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3. HEREREME

3.1 HERES
T-G434

3.2 SAERAERE
(R,Z) -12-v FuXx &7 ¥ 5 47-9-= D Bhas 42 #ilA % v 5 I in Bk
(Fa'—3 g R

3.3 HEREM
Bhas 42 Mg % WV 2 B EHABIC LY, (RZ) -12-v Fax o4 s 457 0-9-
TUBED in vitro TORMNA T 0 E— g LER B HE LI,

3.4 REREFRE
JEATHE TR 7R LW R
T100-8916 W TAREXENME1I TH2®H 25

3.5 HERZIEE
MRXEHRS VY —F o X —
T151-0065 A ABEEA X K ILHET 36-7

3.6 A B 3E 5 b E%
AR Y —F o & — FHFERT
T156-0042 FHAHSHEASXPIRA 1-3-11

3.7 HEARE

AR BA A H : 20194 11 H 21 H
PR B S B A : 20194F 10 H 28 H

: 20194 10H 29 H
FERBHLA R : 2019% 11 A 21 H
FEBRKTH : 20204 1H e6H
A& T H : 20204 1 H 30H

3.8 HEBREEE
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3.9 EERELAE

WM E B EMTE (L 5&-—
BN i : = S T SO =l 5 S = R O o - A o I 7 NI == N 7}
KRR

310 FRIDIENTELAINI-HEBROEERICHEFRETE VDD
HEERRURRITBEEICRDEM> -2 &
ARBRICBOWTTRTAZENDTERN > ERROGEMICES Y RFTR DL
LHEMEE LT, B EREEORE - W E MPR-214FS DR JE € = ¥ —H Thermo
Recorder TR-7IW IZEB W TFRERT — X DWW EIF RRENRREA L=/, 20194 12 A
2HO05:00~12H17H 07:50 DMOBET—ZRNRELIZZENET NS, L
22U, EREIRIC R 2 Mg ms - s BRE o B W R (2 B, EE #% H . Thermo
Recorder DE =& —K/RIRE) OFLETIL, WIHEDN 3.4 ~4.8°C, WHEN—29.2 ~
—27.8°C L IEEHFHINICH Y | E-Z OWIMPICRERFTEROBER L R holz 2 &
NhH, TNHOBGOIREIZERICEZLTWELDEEZEZxZ LD, LN T, R
BROGEME~DOEEI RN H O & LT,
FOM, RBRFHBEEICEDR D2 Lotz

3.11 HEMRKRRE

AREEE RPRGmELEEGT) | RECE, HBRWE, £7 -2 KOHRESE
B REREEORAZEGE) 3, KSRV Vb —F v ¥ —\EEWRTO®
BHRAT M A B i HHR MR 10 FHMRFET 2, BB TRORFEIZOVW T, E
ETBAE T EER K ERAM LEMBES KRR EBKRSERY VY —F ¥ — [
T, TOUBERET D,
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4. EH

[Bhas 42 #ja4 A2 E AR L2 AO IR (2%EVv, Bhas 42 #iE %
JANWB TR LY . (R,Z) -12-v FaxoF 7 X5 7-9-m VEED invitro T
DN T T — g VEHEERET L,

WHEEHABRO A RE2HRET 579, [Bhas 42 fiflaz HW A EERBRHARICL D
AL D EYE | IZE D H 1T 2990 pg/mL R IR L L LA FAK 2 THR LUK 1495,
748, 374, 187, 93.4, 46.7 (O} 23.4 ug/mL O 8 R % E U CHfu g5 il ik 2 17
Ste, FORE, 93.4 pg/mL 205 46.7 ng/mL © 2 AT, AR A HE 5E = 0 204
PR D FRYD B AL, 1Ceo B U ICs 1XEAVE 4 89.1 pg/mL B T8 72.0 pg/mL & B S h
Tzo LLEDFERICIESE, [Bhas 42 MR % IV 5 2 B BRIC & 5 Fi & o St
wHEL L, MREEPRED DARWHRIZ 2 HE, MREERRD bRV HEDN
gﬁ%#(MMEéﬂé%%(mw>W 2B 1Cs 7 5 HAF M 90%HE S5 M
& (ICy) i1 HENEGE LMD L DT, MM E%L 90.0 ug/mL & L, 247 10 pg/mL
Tﬁﬁbtﬂm\mﬂ\wﬂ\wﬂ\m0\ND\NQ&UWOO%ML®M9EE%
E LT,

