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3. BEREEHE

3.1 HEBRES
T-G375

3.2 SERIERE
VT FIR AT 7 — kO Bhas 42 fIlEE F N B S i A R
(Fat—a R

3.3 HAEREH
Bhas 42 Ml % W 2 JEEEBRBICL 0 . T FAKAT 7 — LD in vitro TO
FENALT T —a AMEREREF LI,

3.4 HEBRETE
EAEFEE HERER ZafAEl Ly E s RiR
T100-8916 HAEH THKERBE1 TH2H 25

3.5 AERZEEE
MRAEHARS Y —F o & —
T151-0065 R ATHEREEA K K LT 367

3.6 AEREM IR
AR VY —F & —  HEFETRT
T156-0042 HAHEIH HAXFIRA 1-3-11

3.7 HERHIRE

R BRBH 45 R © 20184 11 A 20H
B B L © 20184 10 A 18 H
FERBA A : 20184 11 H 22 H
FEEBRETH : 20194 1 H 16 H
AR T H © 20194 1 H 30H

3.8 HEBREAESE
A SR Y U —F v 2 —  RURIIRAT TR
WE M

3.9 HERENE
WM REE - W
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310 FRISBENTELGL>I-HBOEHEEICHEZREITRLOH

HEERUVRABHEBEZICODUEM 2 &
ARBICBVWTTRT A ENTE AR RBROEFEICELE METRVOH
HHERER OCRBGE DR N -T2 2 L3R o T,

311 HEHRKRE

AREGHIE (ERHED) | DECHE, WRWE. £ RUREEE (REH
EEOFAREEL) X, KRR Y Y —F 2y — EBI TR O WRHR 17 i
IR ARAS TFR I 10 EFRAET 5, MM T HORMFICOVTIE, BAKBE %
MR 2 AL (LRI & BB HER Y U —F 2 > 4 — M Tl L
T OB ERET D
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4. EH

[Bhas 42 #ia %2 AW 2B H iz aERIC X AR O K | 246V, Bhas 42 fia%
JAWBEEEGBRERICL Y, T FILERAT 77— MO in vitro TORMBDA T 23—
a YERHEZ RS LT,

HEHRBROFBEARET D70, [Bhas 42 #ifz2 AWV 5B EHGEHBERBRICXL D
A O HHUE || b%hézwo%ML%m%ﬁﬁkL/uT/mzﬁﬁﬁLtlwm
500, 250, 125, 62.5. 31.3 &1V 15.6 ug/mL D Ft 8 HE % % & LU CHIMMHE R 2 17
ST, AMIEEERERBR OF R, KA ED 2000 pg/mL T 50% L4 L o> #l i 54 58 0 i) V8
ﬁmbbﬂIMOMML@mﬁfﬁﬁﬁﬂﬁﬁhﬂﬁﬁm#wbEhimLt#of\
FBmm42ﬁwﬁ%ﬁM\5%E1ﬂ%£% LA O] e, MREMERED O
nRWHEID 2 H&E, MiEikn iR w%m@wmg#%ﬁ%ﬁxw%miéné%g
(ICso) Mlic 2 HEE 2B L DI, &M E%E 2000 pg/mL & L, U FHEETHRL
72 1700, 1400, 1100, 800, 500 }% 1200 ug/mL O 7 AEEZZE LT,

BEIRHMRBR O K, B ELEFEO W TAOHEIZBWTH RS (BE) R
(0.5 vol%DMSO) BEIZX T 2 EEEBREOFEREIMIZE S bvie - 7= (Dunnett
DEELWRE ., S%BHEEKE, FURE) Z &b, RERVEIZIL invitro TO¥
NATE—va MAERIERVLDEFZ biL,

