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ARBICBVWTTRT 2 2 B TERDP > LRBROGEMECEELRETERNODH
5 HIER CRBEHEICE DR o T 2 L idRh o T,

311 HEHRR
MERETmE (EEEET) | HCE, gRYWE, 27— ROMEER (&EHR
HEORAKEZ D) X, RS hAR VU Y —F & & — M BEIG U EET O B BHR AT b
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4. EH

[Bhas 42 fiffnz AW A E BRI L2 EDREAE] [V, Bhas 42 #ifin %
JAWABEIHRARICEID 2-7 27 Va4 )T 2 ) 2-AF)-1-F X ALK EED
invitro TOEIALTaET—2 g VERZBE LT,

WHEEBRRBROHBEEZRET A0, K@M E% 2000 pyg/mL & L, LTAK 2T
I L 72 1000, 500, 250, 125, 62.5, 31.3 N 15.6 ug/mL OFF 8 HEZRTE L T
AP MR A B U7e, ZORE, W o H &I T b a8 5850 ] & OME
TERIFRD o722, [Bhas 42 Mg % AV 2 IR H #5522 52 o B i
WED N REHETH D 2100 pg/mL (10 mMAHY) FTHRHETLTWhosn7e
», 2100 pg/mL (10 mM YY) ZE&EHESE L, LAk 2 THIR L 1050, 525
K ¥ 263 pg/mL omMﬁng% RE LMl B (B aiR) %:ﬁof_o ZDOREE.
B BR ) B AL B O B BRI BT b MR A e CMEEERITR D b hvip o7z
7=, EmMHEL 2100 ug/mL L, A2 THRULE 4EBORABELREL TEYE
iR & i L 7,

WERHBRBR O R, R ELERE D 263, 525, 1050 KLY 2100 ug/mL O [l &
BT AREGRERIT, TRFN 1.8, 2.5, 52K 48/ 7 = THY, 1050 LT
2100 pg/mL DA EIZBWT, B (BEHE) TR (5 vol%iEHHK) HO 1.5/ /7 =
JAZKRE U TR A B2 MR 70 54 (Dunnett O % E LR E  S% A B AKKE,
FRE) . o, %@f/ﬁﬁﬁ IR IERIFMENR D 5= (Jonckheere DRRE., HE
KHE 5%, EMIRER) , Ko T, ABRWEX invitro TORNPA T E— a3 MEH
EHETHHDEEZ BT,

B B QREL MR (Svol%iEFHAK) BT 2 EE BRI 1.5#/V <
e 12/ 2 VR TCHoTo, — . BBE BB T DI E R T 15.7 18/
vl e (R SR (0.1 vol%DMSO) BED 338/ =L b il LT, ma’f
FHNCH BB AE R L (Student @ tHRE. p < 0.05) o £z, AR mAERIC
KA EOFMARER Y = L BUET RT3 U= A THY, BHIEHRKER T i%ﬁﬂ%
DFFMEFRE/R T = VT T RT 6 U =V Th o 7o, BEEMARARICI T 2 54 o 6872
HARIZAHEETH 7, ThoDFRRLY, KRRBITEYICE S0 &b L
77

PLEDORERNS . KRBREETICBW T, 2-7 27 Va7 3 )2-AF )b-1-F
VAT VUERIE invitro TORBM AT aT—a EREHST S () L HE L,
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5. #E

-T2V ANT 2 )2-AF)-1-Fa X 2 )R B0 MO —E L LT,
Bhas 42 filaz WA BEIEHBAERICL Y 2-7 27 VA T 2 J2-AFL-1-F

VANEKRUBED in vitro TORPALTOET—T 3 VEREZRHFLEOT, 2OKES
WET 5,
WP L EREROREA LEERABRITELREEILTOEY TH 5,

1)  GLP

(e AR 34 20 3 E 2 HOBEIZHE S 2 R MR %N B+ R &
U
(BF163 49 H 1 BHHMAERE 76 &)

