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3.1 HERES
T-G433

3.2 HERIERE
A VF =A% 27 Y 55— h® Bhas 42 HilE % VA RS H dE L B
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3.3 HERB M
Bhas 42 fild & WA IEHRBRERIZ K0, 41 VT =X 271U F— F® invitro
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B o EE . CRH S W BT M Sk, m
B

310 FRIDHCENTELGI - EHEBEOEEHICHEZREITRODSH
S5ERRUVBBHBEEICRELENMN- - &
AKRRICBWTTRT A2 ENTERN > ERBROEEMEICEELZ LIFTR D H
LHEREE LT, B EREE DM - B BUE MPR-214FS O E € =4 —H Thermo
Recorder TR-7IW IZEB W TR T — X DWW FIFRENBA LD, 20194 12 A
2H05:00~12H17H 07 :50 DHEDIRETFT —ENKRELZZERE TSNS, L
DU, ERRHIRIIC I 2 Y3 - W EUEIRE O B R MRS (2 8], ER EE B . Thermo
Recorder & =4 — R/ _IME) OFLETIX, MRHED 3.4 ~ 4.8°C, HEHEN-29.2 ~
—27.8°C L IEFHFMANICH Y, - Z OB FICIRERTEROBR L o722 &
Nh, IO DBBOREIREFICREL T Eb D EEZEZ NS, LB T, &
BROEHEE~OREBIL NSO LW L,
Z o, RBRFFE B DR DT Lo T,

&

I

3.11 HEHERE

KRG E RRHEELTEEST) | DECE, RWE., £7F— % ROHEE
M O(BRREEORALZET) 13, MRASHRY Vb —F & o ¥ — BB
B TP 3 I AR B A 10 SERRET D, BRI TROBFICHOV TR, &
I TR R LW E SRR L AR Y Vb —F o # — ]
THEL, TONBERET S,

IR

\
’
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T-G433
4. EH

[Bhas 42 #ifa% AW 5B EIEEARIC L AT EOLNE ) 127V, Bhas 42 flia %
FAWDIEEIGBARICEID, A VTFIIN=RAF7 Y F— KD in vitro TORNA T
T—a MERERTLE,

BHEGRRROHEL2RET S5, [Bhas 42 fllnzd AW 3B EIEHRRIC L S
A D EE I w%ﬂtzwo%mm% mAEL L UTFAK2 THIN L 1135,
568, 284, 142, 70.9, 35.5 XN 17.7 pg/mL O FF 8 A& %2 5% T L CHIA MR BR 2 17
Sz, FORER, 35.5 ng/mL 75 2270 ug/mL DA EIZIB VT, F 4K E A 722 58 R0
FBEFE R O BB D B, [Coo KON ICso X F N F 4 93.3 ng/mL LT 31.2 pg/mL &
BHENE, DEORICHESE, [Bhas 42 fllaz A 2 RHEEHRRABRIC L 53A
DFERE ] EHEL L, MiaHEESROLNRVHEIZ 2 HE, MEHEENED LR
W B HEAH DS S0%FHE S D %@(mm)ﬁ 2 &, ICso 2> B HEFHAS 90% &
SpHE (ICy,) M1 HEAELND 2, @ AEE 90.0 pg/mL & L., Akk
L&(%ﬁLﬁJMD\MO\Z&%178\H9\790&0527%mmaﬁ+wﬂ%%ﬁ
E L7z,

TEHRHGRBR ORE R, YR WEREED 40.0 ~ 90.0 pg/mL O & Tk, MM
DEBEIZEID, HloNMCHifEER R 7=y MZELTWW RN & 7J>(1{£ lan-
T2 | EHRAT DR B G BRI U, 30 R AR 7o R B LB 0 5,27, 7.90, 11.9,
17.8 X O 26.7 pg/mL DA EICBITHIBEEBHERIL, ThEh 6.8, 3.7, 4.8, 4.8 &
6.0/ =L THY, 527 ~26.7 ug/mL OFARETEME (B XTRRIE 10 5.0 @/
7 2 UK U TR R B R BB RS S 72y - 72 (Dunnett D2 B LI E .
p>0.05) &ML, RKERWEIZIX invitro TORPATnE—2 3 VEREZRVD
DEEZ LN,

