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s-Triazine, 2,4-diamino-6-phenyl-OEZERFEHIZ D W TREAFEEEZREOETEY
BRET2ED, Fyr4A=—X + NAZRF—JHR#EFMBEKE (CHL) 2BV in vitro
nEABRERBREITo .

HEPUDEBULMIBRBEEMGBIRBERZE, RRAEZ2RELL. LAGEEE
HRBRCIHEROBEE24BRAER X UE4SERLAE T 100, 200, 400 B LU 800
pg/ml, BRFELEBE-SOET 1250, 2500 XU 5000k g/nl, [BE+SOLET 19.5,
39.1, 78.1 BX U 156 ug/mlDFNFN3I~4FBEICHODVWTHEMSESE S EH L.
TR, ERAEESHELER LVERHBLBE+SIONE T s-Triazine, 2,4-
diamino-6-phenyl- 0B HF TLREFEEREOERERABE EINE.

¥, ERABEOEAEH CROMNEBEREL RBTSHC —HH (C-nitosis) @
HEARSHERDLENTL I D, EHRAFEEICHEMALET 200, 400, 800 B LW
1600 eg/nl0 A BE*HAVWEERRREER L. BRBRROER, HHMEMBEBEOH
BEENEMLEZI LD LEBERR & HIE L.

T HiT, EMABIRUNFHALE CHIREAEERT OEBRBEN10% KM OEM%E R
L, EFMHAEESINETIE, RAEZRAEBERKEELSRD Aol &hb, &
fE AL BE R 245 AL T 300, 400, 500, 600, 700, 800 B XX 9004 g/mld 7 AXE,
SO E+SOME TIX 60.0, 80.0, 100, 120, 140 B LW 160ug/nl> 6 AE®
RV kEMRBEEEL .

BMRBROBR, RAKECEAFTOHBERKE #ﬁ%ﬁgkﬁrbr%MLthk#B
BB RS & HIBT L.

F, EHRLABEOBMETBEYE <A b4 C (MNC) B X UERENEE+SIL
BOBENBHE 7oA77 IF (CP) B, WihbREFEEREE?»EHEER
FERLL.

o T, ARBREBHT® in vitro RBRRICBWT, s-Triazine, 2,4-diamino-6-
phenyl-iIREEEEEZFZERETHI>LOLHE L.
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s-Triazine, 2, 4—diami110—6fphen}'l~0)ﬂ§ IEEERBM P BRI REBERTRER

R R B O

WRWED in vitro WBW 2 REEEEFTREZRT T 22D, THRLEMWER
FZARBOFHEILSDWT) (BHEEFE237TE, ERE3065, 62EFFE3035Efe24E
3HA31H) RBVICOECD{EERIA FF A4 473 (19835 5 H268) Iit» T,
IR EMR T AV I REERERBREEML L.

B, RROEEIT HRILEDECRIRRROCEELEYWECRIBEELEORE
NDEEBZ2TEDIMETEAFNRAETLIRBERIZCOVWT] (BEWFE235, L
%385, 63EBFESWFBME3FEIIAISH) RLWICOECDDGLP (19824) D
EErETbor L. '
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9.13 ¥ & 1% ‘ AFAYBYAT  $10%
7K (40C) : 0.1 g/100 g
7 (100°C) : 0.6 g/100 g
DMSO - €7
T DB
AHF )= : BB
=H )= T BB

9.14 &£ ¥ M &K, B, HHLTRE

9.15 BREBRYWHOLE BBEMEOERY, HRYERHKETISRA L.
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10. REBEMBBIVLE :

10.1 HERHMREK

WIHEEEMEE VI REKRERBICELLERSILTWE 2D, REBEEK
LLTF A=K NAREZ— OB EORMEFMPEBE (CHLMME) 2F/IR LK.
CH L MBI A 168 I BHHEEZY, —8R
CAFNVAAEF TN (DMSO : GCHA ; MERCK 4t ; #EEE99. 7% 2Lk ; Lot No. K2138797
8 513) ZHEEBHLTIORGHEMLELE, REERPILAFLE. RBRIZEB L TRERZH
Pz EEL, 3S~S5 A MR LEbOEERLE.

kB, RAEERERRTIIMMALE32, RRRRTIIMELS, BEMRBRTRR290ME %
A,

10.2 HEEBEOAH
Eagle-MEM ke (A FHASH ; Lot No. 17705 [FimalER, AHEK] ,
18707 [FEERRBR] , 18708 [[BMRER] ) 1T, A v 757408 — (¢0.45un:
CORNING %) Z AW TIRBRE L7 3E@k (56C, 30%) HFAH{F4MmE (LIFE
TECHNOLOGIES %t ; Lot No. 48K6253 [Fimak B, AMBER] , 1007866 [MERAR, B
Bl ) ZREKRIRETIONIKKARBLO>EM LK.
RGO RIFIZFEAEET CHIER (4°C) KRELK.