2) BERELEEBRA X

(Bhas 42 flifl 2 2 B E M AERIC L 2 HE O Y

CER 2647 H 4 8, BAREREIRELGEYEFMHY —F 0 7 I L—TE5E
FIH)
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6.
6.1
6.1

ABRMBERUAE

IR A7 41

PRAF S5 T
T B D AL E

LR B B A

£

HERME R VAR
1 HRER M E
4 B -T2V ANT X )2-AFN-1-T 2R RJLIR
i3
i RE bR e R A
s T WAL T3k
2y hEE 8E65L
CAS &5 15214-89-8
Hmkﬂﬁﬂ%f(M%&)
(2)-2821
HHATRERE S (ZHFE)
BEAF
AN F 5 25 g
H 1 2C
H,C O
N
HchY ﬁ/\s\/
| ! “ OH
O CHj
0
53 B 207.249
A i) g A EAA
#iE (HPLC) 99.7area%
figs (R FRE) 99.9%
i 180°C

AT (ZMME:2.6 ~3.8°C. 2018 42 10 1 18 H ~2018
£ 1228 H) | #Eig

HFREWIIERT B E R =

KR TH ORI T N CHEE L,

i, &L COA 7 & TN AR HRICE S <,
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6.1

6.1

2 Py

4 R : VE S K

oy hEE : 8D82N

o : MRS R ERIE T 5
HLAS : HAERF

IRAIE A : =i

RS : RO AR

.3 B OERIREH

VR A 2 ME L 7o . AR B PR S FH KIS 40.0 mg/mL 8 B CUEAE,
DMSO {2 400 mg/mL TRIETH o7, EHFAHAKICKH L TIE, BB, TAORESD
FOSHERRBO bR o Telcd, WHEE UCHES HKEEIRL -,

6.2

R R O FR =

6.2.1 BT
PR & B BE DR B WR & PRI WRIR & IR L 7 5 3R W & R AL B & E

Ez2LT,

6.2.1.1 MRREERER (FERET)

1)

(D
(2)
(3)

(4)

2)

(D
(2)
(3)

(4)

I e g 7 5

WERME 0.0800 g & 2 mL A A7 T A I ITHEL T,

W TR UT=RIC, ARAT v 7 L TREERED 40.0 mg/mL SR EZ R L 7=,
40.0 mg/mL ¥# 2 A 2 (FIRE ORI 1 mL : B 1 mL) T 7 BBERR L,
20.0, 10.0, 5.00, 2.50, 1.25, 0.625 & T 0.313 mg/mL D3 8 & By [ o> 4 R
WREME LT,

Yy BUREG 7T AF » 7 @B DFSFESER 9.5 mL© o437 E L, Q) TR L
7o SIRFEBPEDPBRIK 0.5 mLBSIIL, TNENHEE L2 0 & F Ry B LM ik
E LT,

A s A AR (AR

WERWM'E 0.0840 g & 2 mL A A7 5 X 2 [ CHEHL LT,

W TR LUTERIZ, ARAT vy 7 L THRERED 42,0 mg/mL B E R L=,
42.0 mg/mL & 2 N 2 (B E ORI 1 mL : U 1 mL) T3 BREARL,
21.0, 10.5 %1 5.25 mg/mL OF 4 REEBEOHBREEZTH L/,

YRRIBREE T AT v 7@ ILEIC DFSF %K 9.5 mL 20 L, Q) THML
Te 4 JREEEPEDOHERIK 0.5 mLIRIM L, TR ENHEIE LTI b O % § 5y E PR
&L,

11
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6.2.1.2 R E R lER
1) #EBRWE 02100 g % SmL A AT 7 A2 |ZHRL 7,

2) WHTEMLUIEBIC, AAT v L THRERED 42.0 mg/mLIEKRZHE L7,
3) 42,0 mg/mL IS AN 2 (BIRE OHERIK 2.5 mL @ #&4 2.5 mL) T 3 BeREAR
L. 21.0, 10.5, KU*5.25 mg/mL D 4 RIEEREOWERIE 2R L 7=,