R ARIC B W T, R ELFERED 50.0~90.0 pg/mL O [ & Tik, AT
DEBZ I WALENMCMIABENa Ly 7Ly MCELTWRWI ERHRINTE
7o, WEEHERAT OXF G GRS LT, SR R RE AR gk R A B AL PR O 10.0, 20.0, 30.0
B 40.0 pg/mL D EICE T 2 BEEREBIL, £ 103, 16.7, 22.8 LT 28.7
f#/7 = THY, 20.0 ~40.0 ug/mL O FE Tﬁi(@%)ﬁwﬁlw9ﬂmvxw
Kﬂbf%ﬂ%% ﬁﬁﬁﬁMmebthmmu@§£m%&m p<0.05) .

K%)&‘Sﬁ%'féf&i in vitro “C@%Eﬁ*/u/ E— g SEH %ﬁ‘@‘é ‘60) }:3*%‘7_ Lhle,

s, R (RS0 R LB T 2 BEEIREIL IS/ T e 12{8/0 2 VR
WThole, =, BUERREICE T 2 BEERBIL 2438/ =V & Btk (BRE)
KHEE 2 O ST/ =/ &R LT, MEFAWICHEREMEZ 2R L7 (Student @ ¢
RE, p <0.05) ., £, MIEEERRICB T 2EHEOFMATELR Y = VLT~
T30 /LTHY, BEHERKR CRESFHEDOFMAIRER Y = VT T T 67 =L
Thotlr, BHERRRICB T 2FMATELHBRI4IARTH =, ThDHOHEL
0, ARRBOLEUICE I o &L,

PLEDFRNS, REBREAETICBWT, (RZ) -12-8B Fafx A4y 25 0-9-=
VBB in vitro TORNBA T uE— g Y MEHE2ET S (BH) &HE LI,
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wE

(R,Z) -12-E RuXx v A7 25T h-9-m B0 2o —B & LT, Bhas42 4l

oz VAT EIRBRERIZ LY (R,Z)-12-E Fa Xy F 7 ZF H-9- BED invitro
TORNALT T~V a VERERFLEO T, ZOMEERET S,
WP U7 R QR LB R FIXULTO#E Y Th 5,

1

2)

GLP

(9B A RREMLEOIE2HOBEICESXRRMEHR SN BT &
FLAE |

(BFo 63 49 A 1 HHFEELETRE 16 &)

ERLERERAE

[Bhas 42 #ifa % AW 2 BRI L 2 302 o FL %

(CEpk 267 A 4 B, BASEEE 3 H&EEHEITMTy % 7 I —T74H
HIH)
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6. HEMHMERUAEX
6.1 WERYERVEHE
6.1.1 WERME

E2 i : (R,Z) -12-BE FuXx 47 45 h-9-c
&I : Sigma-Aldrich
2y hFE : SLBZ6503
CAS &# & : 141-22-0
BHRARERES (LEER)
2-1340
AF & : 1 gx6 &K
i 2 :
SN
OH
. 1

Ny
o1& : 298.46
Al : I 48 €2, 0D il M R A
fEE (GC) : 99%
I : 0.94 gPcm3 at 20°C
fl : 5.5deg C
Wh = : 245 deg C
logP (A2 % /) —n -K)

: 6.190

K M : 3460 mg/L
AE : 2.63E-09 mmHg
RfF : mar (=20°C) . M, Bl
RAE S A : HBORAAFZERT AR B R =
PR O NLE : FRETHROFRREITT N CTREELE,

FE g R E s L, BOE IO COA 2 b I AR WIS <,

10
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6.1.2 BE

4 : T AF ALK F R (Dimethyl sulfoxide, DMSO)
my bk : KCNO0182

s T : BT A v AR IR A 4

s : IR

IR AF S i : IR

TRAF ST : ROHFSERT  HEa iR =

6.1.3 BIEDEIRER

W EERD S | AR E O KEMIL 3460 mg/L THDHZ ERHE SN TWVD
o8, 59.8 mg/mL ORETIHEM LRV ERE Lz, 2O, & OMOEE CHEM
PERRBR 2 il U725 R, ARWEBRYE X DMSO IZ 598 mg/mL D2 & THEM L., B,
HADRELDIEMEL RO SN hot==o, WikL LT DMSO Zi&iR L 7=,