S 10.3 ‘LM :
COe A vFaXR—F—2HVW, CO.BES5%, 3TCOLHTHEEE L.
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10,4 S 9 mi x .
BEZG6 P BALADOFya—v AL R SO mix (Lot No. CAM-374, CAM-379
(EmMmRER] ) 2RBRICERALEL. SO BEOBEOBIWHE, 4, Kz, FTEHE, &
EHEE L LT SO nix OEBZLUTICRLE.

FHHBE, ARBR BN B
. ry MES RAA—8374 RAA—3709
b. 8 # B 19974128 4 B 19984 3 A 6 B
(FEHEIXERB%LS5H8A8)
c. £ B & W Z v kb : Sprague-Dawley % FlE
d. ¥/ & # 7 R &
e. & = 195~224 g 189~221 g
f. & 25 g i3
g. FEMHE Phenobarbital (PB) &=
5, 6-Benzoflavone (BF) .

h. & &5 B PB: 30 mg/kg 1@ (1R B) Eil.=

B & W 60 mg/kg 3[E (2~4HA)

B 5 |\ % BF: 80 mg/kg 1® (3 HB)
i. &5 5 & MEENERS R A
j. EH & E 25.2 mg/ml 26.4 ng/ml

2 o S9 mix 1 mlFDE

S9 0.3 ml

MgClloa. 5 wumol

KC1 33 umol

G—6—P 5 wumol

NADP 4 pmol

HEPE SE#HK 4 -umol

10.5 HRYHEKOFH
BREYECSEELBLZERTEZEDIZ, 1% INVEFTAFLELRB—X « F b
Yo (CMC-Na; Fob i T2 HKXEAH : Lot No. WTH1105) KBHKEZERBE L
. WEBMERY 1% IARFAFAELT R - F MY T AKBRICEHD X Wi
R L., ZOoRVBEHRERBFEZRAVWCHERELLAFRLILE, BEhico®Es

1To7=.

_13_




Exp. No. 3647

10.6 X HEE
10.6.1 HEHEXER
ERBEEOHTCHRR L.

10.6.2 MBMEXE (EFRLELE)
EHEAK (BRXeH KERETHE ; Lot No. K7C79 [ARRER] , K7F81 [BMKER] )
5 plicBEEH LA h=A 3 C (MMC: HEEBE T 24 X£ 4 ; Lot No. 167BGD)
PEBREBER (BRRXNE4H KERETH ; Lot No. M7F74 [AHE] , u7H87 [BMK
Bl ) 2RAWVWTHERLE%., 24BHAET 0.05¢ g/nl, 48BFRIAE T 0.025u g/ml
ODHETHRRBRLE.

10.6.3 [BHEXER (EREEAEE)
ESH A (Lot No. K7C79 [AHEB] , K7F81 [BMEER] ) 5 nliCEM L= 7 BiR
277 3K (CP: HEEREHANESH ; Lot No. 70111) ZABEAEHK (Lot No.
M7F74 [ZAFBR] , M7H87 [[BMRER] ) ZAVWTHR L%, 12.5pg/mnlOFETH
BL™x.

10.7 FRFER (AT MmH RER)

10.7.1 HRBRAE
FE 2B (8.10, 27.0, 90.0, 300 B LU 1000u g/nld 5 A& : Ak 10/3) @
R, ERLBRESRBLED 300y g/nll X CERFMLEIESILED 10004 g/nl
TRWHRBENEERS AN, b, ERFMAEESILED 90.0u g/nlld
LORET, FLLARIRELEBIBLI LTV,
ARERBER, BEEENHARROAE: LTCFRERLE 8 ~10ME (At 5/3)
ZRELX.
1REYZY 2y LR AV,

- HE#H HWBRAEE (geg/nl)
M 6% A0 B 9 24 R A0 B 9 84.0 ~ 5000
T e S0 B 5 4 8 [ 40 2 10 50.4 ~ 5000
SERFRIAEE-SOLH 8 140 ~ 5000
FFRALEIE+SINE 10 50.4 ~ 5000

10.7.2 EipQHEE
MBgERBE~AVF 7L~ h (LVZNV RN —27 T4 b EREHR) OF vz 24
FREAEOBE, HEREZPAWVWT 8XI10°HIMA, mlIc AR L MEEER | nl, 485
FMAOEORFES, AXI0°HBE Ml HR LZMBEER | nl2 BB L. BEI3BH
W, EREE (UTHEE) b2V HERYEREL 100px 1M, E5245 25 Wi
ISR E LRI B ARAES (BENBICNT2H) R,

._1_/1__
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10.7.3 4EEERIAHE L

8X 10°HM, /mIC AR LM B 1l ZS v AVITEE L. X3 B%I1C-S9

MBOEHBE, HEK 400 12RE, BELOIVIIHRYER 60 120 %, +So0E
DPEITERE 5000 12 & S9 nix 100 ], BEHIIWVIZEBRHEKEL 60 10
ATENTENEORAERELL., £E7 V- MOBEBEREBRELLE, FArya) VB