B, M () SR ISR T 2BHBERSIE S0/ v =rve 127 = VR
WThole, —J7, BHEx A Té%E%mJjU9MW7;wE et (A )
ﬂ%ﬁ2ODMMWWIWk%hLT\Mﬁ%m BN % 2~ L= (Student @ ¢
BE, p <0.05) ., 7. MREMEARCE %%g@&ﬁT%ﬁvxwﬁiﬁm
T3 THY, %E%&ﬁ%?i%%m@%mT B x LEIET T 6V b
Ta%oto EEERRBRICB T M Al e A RIX S HETh o, T HDORR L

 ARRBRIIE Y I E R S s b o Lol L7,

ULEDFRERNS . RRBEHETIEBW T, A YT U= %27 U F— NI invitro T
DN T T a AMEHER S 2V (B LfHE L,



T-G433
5. S
AVTFUN=AET )T — NOREEFMO—B L LT, Bhas 42 fijgz HV 5 ¥

EHRHRBRIZ LY, A YT N =RAF 7 VT — R D invitro TOEPALTTE—T g
VERERSILTEOT, FOMEERET D,

1) GLP
. [ AERAE M EOIE2HOH IR SRR LN AT N x
FLYE |

(HFn63 9 A 1 HEEA LR 76 =)

2) BALERRAE
«  [Bhas 42 il 2 IV 2 B EESHGABRIC K 5 F 4 o S )
CEpk 26 7 H 4 B, BEAETBHESE 3 HECEEFMY —F V70— 58
HIH)
. [Series on Testing & Assessment No. 231; Guidance Document on the In Vitro
Bhas 42 Cell Transformation Assay |
(OECD : 201747 A 20 A)
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6. HEBRMBEERUAE
6.1 HERMERVBE
6.1.1  WEWH

E2¥

oy NS

CAS & &

AF#

18 2

o1&

4181

fiEE (GC)

Al /4t B :
Wl . PR8I Vb I

b :
logP (A7 % /7 — - K)

A ¥
AETE
(e s
A7 55 T
7 B 0D AL E

AVTFIN=RAET Y T — R
Sigma-Aldrich

MKCF3379

29964-84-9

1L

/

0
Wau\ o

226.357
9 €5, D i 1A

98.8%

-116°C at 1,018 hPa

126°C at 10 mmHg
0.878gPcm3 at 25°C

5.620 none

0.504 mg/L

0.012 mmHg

WA, L BiiE

FOAHFIERT R B R A=
FERIE TR OFREIT TN THE L -,

FRESBRWE SR, BEILO COA 2L T ABMBERICE S <,

10
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6.1.2 LS
£ B : Tk
oy S : APF1855
i e : (i QN B D W o
Kk : S R R
RAF S : E=¢1)
RAE S5 T ; RO FEpT B M sl =

6.1.3 B ORFER

BB LG R D AR E O KEEED 0.504 mg/L THHZ ERWE SN TWS
7o, 45.4 mg/mL ORETHIEM LRV ERHE L, 2070, & OMORE T
PERBR 2 B L 72/ RERWE LY A F /L ANEKF 2 N (Dimethyl sulfoxide,
DMSO0)iZ ﬁ4mymL®ﬁﬁﬁﬁﬂﬁf&otﬁazhth/ 454 mg/mL @ P& [ T
L. BB, TADREZEORISHELRBD ONRhol=led, W ELTT & F %
WL,

6.2 RER % DR B
6.2.1 HEE YR

PR E & I D RA T A BRI, BRI &2 N U - 5 R R e R VR &
FTL,

6.2.1.1 0 A 1 58 A B

1) HER¥'E 09080 g% 2 mL A AT T AL,

2) LT L2 1RIC, ART v U THRERED 454 mg/mL #RiEZ2 AT L /=,

3) 454 mg/mL IR A A 2 (FBEOHRIR 1 mL : BEE 1 mL) T 73% AT L
227, 114, 56.8, 28.4, 14.2, 7.09 X O 3.55 mg/mL D 8 & @&ﬁ@%
L 7=,