6.2 s R AOHEY.
6.2.1 HE YRS
VTR & I ORI e IR IR, W e VR L 7 A % B LB &

Z L,

6.2.1.1 0 Ao 1 5iE A B

1) #ER¥E 0.5980 g% 1 mL A A7 T A3 |ZHELTE,

2) W TCHWMULIEBIZ, AAT v 7 L TRERED 598 mg/mL R EZFR L7,

3) 598 mg/mL WK & Atk 2 (B IR DY 0.5 mL : ¥4 0.5 mL) T 7 BFEAR
L. 299, 150, 74.8, 37.4, 18.7. 9.34 T 4.67 mg/mL O Ft 8 Ji& i Be B o i Bk
W LT,

4y yBIBREE T T AF v 7 mILEIC DESE B# A 9.95 mL © o5k L, £2122)
BN THM LU 8§ REBRMOMRIKE 0.05SmL ML, TRENFEELED
D % BRI E PR & LTz,

6.2.1.2 s & En i S BR

1) WMWK 0.0900 g% 5mL A A7 T A TFHEIRLTE,

2) BETEHMLUIZBIC, AAXAT v 7 L OKRERED 18.0 mg/mL IR E R LT,

3) 18.0 mg/mL AWK 0.8, 0.7, 0.6, 0.5, 0.4, 0.3, 0.2 XN 0.1 mLIZ*f L. W
» 0.1, 0.2, 0.3, 0.4, 0.5, 0.6, 0.7 XT*0.8 mL 2¥%IL, 16.0, 14.0, 12.0,
10.0. 8.00, 6.00, 4.00 & TX2.00 mg/mL O - 8 2 i el o> il Bk ik % s 8 L 7=,

4y yHIREE T I AF v 7EILEIC DFSFREEKZ 19.9mL ©o3E L, 212 2)
FEOV)THRE L7 9REERBEOIHBMIEZ 0.1 mLIRML, THAENELRLELD
R R & LTz,

11
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6.2.2 SABISERE
FRF IO P8 U7, TR CII A~ B E o3 3 M L7,

6.2.3  REM |
AR O =S, ZEMMERIIER Lo,

6.3 *RYE
6.3.1 f2tE CAIK) xtER

PSR AL BRI R DRt (L) RTRRARRME (RED X1 e L, WitE LT
FAW 5 DMSO O F &R 0.5 vol% & 725 L 9 I DFSF &R IRIZIRM L7 b o & [aik
(L) *PPRALERH 1 & L7z,

6.3.2 5 1% xt BB

12-O-tetradecanoylphorbol-13-acetate (TPA) & DMSO (& &7 A /b &t fifi Sk
Kb, RWIEFEK, =y FES KCNO182) IT¥EM L, 0.050 mg/mL (FAR L= (&
My VIR o R U TR MERT IR E R IE, 49 0.25 mL $ 04 1 E#%-20°C LU R T
AL, MRBR2EURNOLDOEMM Lz, 2k, —EME L -ZERITEENL2)ro
7
1) WtEE®

2 : 12-O-tetradecanoylphorbol-13-acetate (TPA)
oy hE S ; SLBX8889

e : Sigma-Aldrich

Bl : GFEWmFER (99.0%8 1)

R A 5 15 : M (-20°C BAF)

A7 55T : ROLMFZERT s mliaalieg mlE

2) A FkL

() A By 7% FAERE L2,

(2) DFSFRE;®BW Z RV, A by 7K 0.02 mL 2% L, DFSF 528 0% 19.98 mL O %|
A THES AR 2B L7 (R EIRE 50 ng/mL)

(3) BMEXEREE ISR A B (D) *REE vt (WEE) <2 & L, DMS00.02 mL
It L, DFSF Bf% K 19.98 mL OH| & CABIREZEREZRMU L, “hxBEdt OF
W) WPER 2 & L7z,