B, B R (0.5 vol%DMSO) BEICR A E ISR 7.3 /7 =
e 128/ = VR TH - T, — . BRI IT 2B EERE R 11.0 &/
vl Bl (EE) s (0.1 vol%DMSO) D 1.8/ =L L LT, #EE
FHNCA B 2EMAE R L (Student D tRE, p <0.05) . £z, MIHEMEEABRICE
FAEHBEOFMAGERY 2 VEIZT RT3 0L THY, HERHEAR T4 E
DR ATREZR 7 = VLT R T 6 V= v Th oz, BEERBRARICE T 2 FE ATRE 72
HERZRTHEThH 7, ThoORELY, ABITEEICER SN 72b 0 &KL
77

PLEDOFEENS, KRRBREMETIZBWT, PT7FNERRAT 77— M in vitro TDR
Bhao7oe—ra EREE & v (i) SHE Lk,



T-G375
5. HS

CTFNERAT 7 — hOREMFMO—EE LT, Bhas 42 #iaz AV 5 B iz
RERIZEY, PTFIALERRAT 77— D in vitro TORERPATaE—3 a AMNEM 2B
LE-DT, TOMBERET D,

BWEF L AR OB LR BRGEREIEIUTO®EY Th 5,

1) GLP
o THBEAEAERBIE 34RO E 2 HOBEICHK S X RB MR SN BT X
FEAE |

(WBF0 63 429 A 1 HHHEERE 76 5)

2)  BRALERRAR
*  [Bhas 42 il & i\ 2 JE BRI L 2 P o0 JE v
CPRC26 7 7 4 B, BAEFBEE 3 ERIEHVETY —% 7 7L —T8E
F 1)
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6. HEBMBRUAE
6.1 HERYMERVBE
6.1.1 HERME

4 R

CTFNRART 7 — k

s H F AL AR 7k s £
LISCPIH Fo bR Tk A
iy hFES ETMQE
CAS %5 : 107-66-4
A TREME S (LFE)
(2)-1986

B A REIE S (LHE)

: BEAF
ANF& 25 ¢
5 = HsC CH=

*ﬂ\“w\ 0 /__/hn
Il
O—P—0
5

o 210.2081
4N i) B~ D TV FHADOIRIK
thHE (20/20) 1.1325
JE 75 n20/D 1.4306
T AT IVE R 40.2%
VAT IVE & 59.3%
logP (A2 % /7 — - K)

: 2.290
IR M 1.72E+04 mg/L
RRE 9.60E-05 mmHg
TRAESR A WA (JEME : 2.8 ~3.8°C, 2018 4F 10 A 18 A ~2018

E12017H) . B

TR AT 5 FOHEIERT SR E IR 7=
7 B D JLiE ERETHOEEITTNCHEELE,

AW S L, B IL O COA 2 b TN ABIERICEK S,
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6.1.2 gL

44 ®p : T AF AR F T K (Dimethyl sulfoxide, DMSO)
ooy b : APN1606

&I : w7 A AR SRR A

Hirs : AR IR R

RAF A : E=¢l7)

R AF ST : FORHEZET B M AR ==

6.1.3 BEDEIRER

IRARVESBR 2 RE L 7= A . AR XS A KIZ 40.0 mg/mL TRIETH -1
23, DMSO IZ 400 mg/mL ORETHEM L, BE, WAOBEEDOKICHELED b
IRIno T, W E LT DMSO &I L7,

6.2 HWERADRR
6.2.1 HEES Yy
PR & RO IR 2 R BRI & URIN U 7o B 3R & R AL B &

H=LT,

6.2.1.1 H0 fe 1 e AL R

1) #WHRWE 0.8000 g% 2mL A AT T AL,

2) WBHTHEMLEBIZ, AAT v 7L THREEED 400 mg/mL K42 R L 7=,

3) 400 mg/mL WK Z A 2 (BREOHEERK 1 mL @ B 1 mL) T 7 BMEARL,
200, 100, 50.0, 25.0, 12.5, 6.25 % U 3.13 mg/mL D7t 8 ¥ & BE Bk o #% BR ik %
AL 7,

