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4. EH

[Bhas 42 ez AW 2 EEEHARIC L 2FE DO EME) (296, Bhas 42 filn%
FAWABEEGRBARICL Y, TAh U EE (C=4~30) O invitro TOEB LT E—
a VER ERE LT,

WHEIHAROHB2HRET 570, [Bhas 42 #ifa2 AV 2 BEE#ARICL D
FEOEME] ICEDSHND 1200 pg/mL (10 mM) ZEEHEE L, IFALK 2 THF
R L7 600, 300, 150, 75.0, 37.5, 18.8 21N 9.38 ug/mL O 8§ HEZ R E L THIE
HIMRREAT o T, TORE, B ED 1200 pg/mL TiEH 6 0 RAEEREOZ AL
WD BT, 50%LL LMY MEIERILRD b oo h, BHEIEBERRIC
BOTHERHEOLHEGH AR cHDZ b, LM MEEENSRIT 5 A
PEEREL, R4 HEUL LORERZE 0, k@A E% 1200 pg/mL (K
10mM) & L. BAFAM 1.5 THIR L7 800, 533, 356, 237, 158 LN 105 ug/mL @
FTHEEHRE L,

A fnia il B ORI SR E LD 800 T 1200 pg/mL O & Tk, &K
TRRCEWT, MREEOREBICLY, MRBENa L 7Ly MR LM77z
O, RBREROHE» LIRS Uiz, SR E LB D 105, 158, 237, 356, 533, 800
KON 1200 pg/mL O EIZB T 2 BHEBHREIL, £ F4 6.7, 10.8, 14.8,22.3, 12.0,
0.0 X 0.0 &/ /L THY | 158, 237, 356 KN 533ug/mL OFEIZEB VT, B
(BEE) <t (0.5 vol%DMSO) HED 4.2 i/ 7 = st U TREH AR A B R B 23
W B (Dunnett O HILERRE, 5%A BAKEE, FUKRE) . o, TOEHICIE
RERAENRD bz (Jonckheere DIRE., HEAYE 5%, EfIfER) . Lo T,
KB E L in vitro TORBAToT— 2 a b ElZH8TA200EE2 5077,

ks, B EELD) X (0.5 vol%DMSO) BECEIT DI EmRBERIT 42/ 7 =
W& 2/ 2 VR T o T, —J7, BBPERREEIC I 2 B E S B RIT 10.0 48/
vzl B (RED) %R (0.1 vol%uDMSO) BED 2.8 fll/ 7 =L L g LT, #at
FHNCH B REMAE R L (Student D tRE, p <0.05) . E7z., MEMARICE
TAEHBOMAEER Y 2 VEITT RT3 =2 THY, BEERRRR THSHE
DA REZR 7 = VT T R TC 6 UV =V Thotr, BEMHRARICE T 23 Al fe 72
BIXSHETH- 72, TNOHLORRIY, RRBRITELICEBS b 0L Hlr L
7=

LLEDFEEN S, ARBREME FIcBWT, 740 B (C=4~30) 13 invitro TO%
WATaE—va ERERT D EHE LR,
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5. WS

T W (C=4~30) OLEMFH O —8 & LT, Bhas42 fMilla%d H\V 2 B EiRH#
REBRICEY, 7D B (C=4~30) D invitro TOERNAT O E— g UNEM 2 S
LT, ZOMEERET D,

WAL= R OB LR FE2 P U TO®EY Th 5,

1) GLP

s FELEHmERAEMFOIFE2HOREICESEHBRIEREN BfET L& &
% |
(BF163 49 H 1 HHFEEERE 76 5)

2) ERLE-HBRAE

 [Bhas 42 fifa % W2 E BRI X DA DL %E
(FRk 2697 H 4 B, BEASBHES 3 HEEHEEIMEY —X 0 V-85
HIH)
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6.
6.1
6.1

s

ABRMBERERUVAE

BEERMERVBE
1 KR E
4 : TR o (C=4~30)
ik & : ik T34t
g T : Foe sk T3k a4t
oy S : TWKS5667
CAS &= : 142-62-1
HHRAREARES ((LFIE - ZfE)
(2)-608
ANFE : 25 mL
&
O
HiC/\/\/LL”{JH
aF & : 116.159
A8l : M VR ORRIR
BE (20°0) : 0.929 g/ml
JEHrE n D20 : 1.417
Koy : 0.0%
a8 (Xv 77U —HF7J A GC)
: 99.2%
EIg=y : -3.00°C
b AR : 205.2°C
logP (A7 & ) — - K)
: 1.92
AR : 10300 mg/L
ARIE : 0.0435 mmHg
IRAESRAE : wg (RHME : 3.0~6.4°C, 20174 11 H 7 H ~2018
£1H8H) "
RIEG AT : BRMEZEET R ERfF=
P REOWLE : KR THOBRET TN THEEL-,