4) yRBBEE T T AT v 7 mILEIC DFSFEEHR 19 mL 247 L, 3) T L=
4REBMEOWHRK 1 mLEML, TAEFNEE L LOE2WBRDERIEK & L

7=,

6.2.2 RBEE
FIMC 8 U7 TR BR T XA~ D QLR 4312 3 3 E M L7,

6.2.3 REM
JARFRRB O Fo | 2 EVEMERBIZ M L 727 - 72,

6.3 xTEME
6.3.1 M GatE) xtig

WL L CH WD IEF KD RMEBEEN Svol% & 725 & 912 DFSF BB L
b Dk GRE) XTBE L,

6.3.2 k5 4 %t BB

12-O-tetradecanoylphorbol-13-acetate (TPA) X DMSO (& &7 A /b &Rl 588k
K, JIS B EEER, v v &S TWP0794) IZIEM L. 0.050 mg/mL IS L
Fo (A by 78K o FRL 2Bt U EEEBIX, #0.25 mL 324 1% -20°C LA
TORAFEL, HRE 2FELNObOEMEH L, ok, —EME Lo WRITHEHRL
o,
1) WHts®

4 B : 12-O-tetradecanoylphorbol-13-acetate (TPA)
7y hES : SLBS0478V

LIS CPTH : Sigma-Aldrich

Bk ; Sy (99.0%8L F)

TR AT 7 1 : W (-20°C BAF)

RS : BWORAFZERT REEMMRRE  AEE

2) ST

(1) ANy 7 WRE HRREE L 7=,

(2) DFSFEE#EE AV, A by Z7EH0.02 mL 2% L, DFSF 553808 19.98 mL 0%
AT FRALEER 2 3 U 72 (R &EIRE @ 50 ng/mL)

(3) [AKIZ, DMSO 0.02 mL iZxt L, DFSF #52¥% 19.98 mL O FI4 CTALELEE 45 K %

12
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FARL, IhEREE BB SR (0.1 vol%DMSO0) & L7z,
(4) ANy ZWIRIT, BE% 1IBOLOERE L, B EZ R BRI 2o T,
BRME, BOAVEREREY & U CHBERELE,
3) BHVEXRTERYIE OB
[Bhas 42 Mz H WA IBEIEHEARIC I 2FAEOLE) KHEHANRED LN TWVD
7=,

6.4 iMiakk, BEAERUVEERER
6.4.1 0 RE
£ : Bhas 42 il (= A2l B3 BALB/c3T3 A31-1-1

I\~ v-Ha-ras @ F&EA L-mpa) Y
oy hEE (A

: 053000
ANFTT : MSIATBOE AN [EIEEMOIEET JCRB Mila N> 7
ANFFEHH : 20134 11 A 20H
(EYEwRis : AT, DMSO % S v/v%iEi L 7= M10F 552 R fiE
B9 5x10° cells/mL D TR L, WIKZFRE T Tl
FERAE LT,
FEVERR A : v A a7 TR FY; ek
o= —JEEGEE ; 0.87 (FEYE; 0.5 DL L)
BB : [Bhas 42 fifld % M\ 2 I EEHRRIC X 23 & 0 K

) RN ED BN TNWAEIZD,

6.4.2 EEARUVMBOEEAE
AR TIT, MM 7E (FBS : Fetal Bovine Serum) % 5vol%, ~X=<J -2 k
VR A U IREERIR % 1 vol% 3 T2 Dulbecco's modified Eagle's medium/Ham's F12
(DFSF B2 k) A VN, 37°C, CO,IRE 5% D5 7 Ch& U7, MRE g% o RiE:
FHIMIC BT, MEM ES#IC FBS % 10 vol% N % 721521k (M10F K548 k) %
Wiz, WThORBERGFHRSE | HH 2 EHBRE L TmEEREL T,
BEREEIL, 70% 2 72y M EBAZR VIS TITo T,
1) 4R IE M (FBS : Fetal Bovine Serum)

= : 7dk7ewq

LB ST : Moregate Biotech

(R A J7 15 : W (-20°C LAF)

E3e 5 : REARERT B MaaBR=  /mmE
2) Dulbecco's modified Eagle's medium/Ham's F12 (DMEM/F12)

2y RS : 1967605

g o : Thermo Fisher Scientific, Inc.