4y yHIREHE 7T AF v 7EREIC DFSF 55380 9.95 mL 43 7E L, 3)TaflL
7= 8 W EE B O BRIR 0.05 mL VRN L, FALENEEE Ls b 0 & 95 B L PRI
L7,

6.2.1.2 e & xS BR

1) #ESRWE 2.0000 g% SmL A A7 T AL,

2) BT LRI, AAT v 7 L TRERE®D 400 mg/mL R & B LT,

3) 400 mg/mL W D 0.85, 0.70, 0.55. 0.40, 0.25 XU 0.10 mL 2%t L, &HD
0.15, 0.30. 0.45, 0.60, 0.75 %% 0.90 mL Z¥#M L. 340, 280, 220, 160,
100 % T 40.0 mg/mL Dt 7 it 5 B O #BR i 2 s i L 7,

4) yHEIEEE T AT v Z k& T DFSF HEIK 19.9 mL 3>k L, 3)THML
7o T IREBBE OB 0.1 mL IR L, FENEEE Lz b o2 gy LK
L7,

10
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6.2.2 R E
IR IC R U7 G HRAR CIT A~ QMg 3 3 B L,

6.2.3 REM
PR O 2 0 | 22 EVERERR L M L 72 7 o T,

6.3 xEYME
6.3.1 P2t Gal) xtE

WL U CHWS DMSO DI B E 2 0.5 vol% & 725 X 912 DFSF ES|IRICIRMN L
borfkEi (B xtiEe L,

6.3.2 5 14 xf B

12-O-tetradecanoylphorbol-13-acetate (TPA) X DMSO (& 7 A /L AFEHEER K
K, JIS B IREHK, vy NES TWP0794) IZIEME L. 0.050 mg/mL (ZFAHL L
7= (R by 7K o B LB MW EBKIE, £ 0.25 mL 7243 1E#%-20°C LA
TCRFL, HRZ 2FELNOLOERMHEH Lz, 2k, —EME L2 EKIIEHBEHL
o,
DIV LA R

Fa¥ ) : 12-O-tetradecanoylphorbol-13-acetate (TPA)
a7y &S : SLBS0478V

T : Sigma-Aldrich

Tk : SFEYTH (99.0%U 1)

AT 715 : MW (-20°C LAT)

CRAF 5 T : BORAAFRr  thamlasiies  muE

2) FARGE

(1) A Dby 7 EKE AR L=,

(2) DFSF IR Z AV, A by 78 0.02 mL &% L, DFSF 553878 19.98 mL D%
B TP AL ER i 2 A U 7= (B RSIREE - 50 ng/mL)

(3) [EEEIZ. DMSO 0.02 mL (2% L., DF5F 538K 19.98 mL DO #E| & TUIERK %
L, 2t () B (0.1 vol%DMSO) & L7z,

(4) A by 78R, MEZIEOLOERE L, BWHEMELERYIKS ol
RRWIL, WAL U CREL T,

3) Btk A E O R IREE
[Bhas 42 #ifaZ AW 2 EIGHRBRIC L 2WEOKYE) ITEHARED LTV

728,

11
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6.4

6.4.

6.4

2

Rk, BEAERUVEERER

1 0 e ik
% TR

my bES (HBA)
AT
ATFLEA H

(R 177 1
i A 2

B P

Bhas 42 fifia (=7 A 258 H 3 BALB/c 3T3 A31-1-1
\Z v-Ha-ras @1 28 A L= #ifa) D

053000

MSEATHOEAN  EIEEBHIIEAT JCRB Al N 7
201346 11 A 20 H

ATtk DMSO % 5 v/v%¥s L7- M10F B384 12 Al AR
HHI5%10° cells/mL DS EE TR L. RINZEH P O
fERAE LT,

~ A aTTXwiHY; ik

an = —JEEE ; 0.87 (FkUE ; 0.5 L4 L)