SRR E ST, E T COA LU ABRBSRIZE S,
* 20174 11 B 25 HIZERFER #BOERFERBHRINTZYE, Z20BICHERDED
BENCE D EEDERENELE, LALRRES, BwEIL—BicieEnikRsEo
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BHGHEIZ CREL, BHEREAT o —ABORRICANRECERRICITDR
i, WBRHHICEBRERETLORREORE I hotELLND,

6.1.2 gt s

A BR : Y AF AKX Y R (Dimethyl sulfoxide, LT
DMSO)

T : VMR T ¥4t

oy hFS : TWG2264

Bk : A IR

R tr J7 15 : E=$0")

RIS : R 8% 2% i e s R 2

6.1.3 B OEIREAR

WRIRPERRBR 2 2 hE U 7= 5 5. AR SR B R B FH KIS IZIE AR L 72 s> 7208, DMSO
IZ1X 240 mg/mL OPRE THEM L, BE, TAOBEZEOKIEHE LR D bR T2 7-
B, W E LT DMSO &R LT,

6.2 #EER R D R B
6.2.1 SAELA %
BRI & VR O IR AR B BRI . HERIE B VRN U 7 KRR VR A R AL BRI & R

HLT,

6.2.1.1 0 Be 1 5iE A B

1) WHRHHE 04800g % 2 mL A A7 7 A THRLT,

2) WELCHM L%z, AAT7 v L TRERED 240 mg/mL IFE 2R L,

3) 240 mg/mL ¥R EZ AL 2 (FIREOHBRIK | mL : W 1 mL) T7TEREARL,
120, 60.0, 30.0, 15.0, 7.50, 3.75 % T* 1.88 mg/mL 0 8 I8 FF B[ O Wt BR ik %
L7,

4 yHWER T T AT v 7 ELEIC DFSFETRIK 9.95 mL 044 L, 3) Tl L

7= 8 PREEERME DBBRIK 0.05 mL WM L, ZHFHHA Uiz b O % 450 & 401 ik

L L7,

6.2.1.2 s B En i i BR

1) HBRWHE 0.4800g% 2mL A AT T A ZHERLT,

2) WECEMLUT-%IZ, AARAT v L THREEED 240 mg/mL FE A2 HE L7,

3) 240 mg/mL B E A 1.5 (FBEOHKRIK 1.0 mL : FFEE 0.5 mL) T 6 BMEA
WL, 160, 107, 71.1, 47.4, 31.6 O 21.1 mg/mL D F 7 1 & BB O W5k &
FAEL 7=,
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4) yRIRBREWE T T AF v 7B DFSF BS%WE 19.9 mL ¢ o437 L., 3) TRl L
72 T REBRBEOWERIK 0.1 mLIRIML, ZhZNEHLED O &2 @Ry E LBk
LT,

6.2.2 Ry
FHRFIC TS U T, TR MR R T U A~ D ALBR AT 3 3 [ AL L e,

6.2.3 REM
MHEFFRR D o od | ZEMEMERBITEM L2 o7,

6.3 XEHYE
6.3.1 Bt (A X8

BERE DH L L CHW 2 DMSO O MR 0.5 vol%lZ7e 5 K 9 I DFSF 55 4%
WZEmM Uz b O &kt (BEE) s L (0.5 vol%DMSO) & L7z,

6.3.2 5 14 >t BB

12-O-tetradecanoylphorbol-13-acetate (TPA) X DMSO (FaYe#fidk T34,
JIS Bkt KR, = FEF : TWP0794) IZIEME L. 0.050 mg/mL IR L7z (X
oy ZEH) o AL 7B M E R, 59 0.25 mL 9043 % -20°C BL R TR
FL, %R 2FUAOLO LM L, ok, —EMELZERITHEENLR)1o
7.
1) Wikl

X : 12-O-tetradecanoylphorbol-13-acetate (TPA)
7y hES : SLBS0478V
G : Sigma-Aldrich
Rtk : SFEWFEM (99.0%LL 1)
RAF 714 : M (=20°C BAT)
RAEG BT : HAFJERT R RRE  mEE
2) WRITA

(1) A by 7 K% HRFRE LT,

(2) DFESFIF®EIEZH V., A by 7 #R 0.02mL (2% L, DFSF 573 {% 19.98 mL O E|
AT A E 2R U7 (B &R 50 ng/mL)

(3) [A4RIZ, DMSO 0.02 mL iZxF L, DFSF 3% 19.98 mL OE| A CAUEEHK %
AL, ZThEd (BE) X (0.1 vol%DMSO) & LT,

(4) AbMyJ7EWEIX, MEBI1EOROFERE L, HERMMEZBRYIES 2Tz,
FERWIE, BOBAMEEEYE UTEELE,

3) Gk R E 0> R P

[Bhas 42 Hifaz VW2 BEBBEABRICL 2 EOLEE) ICEAREDLNA TN

11
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7= 8

6.4

6.4.

