEMA A 5
N, REHMPORAEENBRIFERREZRLZ,
It Tid, 100 me/ke# TREMOFEHATORE 4 KU 8 HICHEMMEBIANRD 5
Nz, Tz, BEREUWEHR TR0 ng/keld L OB THEDEBMIH i3 E D
mMNRD 5N,

3 EEE
B2 %Fig 3, 4, Table 5, 6 KkUAppendix 5, 6wl 7%,
HETIE, 20 mg/kelh LOBFE TREVHICEANA LN, TO%, BRLEDY, T
HEE TROBRESRACIIBEERS L.
T, 20 mg/kgbl EOBE TR EMBMICBANA LN, TO®K, BELEDR, BWE
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4 BITIBERAD LU, 7238, 100 ng/keBF TR S 8 ~15BITIIEMNED 51z,
COFXPAEMBEAORRWEENENLLEL T, 4 ng/keH THIR2IBIZEMNRD 51
7z

4) MmMRFRE
HOMBRFHREL R 2 Table 7 kTCAppendix 7R L7,
100 me/ke® THRIMEB K UIAY 7 Vv MEDEA U ITMCH B MCHC D 88 358
oz, Fiz, 100 ng/keBE TEIMHKRMERBR BH/ML 72, 728, 20 mg/keizy
WTHMCHO MR D 57z,

5 MmEELFRE

HomEE\LERER R %Table 8 R OAppendix 8ITRL 72,

100 me/keBETT NV T I 2, A/GH, GOT, GPT, LV AFo—)l, U VIEERUE
BUNEOBMERI R ) EIA4 R, FRUDLRUAU D LDORDNRRD 5
Nz, ZDIFH, 20 mg/kgBE TCEPT, YN A UK T+ AT 7 ¥ —VCROIVTF= >
DDA ENTED, WITNOEBZHNREBHEAN (TR) OB THo 72,

18ECrj:CDSD) o FOERET—%

i3 EHH Bt TismE BEEE 0 FHEE FigE  mME BRKE
SIXBEMREE 42X EEE

GPT (1U/1) 36 23.3 4.0 15. 2 31.3 16 3]
. ALP(IU/1) 36 178.0 34. 1 109. 7 246. 2 131 268
L7 F=2 we/dl) 36 0.5 0.1 0.3 0.6 0.3 0.7

6) Hlm

B i D #IBFT R & Table 9, 10%TAppendix 9, 10iCR L7k,

25 T RO OERTIZ, MERUHE LEOBENMERTENEN2 R
K1, B EROREGEGANER, 4R0100 ng/kefTENENL, 1KY
2 IERW 5Nk,

WE 4 B OBOHBRTI, BIROKE AR E T OREGEE100 ne/ked T

_10_
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F1LARD BN,

FECHOHBTIE, 100 ng/keD i 1 FITIHREHBORRER, EBEVEROL
iR, BIROERRCHERGELT T BEOERENH SN, 100 ng/keB O 1 T
BREOEARER, KEMIZL2BOREKUVEROERNZD 5N,

LRETOBGYROAEFAOHRTIE, WINBEFEERD 5NN,

) BREEERE

OB ERE R %ZTable 11, 12%TAppendix 11, 12iTRL 7=,

H#TIE, 100 mg/kef THIRR O R UMM EE O X E D HEr, ik Ol
o RUHMEZOEMIIIEMERNSPRD SN, ZOEMHETIX, 100 ng/
kgft TR OGERBEREOR DA, F£k, 20 ng/keBE Thi, Bk BT, BRERUEBR
FEOMMBEEOREMN, 100 ng/keB TH, OB, M, TR SREEOCKERLEGFOM
HEEOEMARD 5N/,

T, 100 ng/keB TRHROBXNEZDOEMNED SNk,

ZOEh, FEHEORWEBRNELELT, 4 ng/keBOBTRIBORMNEZD
#m, 20 ng/keBHOM TOLBOME KUHNEEOEINRD 5N,

8) WHEHMABFRE

HOBEZREZTable 13A(F L — FHHEBEAR) K138 GRHEREA LK HOIC
Appendix 13, MED®EH R #Table 14A (5 L — RRHBEHE R U 14B (B HBR B0
M TN Appendix 141CR L7z,

100 me/keBOHES PIR VM 7 FITHERLEOHMAROERNRD SN/, TD
Eh, HTIIER, 4 KRO100 ng/keB0ENEFNL, 1 RUFATHELEDORE
FHFE, HBROZHATHRROEHIALSN, BROEHRENAOSNLEIED1HT
SRR EEBENORETORMAD KR Kcell debrisbRBD 517z, METIE, 100 mg/ke#¥
D1FTEERVCABEOBRIT LEOEEND LN, AR TIIRRBEDRME LR O
HEMHEEROCLROBREN TN TNE LARD oNKL. Bz, HTIEIMERE, 20K0
100 mg/keoThEN1, 3KV 1HITHEROERNZD SN,

FETCHITIE, 100 me/keBE Dt 1 Hl TEIG OMREE BH 5 TEICH T THHERE
DHIRBEMEUVAIFER, BBOUSA, MOKE, MEBOER, WEOCOEHBRUH
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fm, H1ATHEBOURSA, MOKE, BEOZERRCEEOBEERRD 5N,

FEFE A B

HRRRE R EBREIRE

HEHRERVCEMENREORBE ZTable 15Kk U Appendix 151ZR L7,

HEAMBRETE, SHECOREEREARCEBERRICB W THER & OMICEITR
SNaho iz,

HFERNBRETE, EHEDTRTORATRERASNZA, MEEHKUI00 ng/
ke DB 1 BABRARETH o7z, LMo T, XKBRISHLEDI00%, Z ) BRI
SHRREE, 4, 20K% 100 mg/ke# TENETNIL 67, 100, 100K 67T%TH D, H
BELISHLIOBMIIEIRD NNz, £z, KEMBHBEIIBW TS, B
EBBEOMICERRED NN &,

AR VEHEN (BFABETIRELB VT RHFLERRE

SR U ERRAEORBE ZTable 16K Appendix 16IRL 7z,

SRR OBRETIE, 100 ng/keBH O 2P THREZROROBERVHERORRERE
NRDENZ, EiT, 100 ng/keB THREROBEMR NI D HEEDOHED, I
HWHERAEORDNRRD SN, TOEFEH, 4 ng/keBE TRERBOEMNMNA S
2, 20 mg/keBE CRHFAKOELITRD ENAh I ENG, BREHELLLEELSN
7o HESRMIM, HEAK, ARER HERE HFERE HERRUHEROERT
EHEODHBELOBICERBDSNED >, FAEROARBRECIBNLTY, &
HELDRERRD NN T,

HEHORETIE, 20 ng/keB D 2 FIK U100 ng/keBED 7 HITROMEE, #H,
RBBZEOHETHORENA LN, INSOBHYTIELEMNETL, 20 ng/keld
LOBTRFEROABDEFROBLNRED SN, FIZ, 100 ng/kedf TIIMEH
ELFEROHE 4L HOREICEENED SN,

_.12._
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== z=

OECDBIHFILEMBELLARIZKRD2BEURED—RELT, 2, 4—-TF72 /-6
—JxZl—=s—hUTTVORERSGEN - LERAEBEHSHBREERL, HEHIC
NTLREF/EGEERCEBRAGTICAERBEORE - RBFICEETEE IOV THRS
L7z,