%2 % % (LIFE TECHNOLOGIES #t ; Lot No. 1001406) # BVWTHE > ®wE Li-. EE

(500 1) ZFMAPOIITHEL, I LITISHREREIRITLBICHBAERFERLR
5% rll

10.7.4 50% HIRRIEFEMAIRE OE H
MEBENRRBRICHE LS T V- b ERERRE, £ERBREAVTHRE
1EEE L. 10%FHEEHEFRIL) Uik (ABREER : T MEBE T EHLSH
Lot No. TPJ9327) ZMA THMIONFMBEBEE LLE, 0.1% 27 VRAF L« N4 F
vy b (BAELFEHRLH ; Lot No. 607E4067) KBEHE TIOHBBRELE. £ 1 —
FEAKKBELZHE, +HEBRBEEE. EUTNVIIEEEHIE (30%F ) —N, 1%EE
EeKEHE) & 2.5 nlx, SHOMBEEBELALE, 580 nmTORNKEL HRXNES (105
508! ; ERE&H AIBER) ZRAVWTRHE LY. BEMNBHE CORKEICHNT I
(=#MBEFEE) 25BBHEHICOVTKRYD, &bicFuty FEZAVTS50%MMmE
EMEERESPEH L. B, BEHICIE 84.0~648u g/nld 5 & (GEFELE L2486
ALEE) , 50.4~5000pu g/mlD 1048 (RE48HFREILE) 2 Hvi-.

10.7.5 HIMEEBEMBIARBER
HEBREE% Figure 1~2 B X} Table 1~2 I L7,
50% MM FEMMAI R E X, EMATEE4RBLET 2194 g/nl, F48FFRILET 190
pe/nlThot. ENBHABECIIBERAEENFAERIBEE I 2o,
B, HBRDEREEKRTRIIBWVWT, EHRLEBEO 648 g/nllll, EMAEKEOD
140 g/nlBl ECIIBHRREBWENERERPIBEFL TV,

..15_..
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10.8 ARBR (RBEFEEEFHAR)
10.8.1 HREBRHAE

%W%&%%ﬁ%kiUMM%%Wﬂﬁ%F%%Ek,%%% A EnNENEH4~T7H
B (A2 TREHR) 2AXRBROBEICHRE L.
1BEY Y 27— 2ROV,

®OBR HBR A E (pe/vl)
BERTALE E24REIAE 500, 100, 200, 400, 800, 1600
ERAE R4S EAE  50.0, 100, 200, 400, 800
EHERABE-SOLRE 625, 1250, 2500, 5000

SR EE+SILE  9.77, 19.5, 39.1, 78.1, 156, 313, 625
THREMN LEBEZOSDVWIHRABKERFOBEELER L.

EREABEIZBWVWT C-nitosis REHBOLI, BEHEFOBREHIZCSODWVWTEET
EpWle ), 48RHLBII DWW THRRBREEE L. #EEBHRRBR X 50.0, 100,
200, 400, 800 B XU 1600ug/mlD 6 A& (AtL2) #RELL. BL, HBRBE
ICHEET B C-mitosis 2SO BRBEKRTE (48FH) wHBHELKREL, MR
B 1AHMRBE (248fH) EESELE, REFERZERLL. 28, BHKEOR
DEBREZEBULZLDBEMNRBIIRE Lok,

EHiC, EHRAEBEEUBMALES I VERBABRESSIVLBCREEAEEBEEREFE LD
WT1RAEPATENENEBERBIVBERRELRB O 2D, EMRREE
He L7z, BINRBRTIX, EHRLEIE24F R LT 200, 300, 400, 500, 600, 700,
800, 900 B X T 1000 g/ml? 9 AR (AEHF) , EFENEE+SOLE T 40.0,
60.0, 80.0, 100, 120, 140 B X 160ug/mlD 7 AE (AZHF) #R/E L.

_16_.
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2 ERAOEE
MBREERAS V- MNCUBBLABEOSR S, HMREEZHAWVWT SXI10°HKR /mlIic AR L
AR EER 5 nl (4X10°H#IA) , 48FRFRIE DF A, 4X10°HE nmlicAM L~
MBI 5 nl (2X10'HRIE) RBRE L. HEIHRICEY, HBRYERH LWV
BB EX B EER 500ulZz i, EHIC2HUB X V4SHRIBELHIT B REed
BAEERLE.

3 ERHAEE

BEREZAVTSX10°HE /I HB Lo MREER 5 nl (4X10'4E) % B
BRATV—-MCEELL. BE3HBRIC-SIVNEDEE, HEK 2 nl2RE, BEH
BWMEBERDDI VB TEBYEER 300p1%iNi, +SOOABOHEIIREEK 2.5 nl
ZBRX S9 mix 500u 1, BE, HERYEERDIIVIBENBHEBE 3001z Mx

CENFNOREEELL. 7L MOBBRERELLE, Sy a) LB

10. 8.