13
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R A 7 1k : 7 Ik
RAE G T : WM R sR=E Mk
3) X=V Y ARV oA U UIRBERR
iy hF : L8G5473
LS : T T AT A RA S
FH : ~N=3) ;10,000 U/mL
ANV T h=wA2 ;10,000 pg/mL
(EF R~ : W (=20°C LAF)
e A7 5 : RIWEEET B R=E  muE

7. HEAZE
BB EBROHBERED - O OMBEIHERER A2 i L. BEiBEAR 21T 72,
ok, IBEIEHBRRARIEI S o — v g VRBROLERK LT,

7.1 BRIFE
A I, RBRE S, LHEEE, 2 FESREEZRML Tkl L,

7.2 HEDETE
7.2.1 Mg ER R (BEREL)

e B % 2000 ug/mL & L, BLFAK 2 THIR L7 1000, 500, 250, 125, 62.5,
313 L0156 pg/mL OF 8HEEZRE L, THIT 77 BEROENE RED xf
FERE (5 vol%IESH HK) & 7=,

A AR O RS B B B 2000 pg/mL 130T b HI B FE R 25 3R
bR oo, WEHEHRROERBIELHB L, LALREL, BEIRHR
OB HEN [Bhas 42 fllaz AW 2 EEHRRRIC L 2T EDOKERE ] BNEEST S
10 mM % 5 mg/mL OWTRMENFIZHE - TR I ERHA L7720, TEEis#
RBRICB T 2B EOBRBERL/WDFMEIND ZENBEENT, 20D, &kE
&% 10 mM MY (2100 pg/mL) & LT, Ml (FRk) 2EiEd sk
E LT, M AR (R Tk, Bhas 42 iz AV 2 BHEERBRRRIC LD
FAEDRAE ] - T, BEMAES 2100 pg/mL (10 mMFEY) &L, UFAK?2T
AL 72 1050, 525 U263 ug/mL D4 HEEZRE L, ZHUICT T v 7 EEADE
P (R STHERE (5 vol%IEE HK) Z#iT 7,

7.2.2 s B En i i BR

FWHEEHABROH EE2RET 577200 E i L2 AR (FRBRE ) of R,
AR FE O RAEEH 22 b CICHHHERIZRB D b e o 7728, [Bhas 42 ez H
WA IBEERHRIRIC L oA A [T, &mMHEE 2100 pg/mL (10 mM)
E L, A2 THIR L 1050, 525 1263 pg/mL D 4 BEOHELZHRE L, Z

14
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N7 o7 7B, et BRI TR (5 vol%IiES K E 771% 0.1 vol%DMSO) BN
Ros 1 st B 2 3% 1) 7=,

7.3  fHRa1EYE AR
WHEHABRONELZRET D200 FHARKRE LTERLE, R, 75
IR (BEBEOR) | BB (AR X (5 vol% R HAK) BE R OW S E AL Bt %
FiFle, TL— Iy BREEFEO 6 V=L — A2V, 1 HEEYO T =V HIT 3
Vb LT, BB, UTORRBIEDOS L, MEML2LELT 2551, AR
TIBWT, HEFOREEZ VT, WEBEICL > TEBELE,

7.3.1 EERIBE

1) MEACHIRE % 0.25% Trypsin ¥ % (Thermo Fisher Scientific, Inc.) 2 X 0 [ fff X ¥,
DF5F B2 2 T, 0.7 X 10" cells/mL O FRSR B IR 2 3080 U 7=, A0 888
W 2mL (1.4X10%cells/7 /L) 67 =L FL— MIHEEL, COIEE 5%,
R 37°C, WMESRM T ORI AEHRIBNICA, 94 HEEEL -,