(4) BHRWix, BONAEREEYE UTEELE,

3) BB IRYIE OEIRE

[Bhas 42 Mgz H V2B EGBRRRICE Z2FEOLKE ) IZHEHRTDHHATWD
7=,

12
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Bhas 42 #ifla (= v XA &R H &K BALB/c3T3 A31-1-1
IZ v-Ha-ras s 28 A L) "V

053000

MNEATBOE N EIREEAIZEHT JCRB M@ N> 2
20134 11 A 20 H

A a7 T XY B
an=—EREE ; 1.12 (JE%E ;0.5 80 1)

[Bhas 42 Miflu % H W 2 R EEHRRIC L A& 0 &
) ICHEHABPTED LN TS D,

A R T 1 AR, TR IS AR T 1 kMR E
fEH L7,

6.4 MK, BEEAEZRUEER
6.4.1 HRRE &
4 i
2y FEE (HEA)
AFEIL
AFEEH H
R e
AR PR
L3 O k10 2%
6.4.2 EBEERRUMBOERESE
P

1)

2)

3)

AERCrx, MR IE (FBS : Fetal Bovine Serum) # 5Svol%, =3 U .& L
Vb A IR EG R % 1 vol%E T Dulbecco's modified Eagle's medium/Ham's F12
(DFSF $:389%) & MV, 37°C, COIREE S% D&M T Tk L, HBRRiE, s
1B H ZERYIRE L CHBRT L,

SRR MmiE (FBS : Fetal Bovine Serum)

vy bET
e
PrRAF ik
RAT S T

184j0e2

Moregate Biotech

M (-20°C LAF)

FORHHEAT R BEs R

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

oy b
i S
Prdr J7 i
CRAF 55T

2120374
Thermo Fisher Scientific, Inc.
Gy

HRABRIEAT AR E mjEE

Rz YA AV VIRERIK

2y b3
Bl oo
LB

A7 I ik
PR A7 5 T

LONO177
FH G AT A0S

~R=3 Y ;10,000 U/mL

A NLT b=A ;10,000 pg/mL
W (=20°C LLF)

WRAFZEAT B ARRRE A EE

13
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7. BHEBAHE
FEGRBRBROHERTOZO OMEEFHAR 2 E L, BEBELRARELITo 7,
B, WEHIZHRARITI T oe— T a VRBOLAEE LT,

7.1 BRI
PEABMIZIE, RBE S, W, =— FEZREEREL T L .

7.2 AEnETE
7.2.1 i A 188 B At B

[Bhas 42 flifa % H VWA REBHRABRICIDIPEOKLYE Zit-> T, KEHEL
2990 pg/mL & L, LAFAL 2 THR L 1495, 748, 374, 187, 93.4, 46.7 k¥
234 pg/mL OF 8 HEEZRE L, THICT T 7 BLUCEE (B SR 252
g

7.2.2 o B En s BR

AR SRR O RS S, 93.4 ug/mL 25 46.7 ug/mL 0> 2 F BT, AH k1A B g R
DB DR SHL, 1Coo X ICso 1T Z 4 89.1 pg/mL KO 72.0 pg/mL &
HEni, LEofRicHE-S%, [Bhas 42 M4 A2 BEEB#BERIC L 5B D
Hi¥e) 2L L, MREFEENZEOONVHEIZ 2 HE, MipHERRD RN
N L TN S0%MHFE b & (ICso) MIC 2 H &L, 1Cso 7 & HIFHA 90%[HF
NWHHE (1ICy) Wiz 1 HE MBS LI, HmHER 90.0 ug/mL & L, A%
10 ug/mL TAI L 7= 80.0, 70.0, 60.0, 50.0, 40.0, 30.0. 20.0 2 T* 10.0 pg/mL @
FPOMEEZRE L, ZhICT T 7R, B (B SHRBE 1. 2 KO Mt B
TR,

7.3 0 Ao 15 i S B

%Ehmm%@mg RETHEOO TR E L TR L, Rz, 75~
7 (BRI O A) | vk QRS XHEEE 1 KO E Bt Z2% 07, Fr—F
ﬁy%ﬁﬁ%®6¢:w7vW%%mw 1Y YO V3 vl E Lz, 72
B, UTFTORBRBEDOS &, MEMEEZLEETHHEEIE, BEEE FIZBWT, BHE
W Dar B2 FIvT, BEEEREIC X - THEM L,