[Bhas 42 Ml Hv 5 I E AR L A& DK
W ICHEARED LN TS D,

EERRUMBOEESE

KRB CE, 4R iMyE (FBS : Fetal Bovine Serum) % 5vol%, “X=3 U »-X |
VT R A U UIRA AR % 1 vol%E e Dulbecco's modified Eagle's medium/Ham's F12
(DFSF §5881k) # A, 37°C, COIRIE 5% D 54F N Thia Lo, MIRANRY% o i ks
EHMICE W CIE, MEM B H#IC FBS % 10 vol% N X 72153818 (M10F K5 &) % 1
W, WTHOERKRGMEE 1 &H 2EHABRE L TmBRF L7,

HEREEIL, 70% 3 7 x s P EBRZRVEEETIT- 2,
R s (FBS @ Fetal Bovine Serum)

1)

2)

3)

2y hEE
T

PRA7 Ik
PRAT G5 T

7dk7ewq
Moregate Biotech
M (-20°CLLF)

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

2y &S
LS
R A5 15
RAT 5 ET

1967605

Thermo Fisher Scientific, Inc.

3 Tk

HORXMFSERT MR s E

Rz VA MLV h=Aa v VIR RIR

7y hEE
BT

HHLRR

1.8G5473

FTHTA T AT ERE

~N=V ;10,000 UmL
ANV A5 10,000 pg/mL

12
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17 715 © A (-20°C UT)
A7 BT C RURBRRFT EEMIARBRE AR
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7. BHERAZE
BEHEBERAROHEREDO - DO L £ L, BREEBEREBREIT- 2,
kB, BWEEGHEARII S orx—2 g VRABROLER LT,

7.1 BAIAE
A I, RBRE S, QB =— NESR L ERE LML,

7.2 AEnNEE
7.2.1 0 Hoo 1 g AR B

[Bhas 42 Ml 2 H W2 EIEHARIC L 2B OKLEE ) - T, k&%
2000 ug/mL & L., AT 2 THKR L 1000, 500, 250, 125, 62.5, 31.3 K ¥
15.6 pg/mL DFF 8 HEZFHRIE Lz, ZHIZT T 2 7 BER O R B0 5 BB R (0.5 vol%
DMSO) %#&iT 7,

7.2.2 e EEria iR
T BRI O &R E D 72 D O TE B O R, RS HED 2000 pg/mL T
O%L/U_U)ﬂﬂﬂ tﬁéﬁﬁﬁnﬁ%wﬁﬁﬁx L ﬁ;m 1000 pg/mL D H gﬂ%f‘&mﬁmiﬁ%ﬁﬂ’ﬁm

FBhas 42 ﬁi{iﬂa%ﬂ]b\éﬁ/’%ﬁﬂf/&nx&%ﬁ KO EDOIEE) 2BE|, n‘iﬂﬂ& @mh
D WHEIZ 2 HE, Mias r@##&w%mﬁwﬁﬁiﬁ%iﬁﬁﬁﬁ S50%HEINDHE
(ICso) M 2 HEDHGOND L D12, I\ E% 2000 ug/mL & L, éf?ﬁfzﬁﬂb
721700, 1400, 1100, 800, 500 &U\ 200 pg/mL OFF 7T HEZHRE LT, ThiZ

v RE e R (0.1 vol% K TF 0.5 vol%DMSO) #f & UM ixﬂ@ﬁa‘%:px
7o

7.3 HH e 1 5E A B

WEIEHRHRBROHEEZRET L DO P RARE LTHEME L, AR, 75~
I (BEEOAR) | B QERE) 3B (0.5 vol% DMSO) #E K O\EER % E PR %
R, = MIyBRIBEED 6 72T L— M2V, YYD = VT 3
ek L, 2B, LTORBEBEOS L, BE%ZLELT 55613, EERE
TIBWT, BEFOSREZHAWT, ERHBEC L > TEM LT,