o

ek, BEFERUVERR
1 4 Re

a0 : Bhas 42 #ifld (= A2 IEH ¥ BALB/c3T3 A31-1-1

IZ v-Ha-ras {5+ %8& A L7-ff) Y
oy MEE (EAN)

: 053000
ATt : MSTATBOE AN EEIEAPZEHT JCRB Mg N> 7
AFHEAHA : 20134 11 H 20 A
AT FH 1 : ANF#% . DMSO % 5 v/IV%IRI L7~ M10F B2 281 (2 [l

2K 5%x10° cells/mL D THE L., KIKZEHZ D T

MR LT,
LSRR : A aATTA=IHY Bk

o= —JERREE ; 0.66 (FLYE ;0.5 F)
B4R FE : [Bhas 42 #ifa4 H WA RE i HRIC X

] IHEARNED LN TN DD,

6.4.2 BERROMEOEERAIE
AR T, MG (FBS : Fetal Bovine Serum) % 5vol%, =3 U -& k
L7 b A VR ATEW % 1 vol% S €2 Dulbecco's modified Eagle's medium/Ham's F12
(DFSF 55 8K) & M, 37°C, COL R 5% D&M T O & L7, MMRREAE% O Rik:
FHIMIZ BV CTIE, MEM E5HLIZ FBS % 10 vol%N % 7= 8538 (MIOF K58 iK) # M

W, W ORERE G RKE 1A 2 ERMRE L CmiskF L,

BERBAIEIL, 70% = Ty M BB AR VIR TIT - 7,

1)

2)

3)

LR IR s (FBS : Fetal Bovine Serum)

oy & A : bfs45yy

BT : Moregate Biotech

R1ETT ik : MR (=20°C LA F)

{17 5 i : RO gear R iasiRE mmE
Dulbecco's modified Eagle's medium/Ham's F12 (DMEM/F12)
vy hE : 1897090

b8 HTH : Life Technologies Corporation

Rt 71k : i

RAF5 7T : ROEARZERT il siRE
NP YA ML b A vV IREAEIR

oy hEE : L7P3412

B T : FHTAT A7 RS

12
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HH S : ~N=3 Y v ;10,000 U/mL
Z L F hA ;10,000 pg/mL
BRI H 5 : W (=20°C LA F)
RIE 5T : HTAFE T Bea i ibres miE
7. HERAE

e ABROAEREO O OMIEMAR % i L, BEIERAREIT- 2,
k., BWEHERARII T ae—2a VRBROLEMR LT,

7.1 BAITTE
BORBAT T, RBRE S, WBERE, = — FEB R L 2 # L CHdl L,

7.2 AENERTE
7.2.1 HA ARG 18 A S ER

[Bhas 42 #lfiil 2 H 2 B EIEHARRICE 2AEO LU ISt > CUIREHEZ 1200
pug/mL (10 mM) & L., BAFAk 2 THIR LK 600, 300, 150, 75.0, 37.5. 18.8 &
W 9.38 ug/mL DFF 8 ABEBRTE Lz, ZhicT7 7 78, & GRED xR (0.5
vol%DMSO) HEIT -,

7.2.2 iz B R EA BR

EGRBABROHEL2®RET 570, [Bhas 42 fllas AV EEEHRRRICL D
AR AL D HE | I b%nélmo%mmwﬁmmMHﬂ,uF/mzfﬁﬁbtwm
300, 150, 75.0, 37.5. 18.8 X1} 9.38 pug/mL ®OFt 8 &4 E L CHE AR %
iTolz, MIBEARBROEE, K& RO 1200 ug/mL TIEXH S 272 EREDOEL
Nb b, 50%L EoMAEAMMEIER IR O b oo, JBEEARERIC
BWTIIEBRYELBBMNAEN TH D2 b, L0 M MEEESREE T 5 A fE
MEEZRL, FFMrERZ4HEUL LOREE2HEL -0, KA@M E% 1200 pg/mL (B
10mM) & L, AR 1.5 THR L7 800, 533, 356, 237, 158 KX 105 ug/mL @
FFTHEZRE LI, 2NIZT T > 7 B RaE () xR (0.1 vol% & T8 0.5 vol%DMSO)
THE B NG 1 st PR & 3% 0 7=,

7.3 H0 B 1 5l 5 BR

FWHERARROFELRET 00T E LT L, RBRICEX, 77~
IR (BHREROA) . B EE) S (0.5 vol%DMSO) BN O BRI & AL BRI %
BT, T —PEIyBREEFEO 6 VLT L — b EHAW, 1YY O = VT3
D& L, B, UTORRBEOI L, EBEMREEZLEETHEGT, EEEREE
TIZBWT, BEBFOHREZH T, BEBEICL > TEELL,

