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3. HERERME

3.1 HEBRES
T-G374

3.2 SAERAERE
2 LA Y AF LD Bhas 42 M2 H O AR EEE#RRAR (Fat— a VRB)

3.3 HEEHK
Bhas 42 Mila &2 H WA EIEHARIC LD, LA VEEBY ATF VD in vitro TDX
NAh7Tae—g AMNEREBRST L,

34 AERERITE
DA B RN R ALY e R R
T100-8916 WHREAFREXBNE 1 TH2% 25

3.5 AERZEEE
MAEER YV —F & —
T151-0065 JHFUAR A KR ILET 367

3.6 AERESEEER
BASHRY V S —F o ¥ —  FUHFSERT
T 1560042 FEHHEHA X PIRA 1-3-11

3.7 HEBIRE

AR B 45 H : 20184 11 H 20H
WERWEZE N 20184E 10 4 18 [
RERDA UG H : 20184F 11 4 22
KB TH ;20194 1A 16 H
R T H : 200194 1A 30H

3.8 HEREEHE
MABHERY YV Y —F v & — FOUFRR RS
W M

3.9 HEREXNE
WERY E RAF AT iy 3&—
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310 FRIDIENTELGI - LHBROEEEICEEZRIEITHEVDH
HERRURRETEEICEDOEGEN S &

ARBRICBWTCTRT D ENTEX Ao R BROF M BERITTHOD

LHEERORBREHEZ DR DT EF o T2,

3.11 HEHRKRE

HEREIAE (EFESL) | DRCE. #BRWE. £7 — & RUOWEEE (BKH
SEOFAR ST 1. RARHES U Y — %?/5~MW%WAW®’H@ﬁ‘“
WA BRI 10 ERRET B, B THROBRECHONTIER, BEEGHE %
VR LR/ LEWER R AR Y U —F o ¥ —RCHE# L.
FOWNERBET D,
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4. EH

[Bhas 42 ez JH W AR EEHARIC L AFAE O KA 296V, Bhas 42 a4
AWVBEERBARIZED, LA VB AFAVD in vitro TORENALTOE— 3
ERERE LT,

WERBRABROAEAHRET 27D, [Bhas 42 #ila% AWV 2 B EIEHERIC L S
FEDOKEE ] [ZED B D 1450 ug/mL (K9 10 mM) ZEEMEE L, ATFTAK 2T
IR L7z 725, 363, 181, 90.6, 45.3, 22.7 TV 11.3 ug/mL Ot 8 HEZHE L THM
fa iR A 1T - 7=, MR O R, 22.7 ~ 1450 ug/mL (B9 10 mM) O &
T 50%LL oo MfuEFEANHIER 3D b, ARERWE D 1Cso1E 17.4 pg/mL, 1Cqy
1L 173 pg/mL Th o7z, L7203 -> T, [Bhas 42 Millax HW 2B EERHERERIC K 5
BOILUE ) TRV, MIEEEARD b2 WA 2 f&, MREENED LN
D B BGED S0%FLHE b HE (ICse) M2 2 FH &, 1Cso 2> b HIFEA 90%HF X
HME (IC) MICIHEERD X IIC, K@M &% 25.0 ug/mL (9 0.17 mM) &
L. LFAK 1.2 THIRLZ 208, 17.4, 14.5, 12.1, 10.0 )27 8.37 ug/mL ® i 7 A
HARE LT, BHIREERAREZ L7,