1. REFKEGHERR

—RRCIREETIX, 100 me/keB DMt 1 FINN KRS 18ENS BREHOE TR UVBERTER %
Z0, B#E5NBRETC UL, £/, FHEOM 1 ANERI2ZEICEELZ. FiZ, 20 ng/
kelA DB TIIMM S S EREQEINPH K VEBHEEOHPNED 5N,

HOMBKRFRETIZE, 100 ng/keB THRMIRB K IAT FTV Y MEDOE LA 5 1,
MCHEROUNMCHCO#BMmMBb R D 5N, LAL, NEJFOEEBIZEARIZRL, RHEEKSS
BRETIIBREB TCROERDOEEHRTHAIANTST) CORBFZIRD LN, R
HRERUOATIZ)y MERZEBHEORBICLDELPTEZZEHHEINTNBY 2 &
25, 100 ng/keBTHLSNZROHRBEKRIAT I Uy MEDEAIZ, ABETHLSH
FEEEOHMDICERLUAZEEEZ 5Nz, 7z, 100 ng/keff TIIHFRMEKDBEAIC
EIREHEOZEE LT, MRFMEREOEMPRD SN, 5, 20 mg/kefEizHBn
THNMCHOE MR D 5Nz,

HOMKAICFERETIE, 100 ng/kgB#FTr VT X, A/GEH, GOT, GPT, BEVU L E
Y, MOAVATO—INEYY VREDOEMENC R ZUESA ROBINALENEZ
EMS, FEBANOEEVNRBINL. T01EFH, 100 ng/keBTH U TLRT LAY Y
LADWABRAENED, BRECEELEENZEVER T, FEAZENIZHREIR
AHNT, TOFRAERFTIOVWTIIRATH -7,

WEERETIE, 100 ng/keH OB THBEEDOEMNA SN, HEHEZICIIMET
NERLDEOHHAROBANRD 5Nz, —HRICHBORBEROFHEIZ LD /AEHLD
HOFMRAIERTEIEBHENTNEY ZEhs, BERRHAUBENFTEI N6
HREA SNz, 2B, AROMN< IEEILFRETIFEERBEOREL INS60T
EUGPTO LERA N, e, BEELROEEFOHEERELIZERD sy
o7, 100 mg/keBH OB TRRIBEEDCEMEVBWREEDOHAO B A SN, WTh

_13_
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HRIET HMBERNEIITELS, INSORMLBA MV AVARES NGB THEZN
2HDTHO, 100 me/keBH O IIRSHMZEL THREHENATE I N TR I &0

5, #EBMERSICEELEZAN ARERLEZDBDEEZ SN, TOEDH, 20 ng/
ke OB TH, B, BT, BREKUEELAOHMEZEOHEM, 100 ng/keB QT
B, O, B, B BRRUREELEOHEMEZOEMENICREOHENEEDHED,
100 mg/keB DM TR DR EEDEMMBASNZN, WINLEVEERTCHNER
NEBKEHLAZDBDOEES, REEBFRECBVLVTOEBRYERSOREEIA SN
ol &, 20 ng/kePl L OB TIAREOCENMIF AL LN, EREEBNMRMBERL
TWBZENS, INSORLRAEORBIIERALZDBDEEZ SNE, EdolEn
R EABERETIE, 100 ng/keB Ol CEEKACATEOBIT LE OEIHE, REEDR
ME LR OIFEEMEL, LBOBRENALSNLZN, WINDREHFEIKS, BRRELE
THIENAENTNDE ™Y ZEns, HBRYPARSEOBERIZZVWDBOLEAISN
oo £7z, 4KUVI00me/keBH OH THELAEOBEFAZFE, 20100 ng/ke# OB T
BIRRDEME R A SN, FHEOZB{ITHBHIIBLWTHHLNTHEY, TOELDOR
EHRETHo>2I 5, #RYERS LOFERZRVWDDEEZ SN,

FJETT U 72100 me/kg#E O 1 HITIE, BEFOHFFEREOHREMEVAFOERD H
5Nk, TORERRIIDODVWTIIARATH- &, Z0EFh, WHOKE, BREOUSA,
gD ZEHE, MBROFEHRERCHM A SN, FFATERCETIIEREHOK TR
DRBREEN#HREL TRDoNTVE I ENS, ERITHEITLEEZISN L, i,
FETC L7100 ng/keBE O 1 HITIX, BBEOUS A, MDOKE, BEBOEHERVAITD
BENASNED, FFIORTIISKREFN THo/zl &b, BEHOEHENLARIC
WEHERSOEENMbo I I VELEEBHEOELEEZ SN,

PED XSz, 20 mg/kebh EOBOMH THEOBMINH K UVBEEDHONED S
NEZENS, FRBREGATEBI2RERSEHICHETLIERERIIMBE LD 4 ng/
kgLH#ERI N,

2. RN |

HEM O ERREEC FIL TR, BN, RRE, 18 (2) B, SRABERK, Rk
ROEREE ERYE R S OB SRR 5 N0, E70, FEMME, HERKE
CHERI b RBRYERS ORI b i ok, —F, SRBOBERTI, 100

._14._
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ng/kgH D 2 P THMBEROBETHOARVBBOSNL. £k, WEHMMOBRICSH
WTH, Z2IRECOBEHYAL0 ng/ke T2, 100 ng/keRT7HHEN, TN5HD
PITIRWINDROEE, BA, REZEOWEFTBORESRDONE. THHDT
ENS, FEBMEOHAEMRE IS BKVHEETEHNOEEN KRB I N,

B2, 100 mg/keBf CRIEEERDEME T LNITHEDI MEROFIBASNIN, &
DEALICDWTIE, B L BB OS REROEETEHORARICERLZDBOEE X
5NTc. £z, 20 mg/keA LTI, HiERDABOEBFROFONHSNED, Z
DELE, BBYICHETHORARNALSNEENECLAEZERZERLEZDOTHD,
HENSRRIBEBYORETHORREEZ SN, £z, HiEROFETIE, 100
mg/ke# THERE & DMAROAENES, WHF4BIBWTHHENIHAB ENZT &
N5, BENRUHEAOHBRMERSICIDREEVCEEROREFICRIEFTEENR
BEni, , .

DEDXDIT, BEPOLEEBETEBRYERSOEERBLNRMNo7H, 20 ng/
kel EOB THEMIIHBETHOARARNA 54, 100 ng/keR THERDOHE 4 HDK
BEITRENBD NI LS, FRBEG TR BT 2EMELEEECHIIERES
B I LTI #ET100 mg/kg, WET4 mg/keg, WEIMITH U TI20 ng/ke & HEZR
N7z,

=Z 227N
2, =72/ -6—TJxzZN—s—hbUTTIDITy MBI
LBAEHRGEERBIAUORERSEN - £HEELEAHGHBROLLD O TR (A

BES 29734), MRAKHENFTr—L4L - IRI MU —XHANER, 1998

Edozien, J.C. and Switzer, B.R : Effect of Dietary Protein, Fat and Epergy
on Blood Hemoglobin and Hematocrit in the Rat. J.Nutr. 107, 1977, 1016-1021

J.R Glaistar, “Principles of Toxicological Pathology, ” Taylar & Francis,

London and philadelphia, 1986, pp. 83-85
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4) P.Greaves, “Histopathology of Preclinical Toxicity Studies, ” ed. by
P. Greaves, Interpretation and Relevance in Drug Safefy Evaluation, Elsevier,
Amsterdam, 1990, pp. 548-549