4) YyRIBREE ST AF v 7 EILEIC DFSFERREZ 995 mL ¢ >0EL, #2112 2)
&U3YQ%&MK8%&&%®ﬁ%@005mw%ﬁML\%ﬂ%ﬂh#bt%
D %R EALERIK & LT,

6.2.1.2 e B En il BR

1) #ERWE 0.0360 g% 2mL A A7 T A2 THERL 7=,

2) WIETWMLIZ®%IZ, AAT v 7L TRERBED 18.0 mg/mL IEEZHE L,

3) 18.0 mg/mL WK & N 1.5 (FIREOHFBIK 1 mL : L 0.5 mL) T 7 B AR
L. 12.0, 8.00, 5.33, 3.56, 2.37, 1.58 & T* 1.05 mg/mL D Ff 8 I JE B o 4
BRI & i L T,

4y yRIREE 7T AF v 7 mILEIZ DFSF 8K E 19.9 mL $© 207 E L, £ 22 2)

11
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FEODTHRHBM LU SEEERBOWBRK LI mLZIML., ZhFhERLEZLD
R E ALK & LT,

6.2.2 AHEBAE
FARFIC RS U e, TR UM AR B VM ~ 0 AL BB 4302 3 3 [T A L 7

6.2.3 RE M
HREFR D T2 | ZEMEHERBIL R L 727 » 7z,

6.3 *EYE
6.3.1 i GaE) xtig

BB BB ISR D a e () RTERERME (RS st 1 &L, Wit LT
W27 b ORKEEEN0.5vol%E 72 X ICDFSFEBEIICHEMLEZLD 2R
P (REE) *HRAABKR 1 & LT,

6.3.2 R& M %t BR

12-O-tetradecanoylphorbol-13-acetate (TPA) (X DMSO (& 17 o /L A F sl S AR
Ak, RIERHK, =y FES KCN0O182) [ZIAEM L, 0.050 mg/mL (AR L (R
Ny 7)o AR UG ER R E R RIE, £ 0.25 mL T o0 E#%-20°C LT CE
FL, ARB 2FEUNOLOEMEN Lz, 22EB, —EMRELEZBRIZEER Lo
7,
1) WrEfE

£ : 12-O-tetradecanoylphorbol-13-acetate (TPA)
7y h#& 5 : SLBX8889

LT : Sigma-Aldrich

Bk : DEFEMFR (99.0%LL 1)

Or A7 515 : W (=20°C BLF)

A7 5 T : BT B MERBRE mE

2) FREITIE

(1) A by 7 EWRERFHREL 7,

(2) DFSFH:BI A H\W, A by 7 FHK 0.02 mL (& L, DFSF 573 % 19.98 mL ® %l
A CREPEX PRV 2 8 U s (BARIRE @ 50 ng/mL)

(3) FEtExf BRI 3 D2t (I s ZatE (R 2 & L, DMS00.02 mL
2% L, DFSF B389 19.98 mL OF A COBEMRREZFAK L, REBEN 0.1
vol% & 722 X D I DFSF B/ IRICIM L= O & fat: (EEE) sHBAsg 2 & L
76

(4) BHEWE. BOAMEEDE LTERELE,

3) BB PEx BRA R D SRR BE

12
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[Bhas 42 flfZ WA EEEHBERICL2FAEOLEE ) I2FEHRED LN TV S

7=,

6.4 MiEk., BEERFERUVEER

6.4.1 4 e
ZaRi

oy h&ES (A
AT
ANFEFEHH

Her AR A
N H

PR IRE D S

Bhas 42 filif (=7 22t R B3 BALB/c3T3 A31-1-1
2 v-Ha-ras B4 8 A L) Y

053000

MSZATBOE N EIEEMBMSEET JCRB Mg N> 7
20134 11 A 20 H

v A ST XY @

oo —JEERRE ; 1,12 (GEY%E; 0.5 DL 1)