14
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7.3.1 EERIRE

1) HERHI A 0.25% Trypsin 87 (Thermo Fisher Scientific, Inc.) (& & ¥ It &+,
DFSF B2 % T, 0.7 X10% cells/mL O Al Ja NG G & SR80 U 7=, A i 0 08
W2mL (1.4X10%cells/ 7= /L) Z 67 =/LTL— MNIHEEL, CO,EE 5%,
IREE37°C, @RI T DR AT AERHNIZ AL, K4 AFFEE L,

2) R A4H%, 7V — ML OEERERERE L, & RE B O RY - OIS
PE () TR OE 22 mL &, ST 52T o VICHELE, 7T 07
FIZOWTIE, MRAERE I TRV Y = VISR O A 2 mL %57 LT,
CO, IR 5%, IREE 37°C, MRS T DR ARERBHENICANK 3 HHHEE
L7,

3) HBHETIA®Z,. U PRV ERREBREL. £V NI AF AT L a—b# 2 mL
ZoiEL, 10 0 MEL EREE Lz, HEH, 0.1vol% 7 U RZ AL A Ly PG
WR1S5SmLE{ Y = /VICHEL RIBTISOMU ERB LE, 7 L— F &KL,
JREL X R, AFRMIHE (50 vol%= ¥ / — /L& 0.02 mol/L #HE) 2 mL %
FU VI HEL, 1SoHU EEE (AR Lz,

4) HAHEH 100 uL & 96 Y=L L— MBI L, 540 nm 2B T DR EE < A
sn 7 lL— kY —4%— (SPECTRAmax PLUS384) Tl L7,

7.3.2 MR MEEEEDE H
WRIT LY, WY E AR T ARG R (%) 2RO, B,
EOEY Hv L, 7.5.2 HICHE- T,

rete

53

T

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

X P 5% ) B AL B OO AR ek AT K S SR (%)

S etk () ATREFE (0.5 vol%DMSO) W ¢ i
T W5 AL ER B O W Y T

B T ORNE (FEHOREANTLT L)

ICso DHEIIZIZ, [50%RMOMZEMMEIEL RTHEOT T, KEHELFO
ARG AR ) KON [50% 0L E oMk R 2 R+ HEO T T, RIEHEL %
DM BTEIE R 2EE Uiz, 2 SAEBEEZ W,

7.4 WEGRBRAER

FEEBEERRICB N T, RWE oM FEME A2 M3 5729, AT L TRk
B e L7, REBICIE, Ry ELEEE, 7T 0 7B (R0 s) | Bk
(BRI xr B (0.1 vol% K& 0 0.5 vol%DMSO) BEM Nk Rt iT 7=, L — b
Xy BBEED 6 VT L— M2 MW, 1YY OU = VEIIREBHRAR TIX 6
7o, HEHERBR T 3 Va2 H0 T, 2B, UTORBRBIED S B, EEE

15



T-G375

LB LT ARAT., BEEETICEBWT, WEFORAEZHWT, EEBREIC
T L=,

7.4.1 RERIEE

1) HERCAIIEZ 0.25% Trypsin ¥ (Thermo Fisher Scientific, Inc.) {2 & 0 #I %ﬁéﬁ
DFSF 8% % VT, 0.7 X 10% cells/mL Il SR e 2 i U 7=, A HI I
W2 mL (1.4X10%cells/7 =)L) % 6 71»7 L— MZHEFE L, CO,IRE 5%,
BE 37°C, BBESRMET ORI AEERNICAIL, 4 HMEELE,

2) #HHEA4HPB, YL PRV ERBREBREL, FBREBRMOKRYENETK, Bt
(BRI SFRRALEEHE (0.1 vol% M T8 0.5 vol%DMSO) K OV 1k ot BRALER i oD 45 4
2mL %, U VIS L, 777 IO TH., & 4 B %o R
%@éﬂfwﬁwﬁzw %%msz% YIE L7, COIBE 5%, IRE 37°C,