T R ORE . R EAEERED 17.4 pg/mL LA EO R B CiE, BERBIMK
TEIZBWT, MilREEOREICLY, MiaEtoZEIzLY, vy — L LoMlas
FERary TNy FORBIZES o720, BB LTz, #HBRWELERED W
THORREICBOTH BB (S vol%iEgt iAK) BEcxt T 2 HEGHREDOS
BRI N0 272 (Dunnett DL E IV E, S HEARE, FHAKRE) =
G KRB IZIX in vitro TORENATE—T a ERHIEROVEDEE LS
i,

ks, REtE (D) xR (S vol%iEHHAK) FHCB T 2 WHEIRBRERT1TH/ 7 =
e 12 /T = VR TH o T, — 7, BERIEIC B 5B H B ERT 11.7 Y/
vl e (B XTER (0.1 vol%DMSO) HED 3.0 f/ 7 =L & ilg LT, #E
FHNCA B RN AR L7z (Student D tIRE., p <0.05) o F£/o. Mlasgmabkick
T AEFEOFMATRER Y 2 VEIZT RT3 T2 THY, BHEHIERERRR TIISHE
DFMATHER Y = A FIIT T 6 Y =L Th o, BEIGHRBRIZR T 5 M fER
HAEEFAIHEThHoT, TNOORRLD, ARBILETICERSNLTZH O LWL
77,

PLEDORER NS, ARBREETIZBWT, b A VEED AFNIT in vitro TOHRD
7 nE—vg MEREA SRV (B SEE LT,
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5 E

VLA VB AFNAOREMNFMO B E LT, Bhas 42 A& D IEE iEHGR
BRI, =LA VB AFID in vitro TOENAT T —L g VEAEZRE L
DT, TORMBEWRET D,

WP L RER O LR ke XU ToOEY Th D,

1) GLP
. (B Z2FmARAE M FZOIHE2HOBATICE ST HBRIEHREN BHd L&
HYE |

(BBF 63 £ 9 A 1 HHEHEERE 76 &)

2) EARALEERBRAE
* [Bhas 42 Mg % H W 2 T EIRHLERIZ L DA 0 FL1E |
CER 2657 H 4 B, BEABEES 3 HEGEEMEY —F 0 7 7V —TAE
FIH)

[E5]
BN
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6. HEMBHRUFZE
6.1 WEYMERVBE
6.1.1 HERME

Za¥i : v UA U AT
fida & : FO b Rl i Fe ik N
R : Habak TEE XS4
a2y hEE : EZ4XB

CAS &5 : 624-48-6

WA REHRE S (ﬂ:%ﬁi)
(2)-1107, (2)-1142
BN TRERE S (ZHEE)

: BEAF
NF&E : 25 mL
#1820 ,

o—ﬂ<mm>r~o
/ \ N\
HyC o 0 CHy

o F & : 144.125
S8l : B~ M) T VRADOHKE
fE (GC) : 99.6%
b (20/20) : 1.1531
JE YT 2. n20/D : 1.4424
G (BEN T AHGC)

: 99.6%
Al AR : -1.90E+01 deg C
Wh = : 202 deg C
logP (A2 & /) — - K)

: 0.22
K Ve : 8.00E+04 mg/L
AREE : 0.3 mmHg
IR AF S A : W REAT (RIAME 2.8 ~3.8°C. 201845 10 H 18 H ~2018

£I12H 17 H) | B

RS T : R #BRE R =
Pt DAL E : ERETHOBETT N CHEEL,

FEHRBRWE G ERIL, BE T O COA B b AT HRIZE S <,
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6.1.2 B
4 BR : TS K
1y hEE : 8D82N
g T : RS RIE R T Y
KL : H A S R 07
IR AESRAE : E=¢l
R AF ST : R e AEARR =

6.1.3 BEOEIRER

IR BB & E L 72 R R AR E IS K 29.0 mg/mL, DMSO 2%
290 mg/mL ORETEML, WTHHEHR, TAOREEORKIEELRD Lo
Fele, e UCTHESHKERRL -,

6.2 15 BR % D 5 Y

6.2.1 HE Y Be

WSRO L IR D IR AR A W BRI, BRBRIR A RN U T2 R R I A B LB &
#L-,

6.2.1.1 fHRa e A A ER

1) #BRWHE 0.0580 g% 2 mL A A7 T AL T,

2) TR L7-tkIC, AAT v 7 U CHRERED 29.0 mg/mL IRk Z & L7,

3) 29.0 mg/mL S A A 2 (BIREOHPKBIK 1 mL : I8 1 mL) T7BEREARL,
14.5, 7.25. 3.63. 1.81, 0.906, 0.453 (X 0.227 mg/mL D it 8 ¥ & BB 0 #7 5k
WA L7,