##x (LIFE TECHNOLOGIES %t ; Lot No. 1001406 [A3Ek, FEFEMER] , 1010319 [i8
MRB] ) PAVWCHEEZESF L., FHELRERIKR 3 0l ML, S5IICI18ERER
B EIRAEER TR L.

4 EXROEH

PEEERERD 2ERAIIZRRBREET 0.2ug/nl, ¥2bbE®%K 1 nl%H 20
plo= vt I FEHKR (LIFE TECHNOLOGIES #: ; Lot No. 1001347 [A3ER, HERRER] ,
1003385 [EMARKR] ) 2H_RML, MRS RZzFHTELESEL. RWT, EEKZ
BELEICEEB LI, 0.26% MU P ¥ (LIFE TECHNOLOGIES # ; Lot No.
1001158 [A<3BR] , 1008225 [FERARR, BMRRBR] ) 2HAVWTTL— 2 bHE%
FIBEL, FLENOBRRICMA L., MIEBEE? 1000 r/ninTS5 o RELDB L
TEEBREBRWVWLHE, 3TCIZRBLTBWATS M DY U LAXKEEEZ 5 nlx,
3TCHTI6LERAEZToN. BELOHMICLVERBELZRVWLE, 4CIZHAE L
BER (A% —-NV3A BB 1%E) THREZEELL. BEBEZY 3 BIRHELIHE,
HLVEAEK>»BEEMX CHIEZERE L, BRIBERSREBEHLOATA FTTRA LK1~
2T HOWMTFLE., 224 FEXRER+REBREYE, 1/100M T PV UL - J UEEIER
# (pH 6.8 : MERCK # ; Lot No. S617674 520) ZAWVWTHFR LY 1.2% X L ¥ LG
# (MERCK #t ; Lot No. 640117324 [A Bk, #FEHE] , 640181939 [BMEHER] )
TI2RBRAa L. 254 FEBESAKBELLHE, BHEI¥ L.

_17._
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10.8.5 HBFEOHE

A&7V — YUY 1008, TabblBEYSY 20000 RPEBREEMET (X
600) TEEL, RAKOTBEMENE LTX Y v 7 (gap) , BSEOW (cth) ,
e kgl (csb) , BLERE (cte) , HBERMH (cse} BLUE DM (oth)
OHBEEREICHE L. AR, FHMEME Bn BLL) OHBRBERE L. 7
L, #B56H2VREEGHREICFELAEENAFEL, REAKOKEOCORIBD L
NoEE, TOHRPAHEEPLYZREAEOLHFIBLRARBRE, P OoARKOMNELLT
NTVRVWEHEAROAX Yy L LTEHELE. 2B, ¥y vy 7O RFTLIHEYL
EiEE (+gap) &, EDORVES (-gap) LXK L THREFHBEERE OHHAE
ErxERLE. '
FTRTDOEAZ2a—RFELik#, ~AF U SETHEHELL.

10.9 #ER OB
ERBEOEEEY2ETIMEL2LOEHEMEMBOHBAMEEY, TRICFTER
FPRAVTHEL, SORBHAEDIZVEHERYEOHAELEFHLIBOOALEEIT
BELHELL. BRFAEIXY vy T7ORBTT2HMBEESDLEEK OV T2
BB, KHZENFEZRAVEREREB LR .

5 % % -—= B M (=)
5% E~10%RME -—— EBME ()
10% 2L - B M (+)

10.10 DofEOEHE
D ol ERSBFEHED0% VTR IORERBRET SORLERRBRNERETH
D, BATERBIIVEBLEL. TRERZ—ERE (neg/nl) DRV OXBREEY
(cte) HEHBPFRTHBETHY, RESEXEOHTEAE (%) 2 HRDERE
(mg/ml BE) TEBRZ LTIV EHLE.

...18__
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11. %it 5& I(\El % .

11.1 EFEAER L2440
HEEIER S Figure 3, Table 3 B X1 Appendix 1 2/ LTz,
s-Triazine, 2,4-diamino-6-phenyl-0EBETOLEFBERE OBMIEE (+gap)
X, mAE®D 400ug/mlT 9.0% (%) R LK. FHEMEMBROXBREER, BHES
REEEThHo . ,
Tk, BEERE® 800ug/mlTX#BR MW Es-Triazine, 2,4-diamino-6-phenyl-0 &
BIZXVIBEACODHPHEMN C-nitosis FEL TV,
—%5, BEXNEHE WC TLE LM TRREASEEREELSZSHEBEIH, 0
HERBH B X +gapT 35.5% B R L7z,

11.2 EHEAL I 488 H A0
KBRS Figure 4, Table 4 B X U8 Appendix 2 IZ;R L.
BBEYELEBEHRTOLAEBERFONAHEE R, RRARLAFLTHENT Z2EA
BRDH LI, 100 g/nlT 2.5%, 200u g/mlT 11.0% (+) , 400u g/nlT 35.5%
(+) , 800pug/mlT 29.1% (+) Thok. HEMEMPROHBEEIX, BEMNEL
B Thotz. L2PLAEND, 800ug/mTOLEPTHEDIHI0% N C-nitosis & 2
LTHY, TOANISHBEHREZE LTV,
HERYMEORBIZLY 800pug/nITREFKEFOBREFRRZMBEITII4IAROAT
Hoi. :
R TIIERFMIQN+gapT 37.5%HHA L.