W E SRR T D IREE N AR AN ANA 3 HHIEFE U, #6587 H 1% MO
11H&u%h%®@@%ﬁ0ﬁo

3) BEEHRMA L — MoV T R I4 B 57— MLV ERBEREL,
BfEZ DFSFIGEBIE 2 mL 2% 7 = VIS4 E LTn, CO,IREE 5%, IREE 37°C, &
T S0 N O IREE T AR ARNIC AL THEIZK 7 HIREEE L=,

4) /W21 Ak, L — PEDEREEREL, 24X /A ImL 287 = iZ
SIEL. 105 EBE Lz, AZ J—L&ZBREL., 5 vol%F LYK E 1.5 mL
TONEL, 1S oLl B, KL, REEL -,

5) MUREEGEEERAH v — MoowWTid, #HE 7 B, 7.3.1 KO 7.3.2 AR HH
MRAFRERH U, 728, FERERIcHgto 7,

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

X SRR E LRI o B ot BRI o0 AR ef T HE R (%)

S ot FBD) XEAEE (0.1 vol% X TN 0.5 vol%DMSO) &
T BB AL T i R R RR A D W

B : I IOWNE (HBHOAREANTZD V)

7.4.2 MHEERBRE (J+—HR) OHBERUFHE

WIRSD 2 O IXERBEMSE T CHIRZBE L, MOEEZLVBPERBRECTH D LY
ELZbOERF L, ok, WEBRREIX, Tio "“E}’Jﬁ@@?‘f\f%zgk@
TR )0 D 6) BNHAMICEEH kA GAICHE Lz, ik, BN L— b E
o— N L, AEEEARNHORWIRI T CHE L, B8k, L — MIFEELE,
1) JEEBRHREN 100 il ECHElR L THD b0,

2) JHERBEOMIIIGEER &2 s U, AP OMIE & XM c R D Mk igsd R4

H @ (spindle-shaped) ,
3) MME A EME (RVWER) MG E > TWDHH O (basophilic) o

16
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4) BHEEBBEOMBEN T X LRI THEWIRZL TS H O (criss-cross) o
5) BAERDVHIZMBOWHEN RGNS S D (piling-up)
6) ML EERT a7 MIKBEO MAEE I Z T (invasive) LTV A H 0,

7.5 EROEN

7.5.1 HET AR

1) Bk ST AL vE
WHEEHRR CEHYREBRIE/ Y =) o0 T, B%E (B x#E (0.1
vol%DMSO) & [RPEXRTEFER T Student D t BEE & 1T o 72 (A EAKYE 5%, M
%)

2) REROHE

(1) WHEERIZOWT, B (WD) FREE (0.5 vol%DMSO) & 4% dy B AL B
] T Dunnett % B\ E (FEAKE %, FUKRE) 217-7,

(2) (DIZBNT, SHARETHEMELBD bILRd > 7272, Jonckheere DI E (F
HOKYE 5%, LUURER) 2EM Lol

7.5.2 4B o B R Ly

1) e A S R

() &U7c/VOWEE (FxR /A 3 A7)

(2) HEXNTZV OFHWNE (KA DNBRE 3 ROREERZE (K7 MR
34ir)

(3) FAXHAIRBEAE R (BAL © %, For : HEVECTE 3 47)

(4) ICsq BN ICoo Ml (HAQL : pg/mL. #Fo& 1 H2hET 3 #1)

2) JEHEiRHRER

(1) MR ORI B D8 E i, MR & Rk E Lz,

(2) BV VORERBEEOK GRAL 8, R B

(3) HWENYORERERE (BA 8/ 7 =, R DNURE 1 AL) R ORE R
75 (FoR N 1AL

7.6  AABRAELIIEE
LTFOF_RTOEA Zim7z Lic/ed, RBTE NI i STz &l L,
1) i B AR
() HHEOFMGATRER Y 2 VBN 27 =2V ETHDE T L,
2) T HEEsH R
(1) % BAEOFMATRER Y = VNS5 T = LU FTHBH L,
(2) FFAT AT A7 I BCHCA 4 FIRELL ECh D 2k
(3) KPR FERE DT B SR A 128/ = VR TH 5 2 &,
(4) BBYExt RO EE R, 2t (8D xH# (0.1 vol%DMSO) #f & i LT