4y YyHIBEE 7T AF v 7@ ILEICDFSFEER 9IS mL & >HEL, ) THRL -
8 IRIEEPEDHERIE 0.5 mL IR L, ZNENHIE L2 0% R E LBk &
L7,

6.2.1.2 e G Enh i BR

1) #ER¥WE 0.0100 g% 20 mL A A7 T A 2|2 LT,

2) WBWIECHM LRI ARAT v 7 U CHRERED 0.500 mg/mL K 4 R L7,

3)  0.500 mg/mL AR & AL 1.2 (5B EOWBRIK 10 mL : I 2 mL) T 6 BT
L. 0.417, 0.347, 0.289, 0.241, 0.201 &} 0.167 mg/mL D F 7 1215 B P& o> 4%
iR 2 U,

4) yHIREW ST AF v 7 @b DESFRBIE 19 mL > L, 3)THR/ L
TREERBEOWRE 1 mLIEML, FAETREL L L0 2 HRYELERKR E L
770
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6.2.2 B E
IR IC A U, BE SRR I~ LB C 3 3 [mH s L,

6.2.3 ZEMN
RS O 70 . R MR IL N Lo T,

6.3 xBYE
6.3.1 fZE (Al B

WL U CTH WD IS KO BBEN Svol% & 725 X 512 DFSF % IRIZIRM L
Tmh DR (BEE) X E LT,

6.3.2 5 4 xt BR

12-O-tetradecanoylphorbol-13-acetate (TPA) & DMSO (& L 7 A /L A R0 #l SRk
Al JIS BIME AR, = > &S TWP0794) ICEE L, 0.050 mg/mL IZFHM L
To (R by 78R o JE U 7B My EBERIZ, £ 0.25 mL 3724 7E#%-20°C LA
TCHRAFEL, ARZ 2FUNOLOEEH L, ok, —EMH LW RITHMEHL
A ATl
1) WP

Z2pi : 12-O-tetradecanoylphorbol-13-acetate (TPA)
2y Mg : SLBS0478V

LCSETH : Sigma-Aldrich

HiLHs : S ERF N (99.0%LL 1)

RAEJ71E : W (-20°CLLF)

R AF 5 T : BORWFSERT BRI mUE

2) STk

() A b7 EWREFRRE L7,

(2) DFSFE:#WRAZH V., A b v 7 K 0.02 mL (2% L, DFSF E5# K 19.98 mL ©%|
A CHPER FALER 2R U7 (BEIRIE - 50 ng/mL)

(3) [EREIC, DMSO 0.02 mL (Zxf L, DFSF B53%88 19.98 mL O E|4& CAFLKE R IK %
AL, ZThakkE (B 3B (0.1 vol%DMSO) & L7z,

(4) ANy 7@, BEE 1 EoROMHE L, R0 RX 720 o7,
FRRMIEL, N ALY & L THERE LT,

3) BtExI R E oS BEH
[Bhas 42 Mgz WA EIZHMARICE Z2FEOLE ) WHANTH LN TWVD

T2,

11
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6.4 MK, BEFERUVEER
6.4.1 HHRE A%
£ F : Bhas 42 i (= 7 A& B2k BALB/c3T3 A31-1-1
I~ v-Ha-ras @1 T 28 A L7-ffa)
7y FES (EAN)

: 053000
ANFn : MAATRIEN  EHEIMRHISERT  JCRB Mg N> 7
ANFFHH : 2013411 H 20 H
RAEHIE : AT .DMSO % 5 v/v% s L7 MI10F 558 2 Hil i
Z#15%10° cells/mL D ¥ TR L, KRR D TH
FERTE LT,
FetER A : v A AT RwVEY ; Bk
an=—JERRAE ; 0.87 (FEUE ;0.5 DL 1)
R : [Bhas 42 A% H W2 T E AR IC L 5 & 05