[Bhas 42 #ila % FH W2 BERBRRIC L 2 E 0K
B WZHEHABRED LTS D,

AN G A AR I L MR, TR E B T 1 kR
fEH L7,

6.4.2 EERERUVMBOEERE
KRRBRCirx, MBI iMYE (FBS : Fetal Bovine Serum) % 5 vol%, ~X=3 U Y-Z b
VR AV UIREEEE 1 vol%E Te Dulbecco's modified Eagle's medium/Ham's

F12 (DFSF §538#) %MV, 37°C. COLRE 5% D&M T TH#H L, HBERL.,

WEI1EAEZEHABIRE L CHBRT L,
1) 4R iMiE (FBS : Fetal Bovine Serum)

2y R
o

TR A7 7 15
RAF ST

184j0e2

Moregate Biotech

B (=20°C A T)

RHRMIERT  HERAMRRE R

2) Dulbecco's modified Eagle's medium/Ham's F12 (DMEM/F12)

a2y EE
e

A7 71k
R A5 T

2120374

Thermo Fisher Scientific, Inc.

73 Tk

WWPEET  EAERE R

3) N=V U ARV A U RETRIR

By hES
b SR
FH R

PrArJ7 1k

LONO177

FTHT AT AT R A

~N=3U ;10,000 U/mL
ARMLF Rh=A2 ;10,000 ug/mL
MW (-20°C LA F)

13
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A7 BT L RURIRERT S EAIAHEE Ao
7. HREEIE
AR SR 0 R BE O 1 8 o ARSI BB 2 A L, TR TS & 1T - 72,

B, BEEHERRII S v E—va VRBOZENRE L=,

7.1 E | Wa ey
MM, RRE S, LB, o— FESRE2EH L THEW LI,

7.2 REDERE
7.2.1 T AR 12 B B BR

[Bhas 42 A%z A WA EEARRIC I I2FWEOKLE] IKit-T, BEHEY
2270 pg/mL & L, LLFAWK 2 THW L7 1135, 568, 284, 142, 70.9, 35.5 K
17.7 ug/mL OFFt 8 HEZRE LT, ThICT7 T 7 HEROEE EE) <TREE 1 2%
(N

7.2.2 iz B Bn i A BR

AR A BR O RS SE, 35.5 pg/mL 225 2270 pg/mL O A EIZBWT, JHEKFEH
FH XAl A B R DD 3B S, 1Ce TN ICse I Z N ZFH 93.3 pg/mL KO
31.2 pg/mL EHE B Sz, LLEDORER ’;&o“% [Bhas 42 #ifE & H 2 EE fix#ik
BRICEDFEORRE) 225 L L, MAEEREO ARV EIC 2 &, MHEt
DR GAIR VT ED H AN 50%PE SN D HE (ICse) M2 A&, 1Cs 705 1Y
TS 90%FHE S D HE (ICy) Mz 1 HENE LN S X O 0. &kEHEE 90.0 pg/mL
E L, A 1.5 THRLE 60.0, 40.0, 26.7, 17.8, 11.9, 7.90 &} 5.27 ug/mL D&
SHEERE L, ThIZT7 T 78, ket (BB SPEREE 1, 2 R OB =] 8B % 3%
T,

7.3 0 el 1 58 5 B
WHEIEHRROMELRET 200 P e LTHER LA, RBRicix, 75
JHE RO | B S STEREE 1 RO E N 23R 7=, L —h
XYy BRBEFEDO 6 Vo b TL— 2D, 1 HYVO =AM KET3I v e L, 72
B, UTORBRBEDOS &, MEEZLELETHHA4T, BEHBRE FICBWL T, WH
HOHmEAZNWNT, EEEEIC L - THEME L,

7.3.1 EERIZE

1) HEACHIR % 0.25% Trypsin ¥A% (Thermo Fisher Scientific, Inc.) {2 X ¥ It S 4,
DF5F B3k % FAU T, 0.7x10" cells/mL O Al MSR IR & FH8L U 7=, AHI A
W2 mL (1.4x10% cells/7 = /L) %6 7=/ L— MIHEFEL, CO, L 5%, i

14
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BE37°C, BESRL T ORBT ARERBNICAI, W4 AMBE L,