2) M4 H®B, 7L—bLOESEREREL, %ﬁﬁ&%@%%%ﬁ@@@&@k
P () SRABE DA/ 22 mL 2, MISTH5K U = VIIHELE, 7707
B OWTIE, MRS EE I TRV T =i bﬁ%@&®¥%2nud% TH L7,
CO, JRJE 5%, RE 37°C, MIBEERM T OREEN A RERBNICANK 3 B MEEE
L7,

3) BHE7TH®Z,. 7L —FPLUBBREREL . HEVVITAF AT A2 —L# 2 mL
ZAE L, 10 0L EEE Lz, BEER., 0.1vol%Z Y RAF AL A4 Ly MYt
W15 mLEE Y o VIZEL BB TISOMU EREa Lz, 7L — M2 AL,
iz S E %, AFEMEE (50 vol% =% / — L KN 0.02 mol/L ¥ifE) 2 mL %
F e VITHTEL, 1S oHU REE (AFEME) Lz,

4y  FHHWKE 100 uL & 96 7 = T L MZHE L, 540 nm BT BN EE ~ A
7IH7I/P-#)“*5“*(SPECTRAmaxPLU&m4)‘C@KELKW

7.3.2 X HEEEEOHE S

WA L0 BRYE BRI BT DX IR (%) 2R, B, HE
OB Fid, 7.5 2 HIZHE » 72, 50% L4 L OB E I ENILR O B o728,
ICso fEIX B LA o7z,

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

X o WRBR B ALBERE O FE AR B SR (%)

S et (D) SRR (S vol% Rt HAK) oW eE
T o R E IR O WL E

B : T IUI70WNE (FHOIHEANTZDY L)

15
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7.4 =R TR RN

EE BRI W T, SR E OMIaEN 2 M4 5 2o, AT LR 8
BRb e Uiz, RMBRICIE, SR ELBEE, 7o o8 (MREERBROR) | Bt
(B S (5 vol%IEH KK TN 0.1 vol %DMSO) BER OBt R 3R T 7=,
L= MEyBBREFEDO 6 VLT L— 2O, 1YY O Y = VTS S8R R
TiE 6V /b, MRABEARTIEI V= EfWE, 2B, UTORREED S b,
BEEAZVELTAHAE., BEBETICEBWT, WEFORAESH T, e
k> TEBELE,

7.4.1 EEREE

1) HEFUHIIE A 0.25% Trypsin ¥&# (Thermo Fisher Scientific, Inc.) 12 & 0 FIff < ¥,
DFSF $38 i & AV T, 0.7 X 10" cells/mL O HINBRRMEIE 2 8L L7, A58
2 mL (1.4x10%cells/ 7= /L) % 6 V=7 L— MIEB L, CO,ILE 5%,
AL 37°C, @S N ORBEAT ABRBNICAN, 84 HFEHE L,

2) WHEAHKG, T bR ONRIRERE L, SEEBROWRY ZILI K, B
() % FRALERE (5 vol% =& F KL TX 0.1 vol %DMSO) K UM M st A 4L 5t
oK x22mL &, ZU VIS ELE, TRV TIE, B 4 B%O
HABBERE I N TRV Y o /VICHEERKR 2 mL 205 L2, CO BE 5%, R
B 37°C. @RS N ORMET AERBNICANK 3 HEEE®E Lz, &7 H
BROFERE 11 HRICHFEFEOBRELIT- 72,

3) BHEBHHL—MIOWTH BHEI4 8. 57— ML UBBEREREL,
Frftt7 DFSFEBIE 2 mL 2% 7 = VIS IE LT, CO, B2 5%, IR 37°C. &
TSR T ORBT ALEZEBZNICANTEICK 7 BRER L,