Y] CHEHRED N TWS 0,

6.4.2 EERRUVHBOIEERSE

B cix, MR iiE (FBS : Fetal Bovine Serum) % 5vol%., X=>VJ »-&
Vv A VU RARIE R 1 vol%E £ Dulbecco's modified Eagle's medium/Ham's F12
(DFSF B238) %\, 37°C, CO,MEE 5% D&M T T3 Ui, MRELIRE O /lsE
FHRICB W TIL, MEM B5HLIZ FBS % 10 vol% Ml 2 7= 83 (MI10OF W#iR) % A
Wiz, WTROERG MRS | EH 2 AR E L THRBRRE LT,

ERBEIL, 10% =2 7y bEBX IRV TITo T,

1) AR iMYE (FBS : Fetal Bovine Serum)

oy b : 7dk7ewq
LS : Moregate Biotech
RAF 71k : R (=20°C BAF)
R A5 : WA 2Er B miniiRE  muE
2) Dulbecco's modified Eagle's medium/Ham's F12 (DMEM/F12)
oy b : 1967605
LB : Thermo Fisher Scientific, Inc.
RAEH B : 17 Jik
3), Ry U A ML T hvwAa U BRERTE
7y hEE : L8G5473
LSS : FHh AT AT RSt
HH % : ~N=Y 510,000 U/mL

ARV Z h=A3T2 510,000 pg/mL

12
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(X6 PRE : mR (-20°C L)
AP P : HOARRZERT BRI = s

13
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7. HERAE
HEGHEARO HEREDO O O MR Z Eii L, BERERRE T 72,
ok, WHIZHmARII S o®—2 g VRO A E LT,

7.1 BRI
BERBMICIE, RRE S, LR, = — FE 572 &2 d LTkl L,

7.2 HFEDERE
7.2.1 H0 RE 1 AL ER

[Bhas 42 flifdz H W2 B EiMmARIC L 2EORYE - T, KEfEs
1450 pg/mL (& 10 mM) & L, BLFAK 2 TAR L 725, 363, 181, 90.6, 45.3,
227 KON 113 pg/mL OF 8 HEBERE Lz, o7 7 7 BEEOEME (BB %
FREE (5 vol%IESTHAK) Zi&iT 7,

7.2.2 s B Enffa i BR

TR R AR O H B3R E D 7= & O AR B FEARBR O 5 R, 1450 pg/mL (9 10 mM) ~
22.7 pg/mL O ET 50%LL E OIS EH 2D bav, RERYWHE D 1Cso 13
17.4 ng/mL, 1Cgq &i 173 pg/mL ThHo7=, BLEORKRIZE-S&, [Bhas 42 fija & H
WA IEERHRABRIC L 2R E O] 2 5Bic, MaEEESRO e W&l 2
0 O N bﬂfm\fﬁgmbﬁhﬂ 50%FHE S5 & (1Cs) F‘FJ 2 &,
ICso 22 DHFEN 90%MHE S LD ME (ICy) MIZ 1 HENGOND L O, KEH R
% 25.0 ug/mL (59 0.17 mM) & L., Ak 1.2 THIN L7 20.8, 17.4, 14.5, 12.1, 10.0
KON 8.37 ug/mL DF T HEEZRE L, TNICT T 7 BE At R 5B (5 vol%
S AL TN 0.1 vol%DMSO)  HBE e OGP ol BRI & 5% 1 7=,

7.3 0 Aoy 124 i Al B
HEBRRROMELRETDHOOPHARE LTEMR L, B2, 77 v
7R (BB H) | BB (B KR (5 vol%iE gt FAK) #E K OV By B AL BR it %
BT, V=M yBBEEO 6 Vo7 L— b EHW, 1S O < VL3
Tk Uiz, BB, UTORBREBEED > L, EBEELVLE LT D56, EHEEE
TRV T, WHEEOHREEZAWT, MEBIEICX > TEEL -,