5 P.Greaves, “Histopathology of Preclinical Toxicity Studies,” ed. by
P. Greaves, Interpretation and Relevance in Drug Safety Evaluation, Elsevier,
Amsterdam, 1990, pp. 61-62

6) D W, “HHEABGEES. BMREZET, B BEE, K BiERE BASE,
R, 1992, p. 279
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Fig. 1 Mean body weight changes of male rats treated orally with 2,4-diamino-6-phenyl-s-triazine
in the combined repeat dose and reproductive/developmental toxicity screening test.



gl

Body weight (g)

6001

500

400+

300-

200+

100+

—O0— Control
—— 4 mg/kg
—4&— 20 mg/kg
+ 100 mg/kg

/ 1
e |

) ! T L

1 4 8 11
Days of pre-mating

15

-y

4

7 10 14
Days of gestation

17

L

21

Study No0.49719

LU L

0 4
Days of lactation

Fig. 2 Mean body weight changes of female rats treated orally with 2,4-diamino-6-phenyl-s-triazine

in the combined repeat dose and reproductive/developmental toxicity screening test.
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Fig. 3 Mean food consumption of male rats treated orally with 2,4-diamino-6-phenyl-s-triazine
in the combined repeat dose and reproductive/developmental toxicity screening test.
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Fig. 4 Mean food consumption of female rats treated orally with 2,4-diamino-6-phenyl-s-triazine
in the combined repeat dose and reproductive/developmental toxicity screening test.
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Table 1 Clinical signs of male rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose and reproductive/developmental
toxicity screening test

Group Days of treatment

and Clinical sign

dose 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22

Control Number of examined 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12 12 12 12 12 iz 12 12 12 12 12 12 12 12 12 12 12

4 mg/ks Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 2 12 12 12 12 12 12 12 12 12 12 12 12 12 2 2 12 12 12 12 12 12

20 mg/ke Number of examined 12 12 12 12 12 12 12 1z 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 2 12 12 2 12 12 12 12 12

100 mg/ke Number of examined 12 12 12 12 12 12 12 12 12 2 2 12 12 12 12 12 12 12 12 12 12 11
No abnormality 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 1t 11 1 11 1t
Hvpoactivity 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 1 1 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0 0 0 o o0 o0 0 0 1 1 1 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 0 o 0 O 0 0 0 0 0 1 0
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Table 1 - continued Clinical signs of male rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose and reproductive/
developmental toxicity screening test

Group Days of treatment

and Clinical sign

dose 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37T 38 39 40 41 42 43

Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 o1z 12 12 12 12 12
No abnormality 2012 12 12 12 12 12 12 12 12 12 12 12 1 12 12 12 12 12 1z 12

4 mg/kg Number of examined 1212 12 12 t2 12 12 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 12 12 12 12 12 12 12

20 mg/ke Number of examined 12 12 12 12 12 12 12 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 12 12 12 2 12 12 12

100 mg/kg Number of examined m o111 i1 fro1ro1ro1r 11111 11
No abnormality n o111 111 1 11
Hypoactivity 0 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 o0 0 o o0 o o0 o0 o o0 0 0 0 0 0 0 0 0 0O 0 0
Dead 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 1 - continued

Study No. 49719

Clinical signs of male rats treated orally with 2, 4-diamino-6-phenyl~s-triazine in the combined repeat dose and reproductive/
developmental toxicity screening test

Group Days of treatment

and Clinical sign

dose 44 45 46 47 48 49

Control Number of examined 1212 12 12 12 12
No abnormality 12 12 12 12 12 12

4 ng/ke Number of examined 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12

20 mg/ke Number of examined 12 12 12 12 12 12
No abnormality 12 12 12 12 12 12

100 mg/ke Number of examined 1111 11 1 11t
No abnormality I A D T S B
Hypoactivity 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0
Dead 0 0 0 0 0 0
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Table 2 Clinical signs of female rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose and reproduct ive/developmental
toxicity screening test

Group Days of pre-mating

and Clinical sign

dose 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15

Control Number of examined 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormality 2 12 12 12 12 2 12 12 12 12 12 12 12 12 12

4 mg/kg Number of examined 2 12 12 12 12 12 1z 12 12 12 12 12 12 12 12
No abnormality 12 12 12 12 12 2 12 12 12 12 12 12 12 12 {2

20 mg/kg Number of examined 12 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 12

100 mg/ke Number of examined 12 12 12 12 12 12 2 | 12 12
No abnormality 12 12 12 12 12 2 12 12
Integumentary mass 0 0 0 0 0 0 0] 0 0 0 0 0
Dea_d 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
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Table 2 - continued Clinical signs of female rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose and reproductive/
developmental toxicity screening test

Group _ Days of mating
and Clinical sign
dose 16 17 18 19 20 21 22 23 24 25 26 27
Control Number of examined 11 8 4 1 1 1 1 1 1 1 1 1
No abnormality It 8 4 1 1 1 1 1 1 1 1 1
4 mg/kg Number of examined 9 7 4
No abrormality 9 7 4
20 mg/ke Number of examined 5 4 1
No abnormality 5 4 1
100 mg/kg Number of examined 8 7 1
No abnormality 11 8 7 1
Integumentary mass 0 0 0 0
Dead 0 0 o0 0
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Table 2 - continued Clinical signs of female rats treated orally with 2 4-diamino-6-phenyl-s-triazine in the combined repeat dose and reproductive/
developmental toxicity screening test

Group Days of gestation

and Clinical sign

dose 0 1 2 3 4 5 6 7 8 9 16 11 12 13 4 15 16 17 18 19 20 21 22

vControl Number of examined 3 [ AN 1 A 1 A 1 A 1 (N 1 S 1 N 1 A O A 1 AN N AN A TR S 1 N 5 KN B A § BNt
No abnormality (1 [N AR S A TN TS 1 N O NN AN A 1 TS 1 AN 1 D 1 AN 5 S 1 S 1 ARG O KN 6 A I AR ) N A

4 mg/keg  Number of examined 12 12 12 12 12 12 12 2 12 12 12 12 12 12 12 12 12 12 12 12 12 12 6
No abnormality 12 12 2 12 12 12 12 12 12 2 12 12 12 12 12 12 t2 12 12 12 12 12 6

20 me/kg Number of examined 1212 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 12 1
No abnormality 12 12 12 12 12 12 12 12 12 12 12 12 12 12 2 12 12 12 12 12 1 1 1

100 mg/kg  Number of examined /1 A (R O (R A A ANND O S 1 AN 1 A O U 1 SN I S A A SN B S | 4
No abnormality tro1mro1mo1roo1roo1o1ro1r ot (0 10 10 10 10 1w 10 0 10 10 10 W0 3
integumentary mass O 0 0 0 0 1 1 1 1 1 1 1 1 1 1 1 1 1 0
Dead 0 o0 6o o o0 o O O 0 0 0 0 0 o o o0 0 0 0 0 1
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Table 2 - continued Clinical signs of female rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose and reproductive/
developmental toxicity screeming test

Group Days of lactation
and Clinical sign
dose 0 1 2 3 4
Control Number of examined 11 11 11 11 1
No abnormality R D B S I |
4 mg/ke Number of examined 1212 12 12 12
No abnormality 12 12 12 12 12
20 mg/ke Number of examined 12 12 11 10 10
No abnormality 12 12 11 10 10
100 mg/kg Number of examined 0 10 4 4 3
No abnormality 9 9 3 3 2
Integumentary mass 1 1 1 1 1
Dead 0 0 0 0 0