4y HFERE21 HEE, YL MLOBERKEREL, A4/ =1 ImL 2% 7 Lz
SEL, 100U EBTE L, A¥ ) —LEZEREL, 5 vol%X LAHFHES 1.5 mL
PTOMIEL, 15 Ll Btk KEL, R L7,

5)  AMEHGERAEN 7L — MooW Tk, #RE 7 Bk, 7.3.1 O 7.3.2 T FEER I AE %
Ml AfERE2BE N U, B, sFESERRIC/E- 7,

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

X BB AR ERAE E o X B BREE o0 R el A I B AR (%)

S o M () SREE (5 vol%IEH A KK TN 0.1 vol%DMSO) D E
T o BEREALELREE T R e BB oo Wk O

B Ty DWRKRE (BHORE AN =)

7.4.2 MHEERHBE (J+—hHR) OBREUVERE
B & 2 VM I SRS F oMl 2 B L, OEREICE 0V IPEGERILTH 2 &

16
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ELTEbOEHELE, 2B, WHIEHREX, FTRoORBEBNHBMOT R TA2LE LY
T, R )05 6) BRI GEICFH R L, B, BlEicrr— &
a— N L, AFRSENRHI SR VRI T CHE L, BlE%, L — MNIEELL,

1))
2)

3)
4)
5)
6)

7.5

7.5.

D

2)
(D

(2)

TEE A HA B3 100 MIRELL L CHERR S LT D b D,

TEE G E OMIITEE 28 L, B OMIE & IXHMAEIC R 2 et R4
% @ (spindle-shaped) .

AR E S FEME (RVWEEA) IR E > TWD b D (basophilic) o

TR DM Y 7 > & LR B CHWIZZZ LTS b O (criss-cross)
BAOABERD o MBOEMEBI RSB D (piling-up) .

P FHE 2R 9 2 T bm o MREEO ML A IR (invasive) L TW2 D,

ER DN
1 Wt AEAT
AR 37 B

BB R CEHBEGRE/ 7 =) 22T, B (FE) i (0.1
vol%DMSO) & Bk BRFER] © Student D t T &2 1T o7 (FHEKYE 5%, Al
eE)

RO E

EEGE IOV T, B QAL STBREE (5 vol%IiESt FAK) & Wiy 8 WL B AE
1 C Dunnett O Z HILIRRE (B EKE 5%, FHRE) 21T-o7,
(MHIZBWNT, SUAKETHEMENRAB &7, Jonckheere DT (HE KU
5%, kFfilfERE) 2HOTEEBRREOHEIKFEOREEZITo 2, KREICE
Wik, RO B2 M SR S LT,

7.5.2 FUE D B LY

Y
(D
(2)

(3)
€Y
2)

(H
(2)
(3)

0 e, 18 7 AR

FT VORI (FRoR N 3 0L)

BN 720 OB IEE (FRoR  /ANIURE 3070) ROUBEHERE (R 0 /NS
3 fiL)

FEE AR (BLOT © %, o= A 2hECF 3 #7)

ICso K TN 1Coo il (BEAZ : png/mL. 7R @ HEVEF 3 #7)

T B i 3 R

G B 5 28 0 P B BE S B, IR R L R & LT,

HU 2 VOBEBREOH (AL 8, K7 B

Y720 O E R (BEAL 8/ 7 =, Rom o ANEORE 1 60) M SR

72 (FoR R 1)
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7.6

BRI B

LTI RCOEREZWMZ LD, BRBRITEUNICER STz &Lz,

1)
(D
2)
(1
(2)
(3)
(4)

7.7

e 28 7 B R
BHEOFMAGER Y = VBN 2 V2 VL ETHD I L,

AT RN

SHEOFMERER Y = VNS 7=V ETHDH T L,

A AT RE e HEE N 4 HEML ETh D T L,

Ba i f FRIE D TG HRH RS 128/ = VR TH D 2 &,

Bt BERE O T B R AR DS | [ e (BREE) XIRR (0.1 vol%eDMSO) B & i LT
MR ENICHBEREMERTZ &,

HROHE

FEROWEILTROEECL L0, EMFRZ LML IR L TRAMIZHMN L7z,

D

2)