14
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7.3.1 EERIRME

1) MRICHIIR % 0.25% Trypsin ¥ (Thermo Fisher Scientific, Inc.) 12 & 0 I <8,
DFSF ¥4 4 AV T, 0.7 X 10" cells/mL @ #l Fa SR iR % FR 00 U 7=, 2K o 5% 8
W2 mL (1.4%X10%cells/7 = /L) % 6 '71/1/7°1/~— MR L, CO, B 5%,
IR 37°C, @MWESRMT ORI AERBNIZAIL, 4 HEERE L,

2) %@4H%\7V%Fi0%%m%%ﬂb\%kﬁ&%@%%%gﬂﬁﬁﬁﬁﬁ
%(%W)ﬁ%mﬁﬁw%ﬁzm;%\ﬂﬁ?é%?:w’AELto7§y7
B DWW T, MIRAERE I TV RN D = /il i“"%(ﬁi@%k 2mL &4 LT,
C%ﬁWS%JMﬁWC\w@ﬁxﬁ?®ﬁ%ﬁxkﬁ N % SRR P
L7,

3) HEITHB, L — PLUBBREBREL. &£V VAT AT 31K 2 mL
oEL, 107 MEL EEE LT, BEHR. 0.1vol% 7 U RAZANALF Ly MM
W15 mLER T 2 /WIZHEL RIRTISHBL ERE Lz, 7 v— F&KIEL,
JAHE S, GERMEE (50 vol% ¥ /) — /L KON 0.02 mol/L ##E) 2 mL %
HU = MZHEL, 15 oMU B E (AFEAH) Lk,

4y  HHRHWE 100 pL & 96 7 =L L— MZOE L, 540 nm IZBIT AWLEH ~ A
s — kU —%— (SPECTRAmax PLUS384) T&ﬂmw,to

7.3.2 xRS EEDEH
WA &0 R EAAHETEC BT AR (%) 2RO, 2B, BE
OB TN, 7.5.2 HIZHE - 1=,

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

X BB ALBERE O KE KRR A AR (%)

S Fadk (ABE) SHBREE (5 vol%IES HAK) W E
T - WSRWEALBEEE OB

B T ORNKE (FEHORE AN T 2 L)

[Cso B TN IC oo D ELHIT 1T, 150% K OF 90% A it o M I HE 5l 31 ) 3R & 79~ & oD tf ¢,
BEREEFOMBEBEMMEIR] RO 150% K O 90% LA oo {5 5 in #l) R 2 =3 F
BEOHRT, RMKHARLEZOMEHEMEMGIR) 2EE Lz, 2 SEREE AW,

7.4 iz B Enfa s ER

WEBEHERARICB W T, SRS OMa L 3¢ 5 -0, AT L TR iR
B FEhE L 7m, RIS, $EREBERE, T 2B GRS O &) | Bk
(B SR (5 vol% L& FHAK KT 0.1 vol %DMSO) K OBkt REE &2 % 1T 1=,
b= MIyBEREEFED 6 7oL T L— hEHW, 1YY 00 VT E iR AR
TIL 67 =/b, MBBERRTIZII v d2H 0, 2B, UTORREBED 5,

15
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BRMELZVLELTLIHAE. BERE NIV, BEEOREEZH VT, EEBRIE
chl\/)féé}}mhﬁ_o

7.4.1 EERIEE

1) MRACHIBE % 0.25% Trypsin ¥#% (Thermo Fisher Scientific, Inc.) {2 & U FIHfE X &,
DFSF 8% & JAU T, 0.7X10* cells/mL OHINIREE K 2 8 U7-, A NaNEE
W2mL (1.4X10%cells/7 =) 67 =LTL— MNIHEREL, CO,I=E 5%,
JBJE 37°C, BIRERMET ORBET AEEBNICAN, 4 HEHFHE L,

2) R4 HB, YL PR URRERERE L, FIBEERMEOW Ry LK, B
(FREE) SFRALEEWE (5 vol%iES KL TN 0.1 vol %DMSO) K OV 4 5k} iE 4L 28
WBOFKZA2mML %, EV VIO E L, 770 7B W, &4 HEO
HAMEPERE SN TRV o VIR 2 mL 20 LTz, COIRE 5%, i
B 37°C, mIBEESAT T ORI ARERABNICANK 3 HEEE Lz, M7 A
BRORERE 11 BRI Y RIEROBAEEZ 1T - 7,