17
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W FHC A BRI E R 2k,

7.7 #HRO¥E
WEROUERTROLEICL DA, EWFENT YL MR L TRAEICIEM L -,
1)k
R EALIRTE DO E RN e OB <P AE (0.5 vol%DMSO) &g L
THEFMESENRAD bR VES,
2) GE

Wl i B AL ERE OO J EHRHARAN BRE () PRI (0.5 vol%DMSO) & ki L
T, MEAFFRICABICHEINL, 2o, ZOEMCREKEFERRO N5 E,

18
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8. HERERRUEE

8.1 R R 18 DB At B

MRAEXK 1 KOE VISR LE,

WEIEHRRBROHEZ2ZRTET 5772, [Bhas 42 filg & AV 5 BEiHARIC L 5
ﬁﬁ@%ﬁju~b6ﬂ62%0%ML%%%%%&LUHT“%2T%ﬁLk1MO
500, 250, 125, 62.5, 31.3 kU0 15.6 pg/mL OF 8 B AR E L CHILHEERAR %
Tolz, M ED 2000 pg/mL T 50%LL F AR S B VB 23588 41, 1000
pg/mL 0> FH B C R A 7 1 ol 5 S B0 D £ FH 28 BR %bﬂtoK&%WE@IQﬂim@
ug/mL TH o7z, LN ->T, [Bhas 42 Mz H 2 REHRBERBRICLI2FAED R
) 25E10, MRBERROLNRVHARIC 2 HE, ks H_i)).w&)%ﬂ’bfib\ﬁﬁm
2B EFEN 50%MESNAHE (Cs) MIC2 HENEOLND L O K@M EE 2000
ug/mL & L, EZETHR LA 1700, 1400, 1100, 800, 500 M OF 200 ug/mL D7t 7 H
mAEHRE LT,

8.2 WHKMHER

T Hin e R D 5 R %ﬁ?ﬁ%@%@ﬁéﬁﬁ?ﬁOD 200, 500, 800, 1100, 1400, 1700 &N
2000 pg/mL O HEICE T 2IEEEwRHREL, THLEFN 6.3, 6.7, 10.3, 10.0, 10.2, 5.2,
EORT78E/ 7 =NTHY | &tk () %I (0.5vol%DMSO) #ED 7.3 /D = LIz
* U CIE ISR O A B e8I ﬁbgﬂﬁﬁokﬂhmm@gﬁm@@E\Wﬁ
BKHE, FEIE) 2 &b, RERBEIZI in vitro TOREPA T O FT— g UE
HidZenbotEX BRI,

k. R (REE) S (0.5 vol%DMSO) BEICR T A EIRHERIT 73 /7 =
& 12 /D = VR TH - Te, —J7, MEXREEIC BT 2 B EERERIE 11.0 8/
T & . BYE (B xR (0.1 vol%DMSO) HED 1.8 /7 = /L & il LT, #EH
NS B R MZ R L7z (Student D t#RE, p < 0.05) ., F7=., MlaHEmRBRICE
TAEABOFMATEER Y = VXTI RT3 T 2L TH Y, HEEHRRR TS H &

ﬁﬁ?*kﬁxwﬁiﬁ&f6vxwf%oto’W%ﬁﬁ% 1T % FEA AT BE e

HEZT THETH -, 26O/ RIY, RERBILEWICER S0 LML
776

LbEofERNS, REBREHETICBWT, P7FNERAT 77— M in vitro THO3
Nhoovae—a MERHERE S0 () EHE LR,
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T-G375
9. ZEXM
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 CITFIKRR T 7— FDBhas 42 #8111 D MAIEIEH R OB HIEHEEDOHE