11.3 SERFFEAEE-SIUHE
BB R % Figure 5, Table 5 3 X U} Appendix 3 TR L 7.
HRYDELEBR CORBEBEREE ROV EHMEMAOEAEER, BHEARBLER
EThoiz.
—%, CP THLELEHETRHRHBBELETOREVWEYD, REEERFOFRERER
BEEEh2roiz.

11.4 SErFEIRLEIE+SINE
REAFER % Figure 6, Table 6 3 X U Appendix 4 IZix L 7.
HERMENBETCORAEBERFOHREER, 78. 1peg/nlicB VT 41.5% (+)
Thol. REEBRONRABEERIBRENBERAE THo .
T, BEEBED 156pg/plTRERYDEOREBIZLVHEFRELSETHSG, 13
LAY, '
—%F, REEHEZLELTI2BMENRBRYE CP TAB LEMIBTIER, ZHOREN
B L, +gapT 76. 0% DMBICHERE VRS bk,

...19__
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11.5 HRRB (EROEE4SHHELE)
EHAEEIZB W T C-nitosis BEZHEBDH LN, BHNEBFEOFTEHRHITODWTHET
Wi, 488 (Ak2) ZHAVEERARY ERE L.
HESE R & Figure 7, Table 7 B X U Appendix 5 IZ;x L 7. _
fEEERBOBBEEEIX 200ug/nlT 0.0%, 400 g/ml1T 2.5%, 800ug/mnlT
11.5% (+) , 1600pg/mlT 14.6% (+) THY, BEEEFEE T HF - L BINE MM
RBEhi.

11.6 EBMRAR (EfQEEURBEOE)
REFEEREOHBEEN 1 BEOAEME (£) 2R Lz db, THE (&2
#F) 2HVEERRREEmBL .

HEAFE 2 % Figure 8, Table 8 ¥ X U} Appendix 6 (Z;®x L7-.

fEH MmO HBEEET 300 g/nlT 3.0%, 400 g/mlT 5.0% (%) , 500ug/ml
T 7.0% (%) , 600ug/mlT 5.5% (%) , 7004 g/mlT 10.0% (+) , 800u g/nl
T 11.0% (+) THYVRBREEBEKEKFELLENER BRI L.

Th, EEHAED 00ug/mITRERVEOEEIZIVIILALOSHR BB C-
mitosis 22 L CWik.

11.7 EMsRER (ErRFRELEIE+SIQTE)
REFBEREOHBREEN1BEOABBE2Z2TILEI LD, 6 HE (2#7%)
PRAVERERBHRREER L. .
HERER %L Figure 9, Table 9 B XU Appendix 7 IZR L%,

RO BHEBEEITX 60.0ug/nlT 1.0%, 80.0ug/nlT 5.0% (=), 100
pe/mlT 20.0% (+), 120 g/mlT 31.5% (+) , 140pu g/mlT 25.5% (+) <
HYVRBRABCEELEENERRABEE ST,

BEERAED 160ug/mITRERYECREBI I VHETRASE TGRS, BLALY
ol

T, MBORENLEHE LED R b U T RIEZKDEYD Th o,

B OB R BEEOEE D:off (mg/ml) TRIE
R ALEE24RE M LE  HBERE 1.50 6.88
EMAEE4SERRLE BERE 0.284 56.3
E AL k48 AE  HMEE 2.02 -
ERERIALEEE+SOMNIE HERE 0. 0456 365

7B, REXKTE, EFAEEDO 400 g/l EB X UEREAEBEO 1004 g/nlih
TORBECHEAREBRDEVEERPEBELTVW I OREEENE.

_20_.
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12. ZEB IUHR

s-Triazine, 2,4-diamino-6-phenyl-O L EFEM, ¥+ o bbb EKEFTERHOEFE
BRI LD, EEMRE (CHL) #BWit in vitro REKERERBYER L.
MEEENHARERZEBCERALBERZLVCIKERBABIEIZBWT, MBOETE
NELLIMHBENDIBED DV T 5000k g/ml T TR LE.

ZTORER, ERLBESHEALBEBIVERHAEESIREOVWThiZB Y TH B
BHEBERFTOBREMIPBEESINT. ERMLEREOEHAEMH TIX C-nitosis OH
EREZERVOOLNILI LS, EELBESHHAABICO VW THRABRBY EHELE.
EHil, EROABEURRLBEBIVCEFRBAEESONE CRIRAEEBEERTIL
WT1HEOAHATENETNEEBEERIUCBHELHES LI E2 D, BNMHRBRE ER
L. TORR, ERLHEFESHMLB CREEEMRBRD, T, EHFAMEE4HER
MEBBLIUEARMBABEESUBETHIEEREORRARBICKELLARLFTELR
Yol bR EHELE.