3) WHEEHRHATL— oW TR BE4HZ. £~ ML OEBREREREL,
e DFSFISBIE 2 mL 2% 7 = VICHTEL T, CO, M FE 5%, BE 37°C, &
BERM T ORBET AFEBFNICANTEICHN 7 HEE®E L,

4) HEFE 21 HEE, L — bPEVEBKEREL, A% /-1 1mL 2% 7 /L
SIEL. 10 EEE Lz, AX /=L EREL, 5 vol%X AP E 1.5 mL
FToMEL, 15 Ll ERe%, KL, B LE,

5) Mﬂ%hﬁﬁm7v~b IOWTIk, $EFE 7 Bk, 7.3.1 OV 7.3 2 TH[AAEIZ A )
MfmAEFREPREE Lz, B, sHEARwicit-o7,

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

X BBRWEALEREEE T i R Xt BRI o0 AH IR HE AR (%)

S . BB (REE) AIREE (5 vol% s KK TN 0.1 vol%DMSO) Dk E
T o YRYEELEEE 7 X B BREE O WO EE

B : U5 I 0WNE (EHOLE ALY L)

7.4.2 WMEBRBRE (7+—HR) OHBERUEA

WHR S 5 WITEFBEMBE T M4 B2 L. ROBECIY BEEERRTH D &0
““““ ELELOEHB L, 2B, BEEGHREZ, THROBENFEOT R TELE LW
TR )05 6) BWHMEICEBIERE kD EAICH R L, B, BB Lr— &
o— RE L, AEEENH S VR T CTRIE L, BlE%, L — MIBEELE,
1)y BEIGHRED 100 izl E TS Tnd b o

2) TS T O MR A SRR 2 R L HI@Ma&iWﬁ: AR RE S R

% @ (spindle-shaped) .
3) MR NHENE (ROVWERA) RSP E->TWD L0 (basophilic) ,

16
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4) JBEHISBEBEOMIEN T ¥ LRI THEWIR AL TWD H O (criss-cross) ,
5) BMAEROS>T-MBOMMN RGN D H D (piling-up)
6) ML EZ/RT 2T m  MRIEOMIE IR (invasive) LTWD b D,

7.5 HEROEN

7.5.1 HET AR AT

1)  ARBR Ak S r A TE
EEEE CEYREGRHRE/ v o) 220, B R <RI (0.1
vol%DMSO) & Bt FRIER C Student D t ME & 1T > 72 (HEKYE 5%,
xR ,

2) FEROKE

(1) ﬂﬂgﬁﬁﬁﬁ« IOV, ke (D) ﬁWW£(5vm%gﬁHEm)<kFToxmn &

Leg AR E (%% E-\/ki’p 5%, AR E) %41 0710
(2) (DIZBNT, SUARETHEERRD b o7o/=® . Jonckheere DR E (F
HKHE 5%, BAURESR) EXFER LR T,

7.5.2 MEDEFKL

1) A0 B G R

(1) &V = /VOWNE G /N 3 47)

(2) HAEXTZ0 OFEHWHE (RR DERE 3N) ROREHERZ (KRR NS
3 fir)

(3) FHXTHIMOBRE R (BAL : %, FoR  AREF 3 H7)

(4) I1Cso M TN ICoofE (HLAL : pug/mL, 2xnm. HEEEF 3 H1)

2) TEHERHAR

(1) AMpsEARE O EICBET 2580, Mg ERR & Rk & LT,

(2) &V =NVOREBEREOR (B, K7 B

(3) HAEY-v oREialE (AL J/7 = b, Rom  DNORE 1AL K OUE R
= (FR N 1D

7.6 BRI B
LT OT_XCOEE 27 Lz, Rk WZEIE ST &L=,
1) Sl e B i e 5
(1) BHEOFMATRERRY = VBN 20 =2 VU ETHD T &,
2) BEmHER
(1) FHEOFMAERY = VBN SV =V ETHDLZ &,
(2) FEiFTRER BB 4 HEUL ETHDB Z &,
(3) [EBYERBEREOBEIRBEN 128/ 7 2 VR THD T &,