2) BEAHB, 7 — PLUOBRKEZREL, SIREBEOEBRYE L &K OV
P () SRAEEOK 22 mL %, ST 5K T = VICHELE, 7T 7
FlZo>WTiE, MR I TRy y o i iﬁ%«ﬁmz@szé TELT,
CO, IRE 5%, IR 37°C, EBESRM T OREE T A EHRHENICANK 3 B MEE
L7,

3) %@75% L= FPEOEEBEEREL . FEV o VAT AT 214 2 mL
EOUEL, %%HLBELKOIE% 0.1 vol%Z U RAF LN ALy MYt
MlﬁmL%%Wlw' DELU BB CIS oMU LR Lz, 7L — F &KL,
m%éﬁt%\éﬁmmm(ﬁmd%:ﬁ/ww&UOMmmm%&)sz%
HU 2L, 154 EEE (AFEHME) L,

4) %mmﬁlpr%9évmw7v~%Lﬁmb 540 nm [ZB T WA FEE < A
7:ufv~w¢%~§—~@PmnRAmufmusm4)fmutbto

7.3.2 *ﬁﬁ%ﬂﬂﬁiﬁéﬁﬁwﬁtﬂ
WA LY | #EERYE BRI IZ B T DR E (%) #RD-, 2B, 358
fHDOELD %}Jw\ i\ 7.5 2 HHIZHE - T,

X (%) = (T-B)/(S-B)x100

X HESREALEREE OO FH AR BB R (%)

S Rk (BIEE) b BERE 1 oW

T : R ELIEEE O LE

B 75 ORNE (BEHDO I E AT T L)

ICso MOV ICou D HIZIE, 150% (& DV i 90%) A Vi o0 il i B9 Fl M il 3R % 7= 4
MEOP T, EMEEZOMBEMEmMEIE] KO 150% (H 250 90%) LLEof
fa MR 2 R T HEOR T, REHEEZOMEBMEMAHER] 2EE Lz, 2 48
ERRE A Vi,

7.4 B Er iR

ERR AR W T, R EOMIRFEEZ M T 2720, W17 U CREBE R
Brd 32l U7, BBRICIE, #ERWELEIRE, 7T oM (RBMRBRO &) | Bt
(FEUE) <HERAE 1, 2 ROV MEXT BRI 23R T 72, L — NIy BMIREHD 6 7 o7 L
— b2, TS OU = VEITEEEBRRR TIE 6 v =)L, MIEMHRER T 3
Vaa v, 2B, UTORBRBEOS L, BEEEZVLELT28481F., THEE
BRFZCEBWT, BEFOSEEZHWT, BEHBEICL > TEBEL -,

15
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7.4.1 EERIRE

1) HEHIE % 0.25% Trypsin ¥ (Thermo Fisher Scientific, Inc.) {2 & ¥ FIfE & &,
DFSF B8 % VT, 0.7x10% cells/mL oMl SRR % F8 U 7=, A a0
W2 mL (1.4x10% cells/ 7 =/V) % 6 7L T L— RNZERE L. CO,IEIE 5%, B
JE37°C, mmERM T ORBT ABEHERNICAN, 4 HBEHE L,

2) #WEABSL, TP L OBBRERE L, SIEREBEMOWBRYE LI, Bk
(BEI) < RALERR 1, 2 R OB R BB O % 22 mL &2, K7 = VICHiEL
Teo 7T 7HEIZOVWTIE, B4 HEOAMBEAFER SN TRV T = L2 5
B2 mL Z21ELR, COBE 5%, BE 37°C, MBELRMET OREN 2%
WNICANK 3 AR R Uiz, F 7 HR LU 11 BRI RSO BRIELIT
of:o

3) BEBHMATL— M MIOWTIE B 4B . £ — LV EREEGRE L,
BfE72 DFSFRG B 2 mL 2% 7 = VIZ/E LTe, COLREE 5%, RJE 37°C, &
BRI T OREE AT ALERIBNIC AN THEICK 7 HRE®E L,