¥, FEREORIICH T IHAANLEBRETH 2D BB IXUTRERZZATL
0.0456 (mg/wl) BX UV 365t Hihsh, BEMERREWEICHB L Ts-Triazine, 2,
4-diamino~6-phenyl-OERFEHREIFEETHH L2 R LTV .

—%5, BEABIIVIIEBHEABCORCGEREFHABEERVTADY L F—DF
BT —FOFEBEANTHY, ARBEFHITHDZ LEZ R LTV

7B, EEbE% Th Ds-Triazine, 2,4-dianino-6-methyl-OZEREHE ISV TIX,
Salmonella typhimurium TA100, TA98, TA1535 B X1 TA1537 A b I KIEHE
Escherichia coli WP2 uvrA Bk BVW L ERERETEABR TR L HEINL TV 3.

UEORRBREENDL, ARBEHTIEBVW Ts-Triazine, 2,4-diamino-6-phenyl-o®
HILEREEMEII Y T A2 REAEYFTREMERIBHLAE L.
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—o— [continuously  treatment : 24hrs]

—a— [continuously .treatment : 48hrs]
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Figure 1. Dose-survival curves of s-Triazine, 2, 4-diamino-6-phenyl-
[continuously treatment]
- 24 -




120

100 ¢

80

60

Survival (%)

4

40

20

L]

Exp. No. 3647 (115-080)

—o— [short-term treatment : -S9]

~ 0~ [short-term treatment : +S9]

O

Figure 2.
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Dose (pg/ml)

Dose-survival curves of s-Triazine, 2, 4-diamino-6-phenyl-
[short-term treatment]
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—o— [continuously treatment : 24 hrs]

0

0

Figure 3.
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Frequency of structural aberrations induced by
s-Triazine, 2, 4-diamino-6-phenyl- [continuously treatment : 24hrs]
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—o— [continuously treatment : 48 hrs]
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Figure 4. Frequency of structural aberrations induced by
s-Triazine, 2, 4-diamino-6-phenyl- [continuously treatment : 48hrs]
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—o—[short-term treatment, : -S9]
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Figure 5. Frequency of structural aberrations induced by
s-Triazine, 2, 4-diamino-6-phenyl- [short-term treatment : -S9]
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—o— [short-term treatment : +S9]
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Figure 6. Frequency of structural aberrations induced by
s-Triazine, 2, 4-diamino-6-phenyl- [short-term treatment : +S9]
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—o—[continuously treatment : 48 hrs)
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Figure 7. Frequency of polyploid cells induced by
s-Triazine, 2, 4-diamino-6-phenyl- at the confirmatory test

[continuously treatment : 48hrs]
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—o—[continuously treatment : 24hrs]
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Figure 8. Trequency of structural aberrations induced by
s-Triazine, 2, 4-diamino-6-phenyl- at the confirmatory test

(additional test) [continuously treatment : 24hrs]
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~o— [short-term treatment : +S9]
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Figure 9. Frequency of structural aberrations induced by
s-Triazine, 2, 4-diamino-6-phenyl- at the confirmatory test
(additional test) [short-term treatment : +S9]

_32_




- €€ -

Table 1. Results of growth inhibition test on s-Triazine, 2, 4-diamino-§-phenyl- [continuously treatment] Exp. No. 3647 (115-080)

[continuously treatment : 24hrs]

[continuously treatment : 48hrs]

Compound Dose (ug/nl) Survival (%) [ Mean ]
1% CHC-Na a) 0 100.0 [ 100.0 ]
100.0
Test substance 84.0 81.0 [ 77.71
T4.5
140 65. 1 [ 64.1]1]
63.2
233 53.8 [ 541
54.5
389 25.8 [ 25.1]
24.4
648 d) 19.1 [ 20.4]
21.8
1080 d) 21.7 [ 22.9]
24.0
1800 d) 11.9 [ 11.5 ]
11.0
3000 d) 13.9 { 13.21]
12.4
5000 d) 17.0 [ 16.8 ]
16.6

Compound

Dose (ug/ml) Survival (%) [ ¥ean ]

1% CMC-Na a)

Test substance

0 100. 0 [ 100.0 1
100.0

50.4 92.0 [ 93.11
94.2

84.0 74.3 [ 79.51]

84.7 :

140 57.7 [ 54.2 ]
50.7

233 40.8 [ 40.41
39.9

389 3.1 [ 3581
335

648 d) 5.9 [ 541
49

1080 d) 4.4 [ 441
4.4

1800 d) 1.0 [ 061
0.2

3000 4) 0.3 [ 031
0.3

5000 d) 0.5 [ 03]
0.0

50% Growth inhibition dose was as follows:
[continuously treatment : 24hrs]
{continuously treatment : 48hrs]