All newborns from 2 dams of 20 mg/kg group and 7 dams of 100 mg/ke group died until day 3 of lactation, and so these dams were sacrificed immediately
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Table 3 Body weights of male rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose

and reproductive/developmental toxicity screening test

Study No. 49719

Group and dose Control 4 mg/kg 20 mg/kg 100 me/kg
Body weight (g)
Days of treatment
1 390.8+£19. 8(12) 387.1£17.9(12) 387.1+14.8 (12 387.4+18.4 (12)
405. 1+£22. 2(12) 402. 8£20.4(12) 396.0+16.2 (12 380, 1£17. 2% (12)
8 418.5+£23. 5(12) 413. 8+24. 7(12) 403.1+19.7 (12 382. 6£23. 3x%(12)
11 430. 3+25. 4(12) 426. 5+27. 8 (12) 411.8£22.6 (12 386. 027, 0%* (12)
15 439.9+26.2(12) 435.6+£30.4(12) 420.4+21.6 (12 390. 9£30. 3% (12)
18 443. 74+28.2(12) 439. 831, 4(12) 423.5x21. 4 (12) 389. 1£35. 1%+ (12)
22 456.7+29.4(12) 456. 0+£34. 2(12) 439.0+20.4 (12) 407. 4+31. 4% (11)
25 465. 9431 7(12) 466. 0£36. 1(12) 446.4+20.4 (12) 415, 1£34. 1#+ (11
29 476. 6£35.1(12) A77. 6+£38.5(12) 457.4£23.1 (12 421. 6£36. 5+ (11)
32 491, 7435.6(12) 492. 3+40. 4(12) 467.3+25.7 (12 430. 6£37. 2% (11)
36 498. T£37.3(12) 498, 2+43. 7(12) 469.3£25. 1 (12) 430. 9£39. 8%+ (11)
39 504. 8+£38.5(12) 506. 8+47. 9(12) 477.6£28. 1 (12) 434, 3+36.° 9% (11)
43 517.2436.5(12) 516. 5+50.4(12) 486.1£30.0 (12) 438. 3£38. 4% (11
46 526. 14+37.6(12) 527.3+53. 412 491.9+£31.5 (12 439. 4438, 3++ (11)
49 534.4+39. 0(12) 528. 7£53. 2(12) 492. 7+ 33. 2+ (12) 433. 5138, 9%+ (11)
Total body weight gain 143.6£29. 6 (12) 141 6+42. 1012 105. 5= 21. 6% (12) 44. 2+28. 8% (11)

%1 P<C0. 05, #+:P<0. 01(significantly different from control).

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

One animal of 100 mg/kg group died on day 21 of treatment.
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Table 4 Body weights of female rats treated orally with 2, 4-diamino~6-phenyl-s-triazine in the combined repeat dose
and reproductive/developmental toxicily screening test

Group and dose Control 4 mg/kg 20 mg/kg 100 mg/ke

Body weight (g)
Days of pre-mating

1 239. 8+ 9.4(12) 239.0+£ 9.1012) 236.2+10.4 (12 236. 2119 (12
4 248. 1+ 9.5(12) 245. 1+ 9.1(12) 243.8+10.2 (12) 232. 5411 0% (12)
8 255.7x10.6(12) 252.4+12.2(12) 250. 7101 (12 242. 5+ 10. T+ (12)
11 262.3£10.2(12) 258. 6£12.9(12) 256.0+11.7 (12) 203.6£15.7 (12)
15 267.7+ 9.9(12) 265. 8+13. 3(12) 262.613.4 (12) 258.4£17. 2 (12)
Days of gestation
0 277.8+£14. 6 (11) 272.2%16.1(12) 263.3£11.6 (i) 258. 2 15. T## (11)
4 296. 3+£13.4(11) 292.3x£16. 3(12) 278.9% 9.6+ (12) 273. 5116, 2%+ (11)
7 307.4+£15.1(11) 305.6£17. 1(12) 292.8+11.4 (12) 281. 1£15 7T+ (11)
10 321 1£15.2(11) 316. 8115, T(12) 302, 310, T+x (12) 288. 6 £ 15 8xx(11)
14 340. 6£17.9(11) 336.2+15.8(12) 3221117+ (12) 304, 1£15. 5%+ (11)
17 371219 141D 365. 9+20. 4(12) 346. 8 10. 3xx (12) 327. 8£19. 64 (11)
21 421.3+22.4(11) 423. 9+21.4(12) 392. 8 16. 8% (12) 380. 0£23. 2%+ (11)
Days of lactation
0 301.6+29.0(1D) 299. 918. 8(12) 287.7x£25.5  (12) 287.1£19.1 (1D
4 328.6£22.8(11) 328.6£19.6(12) 312.6+13.5 (10 291. 7+ 5.6% (3)

¥ : P<C0.05, **:P<0.01(significantly different from control).

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

Each | animal of conirol and 100 mg/kg groups were non-pregnant.

One dam of 100 mg/kg group died on day 22 of gestation.

A1l newborns from 2 dams of 20 mg/kg group and 7 dams of 100 mg/kg group died until day 3 of lactation, and so these dams were sacrificed immediately.
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Table 5 Food consumption of male rats treated orally with 2, 4-diamino-6-phenyi-s-triazine in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 4 ng/kg 20 mg/kg 100 mg/kg

Food consumption (g/day/rat)
Days of treatment

2 28.5+£3.0(12) 27.2+£2. 902 23. 12 9%x (12) 18. 9+2. 9%x (12)
4 29.3£3.1(12) 28.6+2.9(12) 26.9£1.9 (12 19. 8+ 1. 6% (12)
8 28.4+3.6(12) 27.1£3. 1(12) 26.0+2.8 (1D 27.4£2.6  (12)
11 28.9+2. 8(12) 29.3+4.2(12) 26.7x2.7 (12 26.7x£3.1  (12)
15 28.1£2.5(12) 27.8+3.2(12) 25.8£2.4 (12 8.5£4.1 (12
30 29.8+2.7(12) 28.9£3. 8(12) 26.8x3.0 (12 28.4x2.9 (1D
32 30.0£3.2(12) 20.6+3. 0012 26.9£2.5% (12) 7.7£2.6 (1D
36 29.6+2.7(12) 28.8£3.6(12) 24.6£3. 3%+ (12) 28.3+x4.3 (1)
39 28.2+3.4(12) 28.6x4.5(12) 26,431 (12 28.3£3.1 (1D
43 28.9+12.6(12) 28.6£3. 7(12) 26.2+£2.9 (12 26.9+2.9 (1D
46 29.414.0(12) 30.0£4. 9012 27.2+3.0 (12 25.7£2.2 (1D
49 30.7+£2.9012) 28.043.8(12) 24. 712 452 (12) 4. 14 Tex (11)

#: P<C0. 05, **:P<C0.01(significantly different from control}.
Values are mean +S.D. and the values in parentheses represent the number of animals.
One animal of 100 mg/kg group died on day 21 of treatment.
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Table 6 Food consumption of female rats treated orally with 2, 4-diamino-6-phenyi-s-triazine in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 4 mg/kg 20 mg/ke 100 mg/kg