4) #EFE 21 BfE, L — PRUKEBREEREL, A¥ /L ImL 2% 7 Vi
SEL, 10U EEE LE, AF ) —LEBREL, Svol%F L P4 1.5 mL
FTOMEL, 15U B Eg, KIEL, B L,

5) ARG 77 L — MC oW T, R 7 B, 7.3.1 KO0 7.3.2 HEIRIARIC FH
AR A BN U, ek, dHHE kit - =,

X (%) = (T-B)/(S=B)x 100

X0 B B AL PEIE & 7o v e O 0 R A AR (%)
S ¢ [atE GRED IR L £k 2 oROLE

T o B E AL E T i R EE O WOk

B : TIrIOWNKE HHoLE ALY L)

7.4.2 WMEGBRE (J+—HR) OBEBERUEH

WHR S 5 WITEREBEME T CHMRE2BE L, KORXEIZLVBERRETH D LY
ELTebDOEF L, 2B, BERAL, TR OBENFEEOTXTELEL Y
TR 2)00 5 6) BHMEICBLEH RIS EICEH Lz, B, BEMcL— %
a— R U, LEEHDHL VIR T TR L, Bg%, L — MNIFEELE,
1) TEHEERHED 100 el ECHEmR S TWa b D,

2) WHERBOMEASHER 25 U, FEOMIE S XM R 5 MlEEE2 RS

@ (spindle-shaped) .

3) AEMCEAHEEME (ROVEG) ICHRPE > TWDHH O (basophilic)

4) FEEHEEHBHEOMBEN T X LRESTHWIAZAZL TS HO (criss-cross) .
5) BAERYHoTMBOEIEN RO DH D (piling-up) .

6) fEMMAEZRT =70z MRIEOMEFIZRE (invasive) LTV 5 H 0,

16
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7.5

7.5.

1)

2)
(D

(2)

TR DA
1 HEtBRAT
R Bl o7 v

TR (CPHEERRE/ 7 =)L) 2o, Bt ORI B 2 2Bk
*HRTER] C Student Dt RREE 1T o 72 (A EAKYE 5%, FHITER)

fE oY E

TEEERERIZOWT, B (AL sHBRE 1 & 3Ry E LB AL C Dunnett O %
HILERE (FEAE 5%, FUHE) %?‘Tofco WM EBRRED 40.0 ~
90.0 ug/mL O H & TidfifaE o R e hCHEEENa T LT
VRZEL T RN D &R énto%of F O HEITHEHRAT O XG0 B
kst L. TTOXIC) &F LT,

(DIZBWT, SUKETHEMHRIIRD e ->7-72% . Jonckheere DR iE (F
BOKHE 5%, EMIfEER) X%k L/fotﬁv)f_o

7.5.2 B D EL K Ly

1)
(1)
(2)

3)
(4)
2)

(D
2)
(3)

7.6

I e 5 H IR

KT VOWIEE (For NS 3 4%)

MEY 720 OFEHPSCE (R /NEURE 307) RO (ER - /NEUES
Bﬂ)

FHXT A BE AR (BT - %, o« B 8080F 3 H7)

ICso K TN ICoo i (HAQL : pg/mL. FoRk : HEET 3 H#i)

R R

FE st A e 45 B = 00 B LT BE A M 1 %Hﬂﬁﬂ-"é%?ﬂﬁk mER & LTz,

H Uz NVOREEBREBOR (BA |, #7580

JAE Y72 0 OREEEHRE (WA - /7 =, R NS 16D K OWE #E
7& (Fom /N 1 L)

A BR Al 3T BR

UTOT~NTOHEA 2t/ Llc/e, RBBIIEYICE R STz &L,

1)

(D)
2)

(D
(2)
(3)
4)

e 7 R R

BHEOFTMFATER Y = VN 2 7 = VELETH DT &,

T i 4 T R

FEHEOFHMFARR Y = VEN S5 V=V ETHEHZ L,

M PTRE L HEHN 4 HED ETHD 2 L,

BEiE (REE) S OREBBEN 2@/ v oV RHTHD Z &,

(ot kBB O TR A SR 3 | PRk (R ML) b HAAE 2 & bhi U CTHEFH2IIc A B e
Wnaer4 &,
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7.7 HROHE