17
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(4) BBYEXTRREE DO E LR A | BYE (D) xFHR (0.1 vol%DMSO) B & thig L T
M FENICHEBERENERT 2 &,
7.7
RO E
FEROWEIETHROREMEIZL D0, EWFNELYEEZBIZE L TRAMICEEN L7,
1) [
BB SRR O T B R R S BE e (BRIE) STRREE (5 vol%iEST HK) &bl L
THHFPHEBENRED SRR NES,
2) Bk
BB W) AR O T B N R YE (R0 SIRAE (5 vol%iESH HK) &bl L
T, ME2WCHEREML, 2o, TOEMICBEKEERRD LN DEHA,
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T-G374
8. HERHEERUBER

8.1 0 AE 1 5l B BR
FERAK 1 ROR1ITRLTE,

HEGHAROMEELRET 52D, [Bhas 42 M % W5 B EiEH#ARIZ L 5
FAEOHELE) IZEDHILD 1450 pg/mL (B 10 mM) ZEEHEE L, TRk 2T

AR L7 725, 363, 181, 90.6, 453, 22.7 KT 11.3 pg/mL O FF 8 HEZFHE L TH
N TE R 2 1T > 72, ARRIEFEABR O S, 22.7 pg/mL ~ 1450 ug/mL (59 10 mM)
D JH T 50%LL oo SR i /E ] 2558 D B AL AR E D 1Cs0 1 17.4 pg/mL,
ICold 173 pg/mL B H &7z, Lo T, [Bhas 42 filjE % v 5 B E G BR
WK DREDKEYE ] [TV, MIREESRO b2V EIC 2 HE, MREENED
LRV ED G I 50%MH % X415 M & (ICso) I 2 H &, ICso 7> & HIFH A 90%
LEXNAHE (ICh) iz 1 HENME O LI, BEEHEL 25.0 ug/mL (9
0.17mM) & L, &k 1.2 THRLZ 20.8, 17.4, 14.5, 12.1, 10.0 2T 8.37 pug/mL
DFTHEEZFRE LT, '

8.2 WHEERHEMER

FEREK2ERR 22BN EIITRLE,

SRR ORE R, R EALBEEED 17.4 pg/mL DL EOHRETIE, BEHIMK
TRIZEBWT, MAFEOEEBIZLY, vy— LU FOMBEEENRa 7Ly FOK
HEICEDRoTeled, BIE LR oTo, #BMELEFEONTIWOHEIZE W THEE
PEQEEO X (5 vol% IS HAK) BECx T 2 B EBHSROF BEREIMNIED S,
- 7= (Dunnett D % E IR E, S%HEKE, FHKRE) Z b, REBRBEIZIX
invitro CORBALTRET—T g VEREZWED EEZ BN,

B, B (R R (Svol%EHHAK) BRI 2 MEGHBERIT 1.7 /7 =
NERMEIT = VR T o T, 07, BESREEIC T A E A RIT 1.7 A/
7ol b . BB A ST (0.1 vol%DMSO) BED 3.0 /7 =L &l LT, #E
FHIZHERHEMEZ R LT (Student D tFRAE, p <0.05) . 7=, MBIk
FAEHABEOMAEER Y 2 VITT RT3 2L TH Y, HREHEGEHRAR TIISENE
DI FIREZR T = VBT T RT 6 7V =)L Tho T, WHEIERHERRIZE T 5 M6
HEZ4AHETH 7=, THOLORELY, RRBRIETICEEI L 0 &L
77

Y EDRERD b, ARBREMETICBWT, =LA VB AT in vitro TO RN
T aE—a AEREE SR (M) LHE L,
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T-G374
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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T-G374