Food consumption (g/day/rat)
Days of pre-mating

2 18.6x1.9(12) 19.0+2.1 (12) 15. 74£2. 9% (12) 13. 5+3. 5%#% (12}
4 20.4£2.3(12) 20.4+2.7 (12) 18.2+2. 1 (12) 13. 9+ 2. 4%+ (12)
8 19.1£3.0012) 19.7+2.6 (12) 18.9+2. 5 (12} 22. 1£2. 6% (12)
11 19.8+3.2(12) 19.8+2. 3 (12) 19.5x2. 1 (12} 25. 224, Txx (12)
15 20. 1£3.2(12) 2L7+£1.9 (12) 200417 (12} 25. 1+3. 4% (12)
Days of gestation
1 17.64.0(11) 17.4+4. 4 (12) 13.9+3.8 (12) 4. 7£3.7 U1
4 19.8x3.5(11 22.7+£2.4 (12 21127 (12) 19.9+£2.5 (I1)
7 21.5x2.4(11) 22.3x2.5 (12) 22.0£2.9 (12) 200 7£2.5 (11)
10 22.1£2.5(11 22.8+2.1 (12) 20.1+£3.0 (12) 21.0x2.7 (11
14 21.8+2.4011) 23.61.6 (12) 22.0+2.0 (12) 22.6£2.7 (11
17 24.0£1.9(11) 25.5+2.2 (12) 23.7+2.3 (12) 23. 7+£3.8 (1D
21 16. 1+6. 1(11) 22. 1%3. 4% (12) 17.5+6. 7 (12) 20. 5£6.2 (11)
Days of lactation '
1 1L 756011 14.8+6.4 (12) 10.4x6.6 (12) 8.3x£3.2 (10)
4 42.74+5.20D 44.0+4. 9 (12) 36.5x4. 1%(10) 21. 0£2. 4%x (3)

¥ P<C0.05, #x:P<C0.01(significantly different from contrel)

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

Each 1 animal of control and 100 mg/kg groups were non-pregnant

One dam of 100 mg/kg group died on day 22 of gestation

All newborns from 2 dams of 20 mg/kg group and 7 dams of 100 mg/kg group died until day 3 of lactation, and so these dams were sacrificed immediately



Table 7 Hematological findings of male rats ireated orally with 2 4-diamino-6-phenyl-s-triazine in the combined repeat dose

and reproductive/developmental toxicity screening test

Study No. 49719

Group and dose Control 4 mg/ke 20 mg/ke 100 mg/ke
No. of animals 12 12 12 11
Leucocyte (10°/ 1) 79+13 8016 74+ 15 T1+16
Erythrocyte 10/ 1) 886+33 882+46 854+ 38 81662+
Hemoglobin (g/d1) 15.0+0. 7 15.2+0. 6 15.0+0. 6 14. 6+0. 9
Hematocrit (%) 47.8+1. 9 48.1+2.3 47.4+£2.0 44, 8+3. 2+
Platelet (10*/ 1) 99.6+8.0 102. 7£12. 3 97.6+9.9 94. 3+8. 8
MCV (tD 54+19 8hx1 56+1 55+2

MCH {pg) 16.9+0. 7 17.2+0.5 17. 6£0. 5% 17. 90, 6+
MCHC (%) 31.4%0.4 31.5+0.5 31.6£0.6 32. 50, H¥x
Reticulocyte (%) 32+4 31£3 3343 43+ 9%+
Prothrombin time (sec) 14.3+2.0 13.8£2. 1 13.0+1.4 12. 8+0.9
APTT (sec) 24.8+1.8 23.8+4. 1 24.0+3.5 23.0+2.8
Fibrinogen (mg/dl) 220.8+13. 2 223.5+20. 7 214.5+16. 1 204. 9+£15.0

¥ . P<0. 05, #% : P<0.01(significantly different from control).
Values are mean =+S.D.



Table 8 Biochemical findings of male rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose
and reproductive/developmental toxicity screening test

Study No. 49719

Group and dose Control 4 mg/ke 20 me/kg 100 mg/ke
No. of animals 12 12 12 11

T. protein (g/d1) 5 5+0.2 5.5+0.3 0.4+0.3 5 5+0.3
Albumin {g/dl) 3.640. 1 3.6+0.2 3.6%0.1 3. 940. 2%+
A/G ratio 1.87+0. 22 2.000. 20 2.06=x0. 19 2. 61£0. H2xx
GOT (ru/1) 1056+18 98+20 94+13 13939+
GPT (1U/1) 2947 2415 23+£3% Do+ 4T7++
v —GTP (1u/1) 0.0£0.0 0.0+£0.0 0.0+0.0 0.0+£0.0
ALP (1u/1) 184+10 178+ 34 169+22% 160+29
T.cholesterol (mg/dl) 4710 5113 54+9 6110+
Triglvcerides (mg/dl) 30x£11 2614 28+9 131 5%%
Phospholipids (mg/dl) 87+ 14 91+19 91413 103+13#
T. bilirubin {mg/d1) 0.0+0.0 0.0+0.0 0.0%0.0 0. 240, 1%
Glucose (mg/d1) 102+ 14 105419 104+13 100+11
BUN (mg/d1) 17.6+4.0 16. T+1. 6 16. 1£2.2 18. 6+2.6
Creatinine (mg/dl) 0.5+0.1 0.4£0.1 0.4+0. 1% 0.4+0.1
IP (mg/dl) 6.4+0.5 . 7+0.6 6.8+0.5 6. 7+0.5
Ca (mg/d1} 9.9+0.2 10. 0+0.3 10.0£0. 4 9.9+0.3
Na (mEa/1) 146.8+90. 9 147. 1+0. 8 146. 5+0. 8 145. 5% 1. 6%
K (mEa/ 1) 4.30+0. 18 4.32+0.18 4.30+0. 2! 3.9710. 22%%
Cl (mEa/1) 106.4x£1. 1 105.9+1.4 106. 2+1.9 105.4x£1. 7

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

Values are mean £S.D.
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Table 9 Necropsy findings of male rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose
and reproductive/developmental toxicity screening test
Group and dose Control 4 mg/kg 20 mg/kg
\\\\\\\\\\ Terminal sacrifice Terminal sacrifice Terminal sacrifice
Organs and findings Number of animals 12 12 12
Digestive system
Stomach
Spots, dark red, mucosa, glandular stomach 0 0 0
Small intestine
Dilatation, ileum 0 0 0
Large intestine
Dilatation, cecum 0 0 0
Hematopoietic system
Thymus
Atrophy 0 0 0
Coloration, dark red 0 0 0
Spleen
Atrophy ¢ 0 0
Genital system
Testis
Atrophy 2 0 0
Epididymis
Nodule, light gray 1 1 0
Atrophy 1 0 0

No appreciable changes in all other organs and tissues.
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Table 9 - continued Necropsy findings of male rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose

and reproductive/developmental toxicity screening test

Group and dose 100 mg/kg
\\\\\\\\\\\ Terminal sacrifice Dead Total
Organs and findings Number of animals 11 1 12
Digestive system
Stomach
Spots, dark red, mucosa, glandular stomach 0 1 1
Small intestine
Dilatation, ileum 0 1 1
Large intestine
Dilatatjon, cecum 0 1 1
Hematopoietic system
Thymus
Atrophy 0 1 1
Coloration, dark red 0 1 1
Spleen
Atrophy 0 1 1
Genital system
Testis
Atrophy 0 0 0
Epididymis
Nodule, light gray 2 0 2
Atrophy 0 0 0

No appreciable changes in all other organs and tissues.