219 (ug/wl)
190 (g/ml)

a): Solvent control
d): Visible precipitation was occurred at the end of treatment period

.
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Table 2. Results of growth inhibition test on s-Triazine, 2, 4-diamino-6-phenyl- [short-term treatment)

An-pyo Center  (tcpg2) 10249

Page

1

Exp. No. 3647 (115-080)

[short-term treatment : -S9]

[short-tern treatment : +S9]

Compound Dose (ug/ml) Survival (%) [ ¥ean ]
1% CMC-Na a) 0 100.0 [ 100.0 ]
100. 0
Test substance 140 d) 91.0 [ 93.21]
95.3
233 d) 88.5 [ 91.8 ]
93.4
389 d) 83.8 [ 85.4]
87.0
648 d) 97.1 [ 8.1]
81.2
1080 d) 86. 5 [ 86.0 1
85.5
1800 4> 76.9 [ 80.11
83.4
3000 d) 82.4 [ 84.0]
85.5
5000 d) 73. 4 [ 76.8 ]
80.2

Compound Dose ( zg/ml) Survival (%) { ¥ean ]
1% CMC-Na a) 0 100.0 [ 100.0 ]
100.0
Test substance 50.4 94.5 [ 9.0 1]
87.6
84.0 66.0 [ 643 7]
62.5
140 d) 61.0 [ 62.21]
63.3
233 d) 63.2 [ 59.41]
55.6
389 d) 57.1 [ 58.51]
60.0
648 d> 55.1 [ 5401
52.9
1080 d) 60.3 [ 57.8 1]
: 55. 2
1800 &) 55.9 [ 55.9 1]
95.8
3000 d) 58. 7 [ 58.6 1]
58.6
5000 d) 61.6 [ 56.8 ]
52.0

50% Growth inhibition dose was as follows:
[short-term treatment : -S9] Not inhibited
{short-term treatment : +S9] Not inhibited

a): Solvent control

d): Visible precipitation was occurred at the end of treatment period
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Table 3. Chromosome aberration test on CHL cells treated with s-Triazine, 2, 4-diamino-6-phenyl-
[continuously treatment : 24 hrs]

Exp. No. 3647 (115-080)

Number Nunber of cells with
Compound Dase of structural aberrations Total Total Polyploid Final
(ug/ul) Cells (+gap) (-gap) cells judgement
gap ctbh cte csb cse oth €3] (€3] %)

1% CNCeNa a) 0 200 1 1 0 0 0 0 L0 -~ 0.5 - 0.0 — -
Test substance 100 200 1 1 1 0 0 1] .5 — .0 - 0.0 — -

200 200 4 0 2 0 0 0 3.0 — 1.0 - 0.5 — -

400 4) 200 4 5 9 0 0 0 8.0 i‘ 7.0 £ 0.0 — x

800 d) Toxic
¥HC b) 0.05 200 7 24 51 0 0 0 35.5 + 33.5 + 0.0 — +

ctb: Chromatid break cte: Chromatid exc—:hange csh: Chromosome break

a): Solvent control
b): Positive control (Mitomycin C)

d): Visible precipitation was occurred at the end of treatment period

O

cse: Chromosome exchange

oth: others
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Table 4. Chromosome aberration test on CHL cells treated with s-Triazine, 2, 4-diamino-6-phenyl- Exp. No. 3647 (115-080)
[continuously treatment : 48 hrs]

Nunber Number of cells with
Compound Dose of structural aberrations Total Total Polyploid  Final
(ug/nl) Cells (4gap) (-gap) cells judgement
gap ctb cte csh cse oth &) (€3] %)

1% CNC+Na a) 0 200 .0 0 0 0 0 0 0.0 — 0.0 - 0.0 - -
Test substance " 100 200 3 1 1 0 0 0 2.5 — 1.0 - 0.0 — -

200 200 3 4 16 0 0 0 1.0 + 9.5 1.o - +

400 d) 200 15 31 45 0 0 0 35.9 + 33.5 + 0.0 — +

800 ) ' 141 .8 15 29 0 0 0 28.1 +  26.2 + 0.0 - +
XIC b) 0.025 200 7 22 59 0 0 1 37.5 + 37.0 + 0.5 — +

ctb: Chromatid break cte: Chromatid exchange csb: Chromosome break cse: Chromosome exchange oth: others
a): Solvent control

b): Positive control (Mitomycin C)

d): Visible precipitation was occurred at the end of treatment period



Table 5. Chromosome aberration test on CHL cells treated with s-Triazine, 2, 4-diamino-§-phenyl- Exp. No. 3647 (115-080)
[short-term treatment : -59]

Number Number of cells with
Compound Dose of structural aberrations Total Total Polyploid Final
(ug/nl) Cells (+gap) (-gap) cells judgement
gap ctb cte csb cse oth ) €3} €3}
1% CKC-Na a) ¢ 200 0 ] 1 0 0 0 0.5 — 0.5 — 0.0 — -
Test substance 1250 4) 200 4 2 1 0 0 0 3.5 — 1.5 — 0.0 — -
2500 d 200 2 3 2 0 0 0 3.5 — 25 — 1.0 — -
5000 d) 200 3 2 0 0 0 0 2.5 — 10 - 00— -
CP b) 12.5 200 0 2 0 0 0 0 1.0 - 1.0 — 0.0 — -