T-G375

" Ji BN U Bl ) oW EE (540 nm) T )
(hg/mL) 1 2 3 THE EEx EEE%)
TG - 0.081 0.080 0.081 0.081 0.001 -
G (AL AR 0.5 vol% 0.496 0.498 0.499 0.498 0.002 100
WA R AL PR RE 15.6 0.476 0.481 0.514 0.490 0.021 98.2
31.3 0.467 0.473 0.509 0.483 0.023 96.5
62.5 0.464 0.468 0.467 0.466 0.002 92.5
125 0.441 0.461 0.479 0.460 0.019 91.0
250 0417 0.444 0.469 0.443 0.026 87.0
500 0412 0.429 0.442 0.428 0.015 83.2
1000 0371 0.381 0.405 0.386 0.017 73.1
2000 0258 0.272 0.294 0.275 0.018 46.5

a) % /1) i
b) [£3
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R DWW G, VT o SRRSO A U RIS LT BREGREO RO MR 100% & LR BB o RIS RT
¢t A BE: 0.5 vol% dimethyl sulfoxide (DMSO)



£2 CTFIKRRAT7— FDBhas 42 M1812 8T 2R B inig R OMEMBMIEBEDFER

T-G375

Wi A & ¥ M0 ORNEE (540 nm) I
(ng/mL) 1 2 3 THE msE  EAEE M)
AAd - 0.078 0.076 0.073 0.076 0.003 -
e o BR B 0.5 vol% 0.500 0483 0.476 0,486 0.012 100
SR AR 200 0.457 0.472 0.488 0.472 0.016 96.6
500 0.410 0.421 0.432 0.421 0.011 84.1
800 0414 0414 0.421 0416 0.004 83.0
1100 0.342 0.365 0.363 0.357 0.013 68.4
1400 0.331 0.355 0.363 0.350 0.017 66.7
1700 0.317 0.310 0.306 0.311 0.006 57.3
2000 0.266 0.246 0.237 0.250 0.015 424
PRI * BB © 0.1 vol% 0.568 0.567 0.541 0.559 0.015 100
WX BRRE (TPA) 50 ng/mL 0.807 0.806 0.836 0.816 0.017 153
) BN BI85 UG b . 7 5 » 7 BEO VI CIE 0 C I T L. EATEGA MR KT WL % 100% & U 1= Bydr o> LAV A 1o
b) KPR A HEEE: 0.5 vol% dimethy] sulfoxide (DMSO), c)ifa:(iA) 5 B #E: 0.1 vol% DMSO

TPA: 12-Q-tetradecanoyiphorbal-13-acetate
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%3 CUIFIKRRTZ7— FDBhas 42 MBICB T A EEBHRBROER

T-G375

— B OE BRI Y = b st g
gml) 1 o 3 4 5 6 EmED amme MAEE %)
WP i) T B © 05vol% 10 6 4 9 9 6 7.3 23 100
WA R 200 2 7 1 7 9 6 6.3 23 96.6
500 5 4 7 10 9 6.7 24 84.1
800 100 8 11 10 11 12 103 14 83.0
1100 7 8 13 8 1l 13 10.0 27 68.4
1400 6 7 12 12 8 16 102 38 66.7
1700 4 4 4 6 T 6 52 1.3 57.3
2000 6 8 2 9 11 11 78 34 424
Ktk e O Olvol% O 4 1 3 1 2 1.8 1.5 100
Tyt BREE (TPA) 50ngml 14 12 7 15 11 7 1ot 34 153

a) I S 1T D VG |
b) RN Y o) B R

c) BRI X HEE: 0.5 vol% dimethvi sulfoxide (DMSO), d) BEMEGASE) 5 ER 0.1 vol% DMSO

tp<0.05 {Student Dt i)

TG 7 WO I & T T R LT
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