7.3.1 ERIRE

1) M % 0.25% Trypsin ¥ (Thermo Fisher Scientific, Inc.) {2 & ¥ F#f & 4,
DFSF 8% 2 AT, 0.7x10% cells/mL AR IR 2 L L 7=, AW
MszU4m0cwyW:w>%6ﬁmw7vM% WHEFE L, COIRE 5%, 1R
JE 37°C, EIRESM TR AERBINICAIL, m4aﬁﬁ tL7,

2) R4 H%, SL— k;@tﬁ&%%fb\%ﬁﬁ W& 0D k2 Bk W B A B B Rz

14
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M () STHLEE D% 22 mL &, ST AHAKEV = VICHELE, 7700
FEZ DWW T, MR I TR WY 2 VIZEERIE DR 2 mL 2501 Lz,
CO,IRFE 5%, IR/E 37°C, MRERMN T OKEBET AERBNIC ALK 3 HIEIH#
L7,

3) %@7H% U= PP LOBEEREREL. SV =M AF AT IV —1#) 2 mL
oL, ﬁﬁﬂﬂi.ﬁ L7, BET%. 0.1 vol%Z U A X LN A F Ly b Yufh
mlij%%wa SIELCERTISOBU ERELE, 7L — b EKEEL.
JA L X%, M (50 vol% =& / — /L &Y 0.02 mol/L ¥ifg) 2 mL %
KU = VIZHTEL, 15 EiE (AR L,

4) B 100 uL 2 96 7 = /L L— MZHE L, 540 nm (BT DR NE S~ A
swafL— I —4&— (SPECTRAmax PLUS384) Till@& L7,

7.3.2 Wﬂﬂmﬁﬁﬁmﬁm
WA L0, R E BRI BT DRI R (%) 2RO, B, FE
ﬁ@@@&wiyma%_%ono

X (%) = (T-B)/(S—B)x100

X #ERW E ALERRE O FH IR S (%)

S Fat: (R0 SFIRTE 1 oW e

T R BB O

B T OWNE (FEHORE AN T L)

ICso BN ICoo D EHITIE, [50% (8 DV IE 90%) ST o0 il i 14 5l #0116l 3R A& 7R 9~
MEOT T, @M EEZOMBEHEIEIEIR] KO 150% (DL 90%) LU Lo
fotaFEaEl =2 R T HEOR T, KIKHEE FOMEEIEImE R 2He Lz, 2 &
BRI & iz,

7.4 BB

WEERBERBRICB W T, %BRYE oMM 2 M9 5 =0, W7 LR ams
Bhbh e L7, RBICIE, SBWE AR, U7 v 2B GRERABRO &) | Bk
(FRIE) RIERE 1, 2 KOG 2R, L — Iy BIREFDO 6 V= LT L
— FEHWV, 1YY OO0 c VEITEEIEBERR T 6 v o, MAHEIERR TIE 3
valEHWE, B, LTORBRBEOCS L, BEMEE2LE LT 25402, FEHER
BETIBWT, BEFOMEEHWT, #EBRIMEICX > THEB LKL,

7.4.1 KERIGE
1) HEACHINE A 0.25% Trypsin &% (Thermo Fisher Scientific, Inc.) (2 & 0 RIBfE X &,
DFSF B8 2 0 CL 0.7x10% cells/mL O HIIAIGE WL & AL U 7o, A N 0R i

15
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2)

3)

4)

3)

BE37°C, WS N ORBT ABEENICAIL, K4 HHEFHE L,

B4 A%, Y- P L OBEREERE L, FIEEERMOMBRYE LK, Bt
(VB SHBALEE 1, 2 R OVGMEX LB OB 22 mL 2, &0 = VIZHTEL
Teo 77V 7EICOWTIE, B4 HROAMBEAFERE SN TV ARWD = LICE
B2 mL 20 L7, COBE 5%, W 37°C, EBESRMTORBY X K2
MNICANK 3 BRI E L, 7T BB LROERE 11 AR RO BREZLT
-7,

WHEERA 7L — MOV TR B I4BR. F 7L — P LV ERREREL,
BfE7e DFSFESRIR 2 mL 2K U = VIZHELTZ, COIRE 5%, IRE 37°C, &
WESM T ORBYT AERIBINIC AN TEICKH 7 BEEE#E L,