Study No.49719
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Table 10 Necropsy findings of female rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeal dose

and reproductive/developmental toxicity screening test

Study No.49719

Group and dose Control 4 mg/ke
\\\\\\\\\\ Terminal sacrifice Imminent sacrifice Total Terminal sacrifice
Organs and findings Number of animals 11 ™ 12 12
Digestive system
Stomach
Spots, dark red, mucosa, glandular stomach 0 0 0 0
Distention, watery content 0 0 0 0
Hematopoietic system
Spleen
Atrophy 0 0 0 0
Urinary system
Kidney
Macule, light gray 0 0 0 0
Integumentary system
Subcutis
Mass, light gray 0 0 0 0

No appreciable changes in all other organs and tissues.
a) One animal was non-pregnant.
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Study No. 49719

Table 10 - continued Necropsy findings of female rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose

and reproductive/developmental toxicity screeming test

Group and dose 20 ma/ks 100 mg/ke
\\\\\\\\\\\ Terminal sacrifice Imminent sacrifice Total Terminal sacrifice _Imminent sacrifice/Dead Total
Organs and findings Number of animals 10 2% 12 3 9" 12
Digestive system
Stomach
Spots, dark red, mucosa, glandular stomach 0 0 0 0 1
Distention, watery content 0 0 0 0 1
Hematopoietic system
Spleen
Atrophy 0 0 0 0 1 1
Urinary system
Kidney
Macule, light gray 0 0 0 1 0 1
Integumentary system
Subcutis
Mass, light gray 0 0] 0 1 0 i

No appreciable changes in all other organs and tissues.
a) Two animals were imminently sacrificed due to death of all newborns.

b) One animal was dead. Seven animals were imminently sacrificed due to death of all newborns. One animal was non-pregnant
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Table 11 Absolute and relative organ weights of male rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 4 me/kg 20 mg/kg 100 me/kg

No. of animals 12 12 12 11
Absolute organ weight

Final Body Weight (g 501.5+38. 4 498. 5+£47. 1 462. 1+£129. 1+ 400. 3+ 35, T*
Brain (g) 2.18+£0.08 2.24£0. 10 2. 17£0. 07 2.09x0. 11
Heart (g) 1.62+0. 19 1.62£0. 16 1. 61+0. 12 1. 54x0. 16
Lungs (g) 1.48£0. 10 1.55+0. 16 1. 51+0. 16 1. 41%0. 13
Thymus {g) 0.31x0. 10 0.30%0.06 0.31%0. 09 0. 20%0. 09%*
Liver {g) 13.02£1.76 12.31£1.74 12.00+1. 16 13. 36 1. 52
Spleen (g) 0.88+0. 13 0.82+0.13 0.79+0. 11 0. 700, 08+
Kidneys (g) 3.18%0. 31 3. 14+0.32 3. 24+0. 41 3. 07+0. 28
Adrenals (mg) 58.8+7.9 68. 2+ 12. 3% 64.8£8. 1 74, 97, 9%
Testes (g) 3.17+0. 64 3. 40%0. 23 3.51%0. 32 3. 58+0. 26
Epididymides (g) 1.29+0. 18 1.35+0.13 1. 38+0. 09 1. 25+0.18
Relative organ weight
Brain (g/100g B. W.) 0.44+0.04 0.45+0. 04 0.47+0. 02 0. 530, 05+
Heart (g/100g B. W.) 0.32+0.03 0.32%0.02 0.35+0. 03 0. 39£0. 04%#
Lungs {g/100g B. W.) 0.300.03 0.31£0.02 0.33+0.02¢ 0. 3540. 03%«
Thymus {g/100g B. W.) 0.060.02 0.06+0. 01 0. 07%0. 02 0. 05x0.02
Liver (g/100g B. W.) 2.58+0. 17 2.46%0. 14 2.80+0. 17 3. 33£0. 19%x
Spleen (g/100g B. W.) - 0. 18+0.02 0.16+0.02 0.1740.02 0. 18+0. 02
Kidneys (g/100g B.W.) 0.64+0. 04 0.63x0.04 0. 7010, 06+ 0. 7710, 04+
Adrenals {mg/100g B. W.) 11.8£2.0 13.7+2.2 14, 11, 9% 18. 9£2. 84+
Testes (g/100g B.W.) 0.63£0. 13 0.69x0.08 0. 76 £0. 08#x 0. 90+0. 114+
Epididymides {(g/100g B.W.) 0.26x0.03 0.27£0.03 0.30%0. 02#¢ 0. 31x0. 04+

%+ P<0. 05, #% :P<0. 0! (significantly different from control).
Values are mean =S.D.



Study No.49719

Table 12 Absolute and relative organ weights of female rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 4 me/ke 20 me/kg 100 mg/ke

No. of animals 11 12 10 3
Absolute organ weight

6E

Final Body Weight (g) 328.6+£22. 8 328.6+19.6 312.6+13.5 291. 75 6%
Brain (8) 2.11%0. 08 2.12+0.08 2.14x0. 14 2.10+0. 15
Heart (g) 1.06%0.05 1.05+0. 09 0.94+0. 11+ 0.97+0.04
Lungs (g 1. 17£0.05 1. 17+0. 08 1.14£0. 08 1. 09£0. 06
Thymus (8) 0.19+0.09 0.20+£0. 07 0.20£0. 11 0.26+0. 15
Liver (g) 13. 11+1.31 13. 26+ 1. 41 12.050. 90 12.07+1. 62
Spleen (8) 0.68+0.09 0.72+0. 12 0.61=0.08 0. 66=0.06
Kidneys (8) 2.07x0.20 2.06+0. 14 2060 14 2.1220. 32
Adrenals (mg) 75.8£0.0 77.2+£11.3 17.3+£4.3 73.7£86.3

Ovaries (mg) 101.7£13. 2 106.0+14. 9 102. 2= 16. 6 109.8+9. 8

Relative organ weight

Brain (g/100g B. W.) 0. 65+0. 05 0.65+0.04 0.68%0. 04 0.72£0.06%
Heart (g/100g B.W.) 0.33£0.02 0.32+0. 02 0.30+0. 03+ 0.330.01
Lungs {g/100g B.W.) 0.36x0. 02 0.36%0. 03 0.37+0.02 0.37+£0.03
Thymus (g/100g B. W.) 0.06+0.03 0.06£0.02 0.06=x0.03 0. 090. 05
Liver (g/100g B. W.) 3:.99£0. 35 4.03+0. 31 3.86+0. 32 4,.14%0.50
Spleen (g/100g B. W.) 0.21x0.03 0.22x0.03 0.20£0. 02 0.21£0.02
Kidneys (g/100g B.W.) 0.63x0 04 0.63+0. 04 0.66%0.04 0.73+0.12
Adrenals (mg/100g B.W.) 23. 1%£3.0 23.5+2.9 248117 25.3+£2.7
Ovaries {mg/100g B. W.) 3. 1+£4.17 32.3+4.3 32.7+4. 4 37.7£4. 1
#:P<0. 05, #*# :P<0.0l(significantly different from control).

Values are mean =£S.D.