&

W BR Y B AL BRTE DTG R SR e (AEE) XTHREE (S vol% i HK) &bl L
THFHZHAEENRD SN RVEA,

B Pk

PR G AL BT O B R R 3 e () XFHRRE (5 vol%lESHFHAK) &tk L
T, MAFFMCHEBEICHEML, 220, ZOEMICEERFESRD bALEHEA,
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8. HEERRUBE

8.1 Ao 15 5 S BB

FEREM 1~2 HROER 1~2 TR LT,

HEHRROMELRET S0, kel E% 2000 uyg/mL & L, BLFAKL 2T
AL 7= 1000, 500, 250, 125, 62.5, 31.3 KON 15.6 pg/mL D3 8 JHEA#H/EL T
MGG ARIR A2 SEE U 7=, F OREER, W o A BICIRT b M B 5 40 ) K OVE 1
TERITR O Lo 7223, [Bhas 42 Ml AWV 2 I EGE#RRIC L 2 HE O K%
WED LN HEHETH S 2100 ug/mL (10 mMFY) F THRIEF LTV RN
. 2100 pg/mL (10 mMMY) 2EEMHEE L, LIFAK 2 THKR L7 1050, 525
KO 263 pg/mL OFF 4 Jl B 2R E L CHIIERER (FRBR) 21T7-72, 2O E,
IR M B AL B D B o R L2 3 VO T b MR B S A R R OMIEEEE IR D bR dv o 1=
e, @M EE 2100 pg/mL & L, A2 CHER L 4BEMOAESLHREL TRE
MR BBk 2 i L 7=,

8.2 WHEERMMER

FEREZ 3 ROEI R HTITE 4 IR LT,

WHGH R O R, SR LD 263, 525, 1050 KT 2100 pg/mL @ &
BT ORHIEHBRRIT, TN 1.8, 2.5, 52 K48/ 7 =L THH, 1050 L
2100 pg/mL O EICEBWT, B (BH) R (5 vol%iEF HAK) B 1.5#/7 =
I U THEE FRNC A B e BN R 5 v (Dunnett 0O % B LRI E 5% A 5 K %,
AMIRRE) . o, ZOEMCITBEKRGFENRED b (Jonckheere DIRE. HE
KHE 5%, RAFESR) o Ko T, RERWE L inviro TOERNA T nE— 3 EH
EETOHLDOEEZ LI,

mE, B GEED) iR (Svol%EH HK) BRI 2 - s RIT 1.5 /7 =
& 128/ T = VR TH o, —JF . BBEYERHRELC R B B iR B R T 15.7 {8/
v, fEtE QA 5 (0.1 vol%DMSO) BED 33 /7 =L & il LT, ik
FHNCH BN EZ S Le (Student D tBRE, p <0.05) , F7-. MlABEmRRIC B
FOBHBEOFFRER Y 2 VEIFT RT3 T2V ThY ., REERAR CIEEHE
DFAGFTRE AR 7 = WHIE T RT 6 V= Th o 7, TBEEHRBRIC 31T 5 514l 7l fg 72
MET4AHETH Tz, TROOFERELO, KRBIZEYICEE Shi-b o & HwrL
77

LEDOFRERNL, KBREETICBWT, 2- 72V A AT I J2-2AF)L-1-F 123
VAWK BRIX invitro TORNALT T~ g UEREAET S (BHE) & HE L,
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9. BEXM
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 (%)