FEROHET TR OEREIZ LD, EWFENZUEE2 R L TRABIZHEE L7,

1) [
PR E AL P DT B R MR A e (W) SEPREE 1 & il L TR B
DD BV WEGA,

2)
PR B LR D T E i S e () BRI 1 Ll L <, #MEFMNICH
BIHML, o, TOERHICRERTGERED SN DA,
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8. HEHERRUBE

8.1 0 B 1 8 A B

BRERIEOR LICRLE,

WHEGGHARO A EALRET 572D, [Bhas 42 i 4 MW 2 B EEHRARIC L 5
A DKM IZED BT 2270 pg/mL R EHAEE U UL FAK 2 THIRN L 1135,
568, 284, 142, 70.9, 35.5 K" 17.7 ug/mL D 8 A& 25 & L THIMHE AR 2 17
272, 35.5 ug/mL 2> 2270 pg/mL O f EICHBWT, B AE0Y 72 48 5 AR B R 0
WA NFRD B 1Coo M TN ICso 1T F N F 4 93.3 pg/mL X0 31.2 pg/mL EHH X7z,
PEofiFickk-3%, Bhas 42 s A0 2 BEIHRARIC L 5HEOESE | 25
Zl L, MREEPROLNARVAEIZ 2 HE, MRFESRO LR OHAENHH
FEA 50%PHE S 415 F & (ICso) MIZ 2 & 1Cseh> & BAFH 28 90% B S 415 F £ (1Cq)
M1 HEREOLND LI BEHE%90.0 ug/mL & L. AK 1.5 THK L7~ 60.0,
40.0, 26.7, 17.8, 11.9, 7.90 XU 5.27 pg/mL OFH 8 AEAFRE L7,

8.2 M EERMBHER

MREXK2EOR 2L TR LT,

LR BR O R, YR E LD 40.0 ~ 90.0 ug/mL DJHETIT., HHIZ
MPRBENR L 7Nz MCELTHRWI ERMER SN, BT O %40
HERS U7, FRAM AT RE/R B AVBERE 0> 5.27, 7.90, 11.9, 17.8 KX T* 26.7 pg/mL
OHBEICBIT D BEERET, TN TN 6.8.3.7.48 48KV 60/ 7 =L ThHVY
5.27~26.7 pg/mL O EIZEBWT, B FE) I 1O 5.0 /7 = vizxt LTH
RO B BN b o 7= (Dunnett ® 2B LR E, p>0.05) =& »
DR E I T invitro TORPALA T E—Y g VIERAERWB DO EEZ BT,

B, fEME () SR 1 ICBT 2 BRI S.0M/v =& 12 /7 = LR
WChole, —F, BB T 2EEBREIZ 192/ 7 =L & B (RED
KREE 2 D 438/ =V &L T, EFENICH EREMAZ 78 LT (Student @ ¢
BE, p<0.05) . £, MEEMKBICET 2 REOFMARER Y = VT3~
T3V ThY, BPHERKR CEISHEOMMAGER Y = VX TXT6 v oL
Thote, BWEHEBHEARICS T2 MAERABESHETH -, THLDLOHEX
D, ARBUI#EUICERm SN bL 0 LB LT,

UEDORER G, KERBREMFETICBWT. A YT =247 U5 — MNEinvitro T
DN TV a P EAER IRV (i) e L,
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9. ZEXM
1) Sasaki, K. et al.: [solation and characterization of ras-transfected BALB/3T3 clone

showing morphological transformation by 12-O-tetradecanoyl-phorbol-13-acetate.
Jpn. J. Cancer Res. 79: 921-930 (1988)
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Relative Cell Growth (%)
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K1 AVTFIN=2A891)F5— +NDBhas 42 #IRAIZ§ 1 H M ISTESER O M EREE