! ctb: Chromatid break cte: Chromatid exchange c¢sb: Chromosome break cse: Chromosome exchange oth: others
s a): Solvent control

b): Positive control (Cyclophosphamide)
i d): Visible precipitation was occurred at the end of treatment period

e

@

\
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Table 6. Chromosome aberration test on CHL cells treated with s-Triazine, 2, 4-diamino-6-phenyl- Exp. No. 3647 (115-080)
[short-term treatment : +S9]
Number Number of cells with
Compound Dose of structural aberrations Total Total Polyploid Final
(ng/ml) Cells (tgap) (-gap) cells Jjudgement
_ gap ctb cte csh cse oth ¢)) €9) €3]
1% CNC-Na a) 0 200 0 0 0 0 0 0 0.0 — 0.0 — 0.0 - -
Test substance 19.5 200 1 1 0 0 0 0 1.0 - 0.5 — 0.0 — -
38.1 200 0 0 3 0 0 0 1.9 — 1.5 — 0.0 — -
78.1 200 8 31 57 0 0 6 41.5 + 40.0 + 1.0 — +
156 d) Toxic
P b) 12.5 200 4 49 142 1 0 0 76.0 + 75.5 + 0.0 — +
cth: Chromatid break cte: Chromatid exchange c¢sb: Chromosome break cse: Chromosome exchange oth: others

a): Solvent control
b): Positive control (Cyclophosphamide)
d): Visible precipitation was occurred at the end of treatment period



Table 7. Results of the confirmative examination of s-Triazine, 2, 4-diamino-6-phenyl- ' Exp. No. 3647 (115-080)
{continuously treatment : 48 hrs]

Number
Compound Dose of Polyploid  Final
(rg/ml) Cells cells judgement
%)
1% CHC-Na a) 0 200 ' _ 05— -
Test substance 200 200 0.0 — -
400 d) 200 2.5 — -
800 d) 200 1.5 + +
1600 d) 200 14.5 + +
| a): Solvent control
o d): Visible precipitation was occurred at the end of treatment period
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Table 8. Results of the confirmative examination of s-Triazine, 2, 4-diamino-6-phenyl- (additoinal test)
[continuously treatment : 24hrs]

(tcna2)

10450

Page

Exp. No. 3647 (115-080)

Number Number of cells with
Compound Dose of structural aberrations Total Total Polyploid  Final
(ug/ml) Cells (+gap) (-gap) cells judgement
gap ctb cte csh cse oth % ¢9) €Y

1% CHC-Na a) 0 200 0 0 0 0 0 0 0.0 - 6.0 - 0.0 - -

Test substance 300 200 3 2 2 0 0 0 3.0 — 20— 0.5 - -
400 200 0 5 5 0 0 0 50 % 50% 0.0 - +
500 200 3 7 4 0 0 0 7.0 & 55 % 0.0 — t
600 200 1 5 5 0 0 0 59 % 50 0.0 — £
700 200 4 11 7 0 0 1 10.0 + 80+ 65— +
800 200 2 8 12 1 1 0 1.0 + 10.0 + 0.0 - +
500 Toxic

WC b) 0.05 200 ] 28 59 0 0 0 39.5 + 39.5 + 6.0 - +

ctb: Chromatid break cte: Chromatid exchange csh: Chromosome break cse: Chromosome exchange oth: others

a): Solvent control
b): Positive control (Mitomycin C)
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Table 9. Results of the confirmative examination of s-Triazine, 2, 4-diamino-6-phenyl- (additoinal test) Exp. No. 3647 (115-080)
{short-term treatment : #5§]

Number Number of cells with
Compound Dose of structural aberrations Total Total Polyploid Final
(ug/nl) Cells (+gap) (-gap) cells judgement
gap cth cte csb cse oth €9) % %)

1% CMC-Na a) 0 200 0 0 2 0 0 0 1.0 - 1.0 — 0.5 — -

Test substance 60.0- 200 0 0 2 0 0 0 Lo - 0.5- -
80.0 200 i 1 10 0 0 0 50 = 50 £ 0.5 — +
100 200 1 14 34 0 0 1 20.0 + 20.0 + 0.5 — +
120 200 9 29 57 0 0 1 3.5 + 30.5 + 0.0 — +
140 200 5 18 47 0 0 0 25.5 + 25.0 + 0.0 — +
160 Toxic

b 12.5 200 3 24 94 0 0 0 50.0 +  49.5 + 0.0 — +

ctb: Chromatid break cte: Chromatid exchange csb: Chromosome break cse: Chromosome exchange oth: others
a): Solvent control

b): Positive control (Cyclophosphamide)
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