T-G377
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F1 2270004 NT 2/ -2-AFI-1-TRR R KR L EOBhas 42 i8I H 1T S MRIEERBR OB MMIEEEDER

i B 7 7z ) O FEEE (540 nm) AR A
(hg/nl) i 2 3 W EiEre AR %)
PAES - 0.092 0.089 0.085 0.089 0.004 -
et o R 5vol% 0.507 0.486 0.493 0.495 0.011 100
G L kgl e 15.6 0.488 0.514 0.532 0.511 0.022 104
313 0.487 0.516 0.525 0.509 0.020 103
62.5 0.464 0.509 0.550 0.508 0.043 103
125 0.485 0.497 0.532 0.505 0.024 102
250 0.525 0.559 0.559 0.548 0.020 113
500 0.473 0.493 0.522 0.496 0.025 100
1000 0.540 0.516 0.503 0.520 0.019 106
2000 0.480 0.477 0.466 0.474 0.007 94.8

a) I iC B S
RVE(IAIO R IR BE: 715
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£2 2-79)RAINTE/-2-FFjL-1-TRIU R IR EEDBhas 42 #5812 8 172 ST AR (AEEB) O
R RIS RORR

P A & 7 = LT 0 OEIEE (540 nm) % e
(ng/mL.) 1 2 3 THE EEEE R )
TGy - 0.073 0.074 0.074 0.074 0.001 -~

MBI Rt iR Y 5vol% 0.513 0.510 0.518 0.514 0.004 100
WA BB 263 0.525 0.522 0.534 0.527 0.006 103
525 0.523 0.506 0.503 0.511 0.011 99.3
1050 0.423 0.449 0.443 0.438 0.014 82.9
2100 0.400 0.399 0.497 0.432 0.056 814

a) HAES BT 5 WWOE LS U7 s SOV AR U ISR LT BPRGRED AR O 2 100% & L B o0 M & 5,
b) BRPE(AS R EE: TESHALK
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£3 2-7ONVOANT I/ -2-AFN-1-F ORI UEEDBhas 42 i8IcH 1T 2B EGERABOENMISEEROER

5 4 O 7 282 ) OB (540 nm) FE% R
(kg/ml.) 1 2 3 T fEEE %)
TR - 0.072 0.068 0.083 0.074 0.008 -

RE P (Aot BR B 5 vol% 0.491 0.486 0.489 0.489 0.003 100
SR AL PR 263 0.507 0.501 0.504 0.504 0.003 104
525 0.480 0.481 0.487 0.483 0.004 98.6
1050 0.475 0.472 0.492 0.480 0.011 97.8
2100 0.438 0.436 0.422 0.432 0.009 86.3
Ve (Vi) ot B © 0.1 vol% 0.474 0.470 0.503 0.482 0.018 100
50 ng/mL 0.749 0.797 0.800 0.782 0.029 173

3 TESFIIK, ©) K80
TPA: 12-0 -tetradecanoylphorbol-1 3-acctaic

AW AR LT,
IS # R 0.1 vol% dimethy! sulfoxide (DMSO}

26
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F4 2279 )OAINT R/ 2-FAFLA-TON A LR U EEDBhas 42 BIC B 1T AR EiRinRROKE

W 4 B & TG R T = L FRRH R ©

beml) 1 2 3 4 s 6w’ muEm WEE%)
R e SRR © S5vol% 0 2 2 1 2 2 L5 0.8 100
SR IR 263 0 3 1 2 1 4 1.8 1.5 104
525 4 3 1 2 5 0 25 1.9 98.6
1050 37 5 3 5 8 52 2.0 97.8
2100 37 4 6 4 5 48" 1.5 86.3
Bt (aLL) o R e O 0lvol% 2 2 5 4 4 3 33 1.2 100
IS PER IR (TPA) S0ng/mL 14 19 16 15 14 16 1571 1.9 173

RULRH DORBIOCIE A b T 2 BRI I A DR U T A LT IRMEGAE S IR O £ 100% & L o RIS & A,
SRASE T R R,

3 LV RPBRTE: TEEHK, &) BAYEGSED AP BREE: 0.1 vol% dimethyl sulfoxide (DMSO)

* p<0.05 (Dunncit¢> % T gl ds)

+p<0.05 (Student R )

TPA: 12-0 -ictradecanoylphorbol-13-acctalc
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