T-G433

W4 A U b H e ) ORI (540 nm) R R
(ng/mL) i 2 3 W Rz MEE (%)
AT - 0.089 0.093 0.096 0.093 0.004 -
FE (R ) ot BB A 1 Y 0.5 vol% 0.499 0.525 0.526 0.517 0.015 100
PR H IR 17.7 0.462 0.475 0.429 0.455 0.024 85.5
35.5 0.245 0.265 0.260 0.257 0.010 38.7
70.9# 0.152 0.153 0.165 0.157 0.007 15.1
142 # 0.081 0.083 0.100 0.088 0.010 -1.10
284 # 0.081 0.097 0.085 0.088 0.008 -1.18
568 * 0.073 0.077 0.076 0.075 0.002 -4.09
1135# 0.086 0.086 0.089 0.087 0.002 -1.34
2270% 0.077 0.077 0.079 0.078 0.001 -3.54

3 vol% Acclone
# HF AT AT ) .

B DV A6, 7T 2 7 BRI & DR U AR L0, IRV

23
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K2 AVTUIN=+89Y5—DBhas 42 lICEH 1T 2 MEGRRROER Mg =

T-G433

" Je R 7 = VYT ) D% YEEE (540 nm) FARHmE©
) (ug/mL) 1 2 3 T g R %)
TG0 R - 0.092 0.092 0.087 0.090 0.003 -
Ratt (Ve et B A 0.5 vol% 0.488 0.493 0.478 0.486 0.008 100
RS AR, 527 0.441 0.441 0.444 0.442 0.002 88.8
7.90 0.426 0.461 0.451 0.446 0.018 89.8
11.9 0.468 0.469 0.449 0.462 0.011 93.9
17.8 0.416 0.445 0.436 0.432 0.015 86.4
26.7 0.386 0.393 0.387 0.389 0.004 753
40.0 0.139 0.153 0.130 0.141 0.012 127
60.0# 0.118 0.119 0.102 0.113 0.010 572
90.0# 0.092 0.090 0.078 0.087 0.008 -0.926
It (R i) ot BB T2 © 0.1 vol% 0.451 0.460 0.464 0.458 0.007 100
ottt FREE (TPA) 50 ng/mL 0.723 0.686 0.695 0.701 0.019 166
g

a) BRI DL VT s O
by (R (Z0) XFBREEL: 0.5 vol% Acclone, ¢ BRTEG#HE) 5 TR 0.1 vol% dimethy] sulfoxide (DMSO)

TPA: 12-0 -tctradecanoyiphorbol- 1 3-acetate
# BRI T AT AT Y,

SO A O

T, BRI BRI RO R 100% & L8 Ao MR 2 5,
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R AVUTUIL=+A4841)5—rODOBhas 42 BRICE T DR EGRBRABOER

WA A & THERIEL D = L *Bﬁﬁﬂﬂ@ ")
bmb) 12 3 4 5 o wmm" @Rz WEE®
ety IR © 05vol% 3 4 4 9 3 7 5.0 24 100
R B A B B 5.27 4 6 7 6 10 8 6.8 2.0 88.8
7.90 4 5 4 3 2 4 37 1.0 89.8
1.9 4 3 4 7 7 4 48 1.7 93.9
17.8 6 5 6 5 3 4 48 1.2 86.4
26.7 5 6 6 4 7 8 6.0 14 753
40.0 00 0 0 0 o0 0.010%IC g9 12.7
60.0* 0 0 0 0 0 © 0.0T9XIC gp 572
%0 0 0 0 0 0 0 0.07°XIC oo -0.926
Rtk *t R B2 O 0lvol% 7 3 4 6 2 4 43 1.9 100
Btk f B BE (TPA) 50ng/mi 25 23 23 14 13 17 192t 52 166

a) IS T D VIRIE D 0 7 F 2 7 (RO VI 200 C P2 RS L O BAPE GRS A BE DA % 100% & LT W58 O IR 4 a3,
b) ST Y = Ay g it

) HAPE(IA ) X UL 0.5 vol% Acetone, d) BREEIREE A EE2: 0.1 vol% dimethy] sulfoxide (DMSO)

tp<0.05 (Student® s
# BT Y
TOXIC: W AEPEAS 2390 & . M ZS confluenthe 72 © 22 7 - Jo Po oh AR 44k & L.
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