R 21 H#E, L — bR OEEREEREL, A% /=L 1mL 2% 7 2 /L|Z
SIEL, 10 ML EEE Lz, AX /= VEREL., Svol%X LV iK%E 1.5 mL
TOomvEL, 15 oL Rtk K¥EL, R L 7,

AJE P FERUR T 7" L MZ DWW T, #FE 7 B, 7.3.1 OV 7.3.2 TR ER (2 F8 %}
MR R 2R H Lz, B, FERIRRICi/E - =,

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

X o WEERMEARERRE E T LG o B O FR e R R B AR (%)
S o RERVE (B R ik 2 oRKE

T o BEBRYEAERRE T i B kL BREE O W

B TG DWIE (BRI B AT L)

7.4.2 WHEHEHE (J+r—HR) OBEREUEAE
IR AV T ERBEMEE F OB L, WOKEIZ L VIBEGERIETH D L
FELELORHE L, 28, BHIRREE, FTROBENSMOTRTENLE L

E

Rl )06 6) DIREICBIEH GG ICiE L, ZeB, BEmc L — %

a— N L, BERENH D RVIRPL T CRIZE L, #BlE8%, 7L — MIFERLE,

1)
2)

3)
4)
5)
6)

B HRH RS 100 MLl E TR EhTWna b o,

TR AR B OO AR S AG AT 4 7 L, B BA O MIIE & IX AR IS B B M fE 2 R T
t, O (spindle-shaped) .

A E AR RWEEA) MR E > TS B O (basophilic) o
WEERBEOMAEN T o F LREHTHWIZZZEZL TS B O (criss-cross) o
FAERY S TMBOMEMNRONDH D (piling-up) .

MR E A R T 2 7 MREEO K E 221 (invasive) LTV A H 0,

16
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7.5 tEROBEN

7.5.1 HMETEEM

1) FRBRpk L EEYE
B R (CEHBERBIL Y =)L) 1I2OW T, BiE (BB xR 2 & gk
K PRBER] C Student ® t REZIT-7= (FEKYE %, LHHFE=R)

2) FEROHE

(1) BEIGREEBIZOWT, B (B SR 1 & 9B E AFRIEH ¢ Dunnett ©%
HIhimE (FEAKE 5%, FUIRE) 2177, B ELBEEED 50.0~
90.0 pg/mL O ETIL, MlFEEOFEBIZLY, HohcMREENR =70
T MIELTWRWIZ EREER SN, (&> T, 0O HEIIHFH T O X5 )
LA L, TTOXIC) & LT,

(2) (DIZTBWT, 5%KETHEMES R Sz =%, Jonckheere DT (A B KUY
5%, FAFER) ZHVWTHEBREOHBKTFHEOREEZIT T, AREICE
WL, EMIfERO R A& & Lz,

7.5.2 B D AR LY

1) il e B o e Ik

(1) BU = VOWRNE (KA /DR 3460

(2) MEHTZD OFHWILE (Rom - ADEURE 3 A1) ROBEERZE (R - /DILE
34i7)

(3) AHxHIEETESR (AL © %, R BRETE 3 HT)

(4) 1Cso RN ICoofiE (BANL : pg/mL, Foa& o 0T 3 H7)

2) TEE KR

(1) FH MR S R O E N B3 5 4 i, MR i sk & RER & L 7e,

(2) #U = NVOREEHEEOH (BAL 8, £ )

(3) HEX7=0 OREEHEE (AL 8/ 7 = )b, KR NREE 10D K OREHE(R
7= (2%/7\ s N 1 AL)