Study No.49719
Table 13A Histopathological findings of male rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose
) and reproductive/developmental toxicity screening test

Group and dose Control 4mg/kg 20me/kg 100mg/kg
\ ' Terminal sacrifice _Terminal sacrifice _Terminal sacrifice _Terminal sacrifice dead Total
Organs and findings Number of animals 12 12 12 1] 1 i2
-+ O+t HH ~ o+ -~ o+ 4 — 4 - 4 b - 4+
‘ Digestive system ‘
| Liver (12) 0] (12) 1y (n (12)
Hypertrophy, hepatocyte, centrilobular 12 0 0 0 12 0 0 0 g8 5 0 0 1 0 0 0 7T 5 0 0
Stomach (0 {0 (0 (0 (n (D
Erosion, glandular stomach 0 1 0 O 0o 1 0 90
Small intestine (0 (0 {0 (0 (1 (n
, Cellular infiltration, neutrophil, ileum ' 0 1 0 0 6 1 0 0
] Granulation, ileum 0 1 0 0 g0 1 0 0

Respiratory system

Lung (12) (0 (12) (an (D (12)
N Edema 12 0 0 0 i2 0 0 0 11 0 0 O 0 1 0 0 11 0 0
< Hematopoietic sysiem
Thymus (12) {0 12) (n (n (12)
Atrophy 12 0 0 0 12 0 0 ¢ 11 0 0 O 6 1 0 0 ir 1 0 0
Hemorrhag 12 0 0 0 12 0 0 0 im0 0 0 0 1 0 0 11 1t 0 0
Spleen (12) (0 (12) (11 (1 (12)
Atrophy i2 0 0 0 12 0 0 0 1m0 0 0 0 1 0 0 1 1 06 0
Genital system . '
Testis (12) (0 (0 (an (1 (12)
Atrophy 10 2 0 0 it 0o 0 0 1 0 0 0 12 0 0 ¢
Epididymis {12) ) (0 {1 {D (12)
Granuloma, spermatic 1 1 0 0 6 1 0 0 9 3 0 0 I 0 0 0 9 3 0 ¢
Decrease, sperm 1m0 0 1 1 0 0 0 12 0 0 0 1 06 0 0 12 0 0 0
: Cell debris lumen 1 1 0 0 1 06 0 0 12 0 0 0 1 0 0 0 12 0 0 0
] Grade sign: - none; 4 mild; ++, moderate; +++ marked.

There are no remarkable chagnes in the heart, kidney, adrenal and brain of all animals in control and 100 me/kg groups, and large intestine of one animal

in 100 mg/kg group.
Figures in parentheses are number of animals with tissues examined histopathologically.




Table 13B Histopathological f{indings of male rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose

and reproductive/developmental toxicity screening test

Study No. 49719

Group and dose Control dmg/kg 20mg/kg 100mg/ke
\\\\\\\\\\ Terminal sacrifice Terminal sacrifice _Terminal sacrifice _Terminal sacrifice dead Total
Organs and findings Number of animals 12 1 12 11 1 12
Digestive system
Liver (12} )] (12} (1n (D {12)
Hypertrophy, hepatocyte, cenirilobular 0 0 5 0 5
Stomach {0 (0 (0) (o (1 (1
Erosion, glandular stomach 1 1
Small intestine (0 (0 (0 (0 (n (D
Cellular infiltration, neutrophil, ileum 1 1
Granulation, ileum i 1
Respiratory system
Lung (12) (0 (12} (11 (1 {12)
Edema 0 0 0 1
f: Hematopoietic system
Thymus ' (12) (0 (12) (1 (n (12)
Atrophy 0 0 0 { 1
Hemorrhage 0 0 0 ! 1
Spleen (12) (o 12 (11) (n (12)
Atrophy 0 0 0 1 i
Genital system
Testis (12) (0 (0 (11 (n (12)
Atrophy 2 0 0
Epididymis (12) (1 (0 (11 (n {12)
Granuloma, spermatic i ! 3 3
Decrease, sperm 1 1 0 0
Cell debris, lumen 1 1 0 0
Grade sign: ~ none; ¥, mild; ++ moderate; +++, marked.

There are no remarkable chagnes in the heart, kidney, adrenal and brain of all animals in

in 100 mg/kg group
Figures in parentheses are number of animals with tissues examined histopathologically.

control and 100 mg/ke groups, and large intestine of one

animal



Study No. 49719
Table 14A Histopathological findings of female rats treated orally with 2, 4-diamino-6-phenyl-s-friazine in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 20 mg/kg
\\\\\\\\\\ Terminal sacrifice [mminent sacrifice/Dead Total Terminal sacrifice Imminent sacrifice/Dead Totat
Organs and findings Number of animals Il 1 12 10 2" 12
-~ - H - M - b+ R A S B S I S

Digestive system

Liver ‘ (1 (n (12) (10) (2 (12)

Hypertrophy, hepatocyte, centrilobular 11 0 0 0 1 0 0 0 12 0 0 0 00 0 ¢ 2 0 0 0 12 0 0 0
Stomach (0 {0 (0 {0 (0 (0

Erosion, glandular stomach

Respiratory system

Lung an (n (12) (10) (2 (12)
Edema 1 0 0 0 1 0 0 0 12 0 0 0 9 0 0 0 2 0 0 0 12 0 0 0
Hematopoietic system
Thymus an (1 {12} (10) (2 (12
o Atrophy 0 1 0 0 1 0 0 0 11 1 0 0 9 1 0 0 - 0 2 0 0 $ 3 0 0
PO
Spleen (10 (D (12 (10) (2 (12
Atrophy 1 0 0 0 1 0 0 ¢ 12 0 ¢ 0 10 0 0 0 2 0 0 0 12 0 0 0
Urinary system :
Kidney (11) (1 {12 (0 (0 (0
Basophilic tubules 1 0 0 0 1 0 0 0 12 0 0 ¢
Proliferation, transitional epithelium 1m0 0 0 1 0 0 0 12 0 0 0
Genital system
Mammary gland (0 (0 (0 (0 (0 (0
Adenocarcinoma
Endocrine system
Adrenal (an (1 (12) (0 {0 (@]
Necrosis, zona fasciculata to zona reticularis 11 0 0 0 1 0 0 0 12 0 0 0

Grade sign: -, none: + mild; t++, moderate: t+++, marked.

There are no remarkable changes in the heart, ovary and brain of all animals in control.
Figures in parentheses are number of animals with tissues examined histopathologically.
a) One animal was non-pregnant

b) Two animals were imminently sacrificed due to death of all newborns.



Table 14A - continued Histopathological findings of female rats treated orally with 2, 4-diamino-6-phenyl-s-iriazine in the combined repeat dose
and reproductive/developmental toxicity screening test

Study No.49719

Group and dose 100 mg/kg
\\\\\\\\\\ Terminal sacrifice [mminent sacrifice/Dead Total
Organs and findings Number of animals 3 g 12

b H M - b R b -+ H HH

Digestive system

Liver (9 (9 (12)
Hypertrophy, hepatocyte, centrilobular 2 1 0 0 3 6 0 O 5 7 0 0%
Stomach (0 (D (n
Erosion, glandular stomach 6 1 0 0 6 1 0 0
Respiratory system
Lung (3 (9 (i)
Edema 3 0 0 0 § 0 1 0 1m0 v 0
Hematopoietic system
Thymus {3 (9 {12}
& Atrophy 3 0 0 0 8 1 0 0 I 1 0 0
W
Spleen (3 (9 (12
Atrophy 30 0 O g3 1 0 0 1w 1t 0 0
Urinary system
Kidney (3 (9 (12)
Basophilic tubules 2 1 0 0 9 0 0 I 1 0 0
Proliferation, transitional epithelium 3 0 0 0 8§ 1 0 0 I 1 ¢ 0
Genital system
Mammary gland {n (0 {n
Adenocarcinoma 0 1 0 0 0 1 0 0
Endocrine system
Adrenal (3 (9 (12)
Necrosis, zona fasciculata to zona reticularis 3 0 0 0 g8 1 0 0 i1 1 0 0

#% : P<0. 01 (significantly different from control).