£1 ILAVBYAFILOBhas 42 MBI HE T HIEEREHARO M HBIEEROEE
WE & H B 7 L ) OB SEEE (540 nm) R R
(hg/mL) 1 2 3 s EmEE TR ()
TR - 0.062 0.061 0.069 0.064 0.004 -
et () o AR 5 vol% 0.525 0.541 0.576 0.547 0.026 100
BBk B A LR 11.3 0.426 0.459 0.467 0.451 0.022 80.0
227 0.165 0.184 0.204 0.184 0.020 24.9
453 0.134 0.147 0.162 0.148 0.014 17.3
90.6 0.144 0.145 0.157 0.149 0.007 17.5
181 0.091 0.107 0.128 0.109 0.019 9.24
363 0.085 0.095 0.101 0.094 0.008 6.14
725 0.094 0.102 0.111 0.102 0.009 793
1450 0.108 0.112 0.116 0.112 0.004 9.93
Q) #IH % LRGS0 T T 2 B RIS A pE C AT R U, IEPEGR DA BRFE O MR 100% & LA 8 o MR & 5,

L) BEE: 18K
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T-G374

F2 TLAVERTY A FLO)Bhas 42 M- 1T S B HRRBOANEREREROER

9 % " & 7V 7o ) O EE (540 nm) R e
(hg/mL) i 2 3 Tl pEgEE  EEEMm)
TG R - 0.071 0.085 0.090 0.082 0.010 -
WM (Ve o P 7 5 vol% 0.504 0.515 0.512 0.510 0.006 100
BRI AR 8.37 0.543 0.533 0.556 0.544 0.012 108
100 0.514 0.494 0.501 0.503 0.010 98.3
12.1 0.403 0.419 0.394 0.405 0.013 75.5
14.5 0.320 0.318 0.334 0.324 0.009 56.5
17.4 0217 0.211 0.197 0208 0.010 29.5
20.8 0.161 0.175 0.170 0.169 0.007 20.2
25.0 0.168 0.164 0.158 0.163 0.005 19.0
it (L) RHHRRE © 0.1 vol% 0.532 0.568 0.533 0.544 0.021 100

BB MESHIREE (TPA) 50 ng/mL 0.820 0.827 0.854 0.834 0.018 163

RSO A6 7T L RO VIWOICIE B R U/ TR LT, BRVEGAEN AR T2 100% & LS G o s 20,
(A ) SR TR TK, o) IRVEGH S kT
TPA: 12-0 -tetradecanoyiphorbol-13-acetate

i%: 0.1 vol% dimethy} sulfoxide (DMSO)
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£3 TLAUBUAFILMBhas 42 BIBICE T A HEGRHEBRORKR

T-G374

W - TEEREY Y =1 m;ﬁm@ 0
eml) | 2 3 4 s 6 WyED @ HEE)
Rl (VA 3ot e © 5 vol% 1 3 3 0 2 1 1.7 1.2 100
BB B TR 8.37 4 2 4 2 4 7 38 1.8 108
10.0 2 5 3 1 0 4 25 1.9 983
12.1 0 3 3 6 7 2 35 26 75.5
145 11 0 2 2 1 1.2 0.8 56.5
174 TOXIC 295
208 TOXIC 20.2
25.0 TOXIC 19.0
(A L) xR R @ Olvol% 1 4 5 3 2 3 3.0 1.4 100
1t 5 BB (TPA) S0ng/mL 10 11 11 20 9 9 1.7t 4.2 163
a) F LIS B RO S . 7T s BEO RIS R M U T L, IRYVEGRED A BREE O TR 100% & LG o Mg R R,

b) JE TN AR (17 2 VY s,
o) &
TPA: 12-0 -tetradecanoylphorbol- 1 3-acetate
+p<0.05 (Studente>thR)E)

TOXIC: Erf& [T, S - RICHIE M2 Db M RS- L R ol o B8 UL 20 s

25

STESEHK, d) BRVEGABD X HEEE: 0.1 vol% dimethy! sulfoxide (DMSQ)