7.6 BRI B

UFOFT_XRTOER 2 Lsizd, REBILEIC € STz & W Lz,

1) A0 B 5l A R

() HFHEOFRMARERT = VENR 2 7=V ETHDZ L,

2) JEHEEHAER

(1) BHEOHMARRY = VNS Vo VU ETHHT &,

(2) FEAREZ2HEHNS 4 HEU ETHD Z L,

(3) R (D) TREEOBERBEEN 2/ =V RETHDZ &,

(4) Bﬁrixi%ﬁmﬁﬁ’ﬂwﬁ& ------ Dy, REME (FRBE) xHBRE 2 & i U M2 H E R
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7.7 BROHE
FEROHFEILITROBEIZL DN, AMFIELMEEHRE L CTREMWICEME L,
1) [t
W E LR O TS B R R N e L) XTI 1 SR L TR ENAEE
DRO LN WEE,
2) Btk
PSR LB O TR B s R s e tE (R XTHRAE 1 SR L€, BRH R A
BICHEML, 2o, TOERICREKFENRD LNLDIHEA,
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T-G434
8. HRERRRUBE

8.1 {0 e 1 e A B

RERAEN 1 ROR1IICRLE,
WEERAROHE&E LR ET 5729, [Bhas 42 ffld% H 2 B EH AR
FEOEENIED B D 2990 ug/mL i m & E LU TAK 2 THIR L 7= 1495,
748, 374, 187, 93.4, 46.7 K 1¥23.4 ug/mL O FF 8 F B %% E L T FE R 21T
ST, TOREE, 93.4 ug/mL M5 46.7 pg/mL ® 2 F &R T, FH %0 E O 2
PRI BFRD B AL, 1Ce MV ICsp 1 EF N E 4 89.1 pg/mL KN 72.0 pg/mL B H & h
Teo LALORERIZHE-SE, [Bhas 42 #ifnz HW 2 B EEEHRIC X 2 A o B4
EHEE L, MEEENPRO LR WVHEIC 2 HE, MaEERED b2 vHE,N
O HFHDS S0%MHE S LD & (ICse) MIC 2 &, ICso 2> HIEAIA 90%HE Sh &
& (ICq) MIC 1T HEXBLAD LD, mEmHE% 90.0 pg/mL & L, A7 10 ug/mL
TAR L 72 80.0, 70.0, 60.0, 50.0, 40.0, 30.0, 20.0 X T*10.0 pg/mL O FF 9 HE %
BE LT,

8.2 s B ER R B BR

FERAR 2 RPER2RSCITER IITRLTE,

JCEGHABRIC BV T, R EALBEEED 50.0 ~ 90.0 pg/mL D& TIiX., B 60
B ER a7y MIZELTWRWD BRSO, HEHRIT OXH%
M HERA U T, SFAM P RE 22 B BR W AL B A @ 10.0, 20.0, 30.0 & T 40.0 pg/mL O
BB AEIMERIL, THE 103, 16.7, 22.8 X287 0/Y =/ TH Y, 20.0
~40.0 DHEIZEBWT, [k (A 1 o 9.5 /7 = Vioxt L TG EMIICH
ERBMARS b (Dunnett DL E LR E, p<0.05) . 2»>, TOERICITRE
RAFME NS biv/e (Jonckheere DIRE., p<0.05) , Ko T, RERWEIL invitro
TORERNALTaE—a MEREAT LD EE X LGN,

R, ettt ORED RRIE 1V ICR T A RERERT 958/ v = v b 12/ 7 VR
W CHolz, —JF, BT BB T A EERRT 243 /v = &, B ()
B2 0 57T/ =G LT, HFICHEEREMEZ R L7 (Student @ ¢

MRE., p <0.05) , E£7, HBEERARIC Té%%gwﬁmTﬁﬁvxwﬁi#«
T3V ThHY, BEHEBERAR CIIEHBEOMAERY = L BIZTXT6 v =V
Thot, WHERERRICBT 2FMTELAZZ4IHETH -, 2T DHOMEL
0, ARRBIXECNICER S b o &Lz,

LEORERNG, ARBREHETICBNT, (RZ) -12-E FuXxv A4 7 45 h-9-0
VMBI invitro TORP AT ox—a ERLZETE (G &fHE L,
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9. ZFEXM
1) Sasaki, K. et al.: Isolation 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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£1 (RZ) -12-E FOFOF 9 8 FH-9-T VEOBhas 42 8IS H 1+ 2 IRIBTE R ER OB RIS T R