Grade sign: -, none; 4, mild;, ++ moderate; +++, marked.

There are no remarkable changes in the heart, ovary and brain of all animals in 100 mg/ke group.

Figures in parentheses are number of animals with tissues examined histopathologically.

a) One animal was dead. Seven animals were imminently sacrificed due to death of all newborns. One animal was non-pregnant
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Study No. 49719
Table 14B Histopathological findings of female rats treated orally with 2, 4-diamino-6-phenvi~s-triazine in the combined repeat dose
and reproductive/developmental toxicity screening test

Group and dose Control 20 me/ke
\\\\\\\\\\ Terminal sacrifice Imminent sacrifice/Dead Total Terminal sacrifice Imminent sacrifice/Dead Total
Organs and findings Number of animals 11 v 12 10 AN 12

Digestive system

Liver {in (n (12) (10} (2 {12)
Hypertrophy, hepatocyie, centrilobular ] 0 0 0 0 0
Stomach ( 0} ) (0 ()] {0 (0

frosion, glandular stomach

Respiratory system

Lung {im (1) 12} (10} (2 ({2)
Edema 0 0 ] 0 0 0
Hematopoietic system
Thymus (11 (1 {12) (10) (2) (12)
Atrophy i 0 1 1 2 3
Spleen v {1 (1 (12) (10) {2 (12)
Atrophy 0 0 0 0 0 0
Urinary system
Kidney (1n )] (12) (0 {0} (0)
Basophilic tubules 0 0 0
Proliferation, transitional epithelium 0 0 0
Genital system :
Mammary gland (0 (0 (0 {0 (0 (0

Adenocarcinoma

Endocrine system
Adrenal . (11 (1 (12) (0 (0 i)
Necrosis, zona fasciculata to zona reticularis 0 0 0

Thete are no remarkable changes in the heart, ovary and brain of all animals in control.
Figures in parentheses are number of animals with tissues examined histopathologically.
a) One animal was non-pregnant.

b) Two animals were imminently sacrificed due to death of all newborns.



Table 14B ~ continued

and reproductive/developmental toxicity screening test

Histopathological findings of female rats treated orally with Z, 4~diamino-6-phenyl-s-triazine in the combined repeat dose

Study No. 49719

Group and dose 100 mg/kg
\\\\\\\\\\\ Terminal sacrifice Imminent sacrifice/Dead
Organs and findings Number of animals 3 9

Total
12
Digestive system
Liver )] )] (12)
Hypertrophy, hepatocyte, cenirilobular 1 6 T4%
Stomach {0 {n (n
Erosion. glandular stomach 1 1
Respiratory system
Lung (3 {9 (12)
Edema 0 1 1
Hematopoieiic system
Thymus (3 (9 {12)
Atrophy 0 ! 1
Spleen (3 (9 (12
Atrophy 0 I 1
Urinary system
Kidney (3 (9 {12)
Basophilic tubules 1 0 1
Proliferation. transitional epithelium 0 1 1

Genital system
Mammary gland {(n (0
Adenocarcinoma

Endocrine system
Adrenal {3 (9
Necrosis, zona fasciculata to zona reticularis 0 1

(12)
1

%% 1 PO, 01 {significantly different from control)

There are no remarkable changes in the heart, ovary and brain of all animals in 100 mg/kg group

Figures in parentheses are number of animals with tissues examined histopathologically.

a) One animal was dead. Seven animals were imminently sacrificed due fo death of all newborns. One animal was non-pregnant.
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Table 15 Reproductive performance of rats treated orally with 2, 4-diamino-6-phenyl-s-triazine in the combined repeat dose

and reproductive/developmental toxicity screening test

Study No.49719

Group and dose Control 4 mg/ke 20 mg/ke 100 mg/kg
No. of females examined 12 12 12 12
Count of estrus® 3. 83+0.39 3. 67x0. 49 3.58+0.51 3.17Tx1.19
Estrous cycle® 4.08+0.29 4.19+0. 58 4. 29+10. 40 3.08+0. 39
No. of mated

Male 12 12 12 12
Female 12 12 12 12

No. of copulated®’

Male 12 (100) 12 (100 12 {100} 12 (100}
Female 12 {100) 12 (100) 12 (100) 12 (100}
No. of impregnated® 11(91.67) 12 (100) 12 (100) 11(91. 67)
No. of pregnant® 1191, 67) 12 {100) 12 (100) 11(91. 67)

Duration of mating™ 3.67£3.08 2.67x£1.23 1.83x1. 11 3.25%1. 22

Not significantly different from control.

a) Values are mean =S.D.

b) Values are mean +S.D. (day).

c) 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 16 Findings of delivery of Fo dams treated orally with 2, 4-diamino-6-phenyi-s-iriazine and observations on their offspring

in the combined repeat dose and reproductive/developmental toxicity screening test

Group and dose Control 4 mg/kg 20 me/kg 100 ng/ke
No. of dams 11 12 12 10
Gestational days® 22.27+0. 47 22. 50+0. 52 22.08+0. 29 22. 30+0. 48

No. of corpora lutea™
No. of implantations®
No. of litter®

190 (17.27£2. 76)
179(16. 27+ 2. 76)
170 (15. 45+ 3. 14)

199 (16. 58+ 1. 16)
191 (15. 92+1. 83)
177 {14. 75 1. 66)

195 (16. 25%2. 01)
183 (15. 25 2. 96)
165 (13. 75%3. 70)

170(17.00£2. 21)
164 (16. 40 +2.37)
152 (15. 20 £2. 25)

Gestatjon index®’ 100 100 100 100
No. of stillborns®

Male 0 1 2 23

Female 0 3 2 20

Total 4(2. 26) * 4(2. 42) 43(28. 20) *+
No. of live newborns® 170 (15. 45+3. 14) 173(14.42+1. 62) 161(13. 42+ 3. 45) 109 (10. 90 5. 07)
Birth index®’ 94. 97 90. 58 87. 98 66. 46%

Sex ratio of live newborns"
Body weight of live newborns (g ©'

0.87{79/91)

0. 90 (82/91)

0. 96 (79/82)

0. 98 (54/55)

Male On day 0 6.3+0.7 6.8+0.5 6.2+0.6 5. 1£0. 6%
4 9.6+1.5 10. 6£0. 9 9.9+1.5 6.8+ 1 2%«
Female On day ¢ 6.0+0.6 6.5+0.4 5 8+0.6 4. T+0. 6%+
4 9.2+1.6 10. 1+£0. 8 9.3+1. 0 5841 3#
Viability index™ 99. 41 99. 42 79. 78+ 11. 934+
No. of external anomalies 0 0 0 0

R

Values are mean =S.D. {(dav).

1 P<0. 05, **:P<0.01(significantly different from control).

(=

Values in parentheses represent mean +S. D

Gestation index= (Number of dams with live newborns/Number of pregnant females) X 100.

Values in parentheses represent percentages to the number of litter.

Birth index= (Number of live newborns/Number of implantations) x100.

Values in parentheses represent the number of male/female live newborns.

Values are mean £S.D.

Viability index= (Number of live newborns on day 4 after birth/Number of live newborns) X 100.
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