T-G434

W 4 B o D =M T2 ) ORIEHE (540 nm) J
(hg/mL) 1 2 3 EHE R R ()
TR - 0.090 0.088 0.088 0.089 0.001 -
R PR AL 0.5 vol% 0.475 0.494 0.492 0.487 0.010 100
W AR 234 0.563 0.578 0.570 0.570 0.008 121
46.7 0.535 0.526 0.510 0.524 0.013 109
934" 0.083 0.097 0.085 0.088 0.008 -0.0837
187 # 0.086 0.091 0.089 0.089 0.003 0.00
374 * 0.079 0.087 0.080 0.082 0.004 -1.67
748 * 0.076 0.080 0.077 0.078 0.002 2,76
1495% 0.071 0.079 0.078 0.076 0.004 -3.18
2990 # 0.078 0.077 0.075 0.077 0.002 -3.01

a) BRI R D YOI b, V7 o BRI A M U AR U, IRTEGR DR BB O & 100% & LR o HISHE 5,

b) %4 SO X EEL: 0.5 vol% dimethy] sulfoxide (DMSO)
BRI AT AT D .
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#£2 (RZ) -12-E FOFXLF 94 TH-9-T U DBhas 42 8126 11 2 B EERERO M SR

T-G434

M B & 7 L7 ) OWE (540 nm) R
i (ng/ml) 1 2 3 TR R )
T Ty HE -~ 0.085 0.075 0.077 0.079 0.005 -
(et (E )R B EEL 0.5 vol% 0.529 0.514 0.548 0.530 0.017 100
HeBR Y G ALEL B 10.0 0.517 0.529 0.518 0.521 0.007 98.0
20.0 0.504 0.507 0.495 0.502 0.006 93.7
30.0 0.508 0.502 0.495 0.502 0.007 93.6
40.0 0.458 0.460 0.496 0471 0.021 86.9
50.0 0.612 0.618 0.614 0.615 0.003 119
60.0 0.299 0.313 0314 0.309 0.008 50.9
70.0 0.153 0.148 0.180 0.160 0.017 18.0
80.0 0.078 0.070 0.091 0.080 0.011 0.148
90.0 0.077 0.092 0.098 0.089 0.011 222
[ PRI o R B2 © 0.1 vol% 0.499 0.509 0.508 0.505 0.006 100
0.816 0.826 0.820 0.006 174

Gt xf BB (TPA) 50 ng/mL

0.817

SRR I G 7T v g BRI R b L
0.5 vol% dimethvi sulfoxide (DMSO) c)fi?

TPA: 12-O-tetradecanoyiphorbol-13-acclate

24

SRR O % 100% & U7z
§%2: 0.1 vol% DMSO

D & 73,



#£3 (RZ) -12-£ FAXPA U8 TH9-TUEMBhas 42 MMICE TAREHERHEBOKR

T-G434

W E‘% A & TR Y = e ©
wemb) 9 3 4 5 6 pE? EmEE  ERE )
R (AR ot PR T 1 © 05vol% 10 9 10 7 13 8 9.5 2.1 100
BB AR 10.0 7 14 8 12 12 9 103 27 98.0
20.0 17 16 17 19 11 20 167" 3.1 93.7
30.0 19 20 27 26 26 19 228" 3.9 93.6
40.0 29 31 34 17 23 38 287" 7.6 86.9
50.0 0 0 0 0 0 0 0TOXIC g 119
60.0 6 0 0 0 0 0 pToXIC g 50.9
70.0 0 0 0 0 0 0O pToXIC g 18.0
80.0 0 0 0 0 0 0 proxIC ¢ 0.148
90.0 0 0 0 0 0 0 proxic g 2.22
Fa k(% TR @ 0fvol% 6 8 5 3 6 6 5.7 1.6 100
G515 FREE (TPA) S0ng/mL. 22 28 27 28 23 18 2431 4.0 174

a) FHIEIC I D HYOLIEN 6. 7T 2 7 BEO WO R M U LT, PR RO O % 100% & LI BRB MU R 7,

b) WGP D = R,

) KEPEGALD %/ MEL: 0.5 vol% dimethyl sulfoxide (DMSO), d) BaPE(ALEY#HEE2: 0.1 vol%s DMSO

*p<0.05 (Dunnett?% T LLEERIL)
tp<005 {Student®tiiii)
TPA: 12-0 -tetradecanoylphorbol-13-acetate

TOXIC: A AN A& . Ml confluenti 72 & 227 o Fo o DRI RAL & Lz,
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