13
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7.3.1 EERIRE

1) MEICHIAE % 0.25% Trypsin JA# (Life Technologies Corporation) (2 & U FIff S
. DFSFES#EW &2 AV T, 0.7X10* cells/mL DO MNIF @K 2 L-, A
BRI 2 mL (1.4 X 10%cells/ 7 = W) % 6 W= L7 L— MNIHERE L . CO, 2 5%,
IR 37°C, ®IBEERME T ORI AEREGZNICAN, A4 BHFHFE L,

2) WEREA4RK, T — PR OERBBRERE L, SR E RO RYE LK & O
P (EE) RSB OK 22 mL &, ST HE V= VERE L, 7T
BEICOWTIE, MR BEIN TR NWY = LIZEZBIKRDO A 2 mL 257 LT,
CO, % 5%, IRFE 37°C, BIBELM T ORI ABHRRBNICANRK 3 A M RE#
L7,

3) HEHEIAK, 7L — MU ERBEEBREL. HF Vo VAT AT 2= 2mL
2oL, 10 5L EEE L7z, BEER., 0.1vol% 7 UAZ AL F Ly PR
W1.5mLAERY 2 /VICHEL BB TISHOMUERGALE, L — FE2KEL,
AR SR, BEMIEK (48 vol%T & / — " 1R 0.02 mol/L H#) 2 mL %
FTU =W TEL, 15 oHU EEE (BFERE) L,

4)  FHHHWE 100 uL % 96 U =)L L — MIAEL, 540 nm BT H2RNEL < A
ﬂ!ﬂ;fv~—ﬁu-ﬁ¥«(SPECTRAmaxPLUS3&U TW%ﬂibﬁw
* o ERBREE BNT, BEMBEOT Y /= VEREE SOvol% & BLE L7, MMM

MTié%%ﬁﬁm64&M%*ﬁ&b\ﬁ%_ﬁﬁbfmt_&mwwbt B
’%of%%*nt2%%&%%&$%W@ﬁﬁ%@@ X, 7Ty RO
EIXRON -T2 b, BRI iThbn Tk EZEX bR, LizN-o

T, BRI %éi*iaé&ﬁéfocu\k#mﬁw:o

7.3.2 xRS EROHE S

AU K0 | BB E BRI BT AR (%) 2Rk, 2B, &
EDOBY H L, 7.5.2 HIZHE - 77, 50%LL E OB FERIH X3RO Snpho =iz,
ICso LR Lzino iz,

X (%) = (T-B)/(S-B)x100
X o PSR AL O R R (%)
S Fedk () shMEE (0.5 vol%DMSO) D
T = #HRHELBHBEOWNE
B T OWHE ok r ALY o)

7.4 REHERHBEKAR

FBEEGHARICBW T, R E MR EE LM T 5720, ﬁﬁbfﬁ%ﬁhﬁ
BrRd M L7, RBRICIE, B BN, 77 7 (MaEMERRO ) | b
(%ﬁ)ﬂ%(QMM%&waﬁM%mmo)ﬁ&@%ﬁﬂ%ﬁ%%ﬁtofv~b

14
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Xy BBEFO 6 v LT L— 2RV, 1YY 00 = VEIIREIGHRAR TIT 6
Uoxb, MR ABR T3 v LB AW, B, UTFORBRBED S b, EEKE
EVLEETLIHEAE, BERETICBOLT, BEAOBREEZHWT, BREHBFEICL-
THEM L 7=,

7.4.1 EERIBE

1) HMEICHIBR % 0.25% Trypsin #&#K (Life Technologies Corporation) 12 & ¥ Flff <
. DFSF IR % VT, 0.7 X 10" cells/mL ORI IE 2 B U, AHIH
BEVEE 2 mL (1.4 X 10 cells/ 7 = /W) % 6 7 = /L L— MIHEEL.CO, B 5%,
B 37°C, BBESLRM TOKREET ABRIBIICAN, 4 BEFE L,

2) 4R, YL PLUEBRREREL, SBREERBOEBRYENIR, B
(FRIE) %FPRALERE (0.1 vol% A T8 0.5 vol%DMSO) K OV %f FRALER I D 4% %
2mL &, 7z VIHE LT, 7T 7 BEICoOWTIE, B 4 B %o MR
BRI TWARWY = LRI 2 mL 207 L7, COEE 5%, IRE 37°C,
EIRE LM T ORI AREZRBENICANN 3 AR L, 7 AR R OER
11 BZIZ S REROBIEEZ T 12,

3) BEEBHBAT LMW TH . BHE 4B &7 - MLUEEREREL,
HfEZ2 DFSFRIBIK 2 mL 2% U = VICHIE LT, COBE 5%, IR 37°C, &
SR T ORBT AREZEHMNIZ AN TEIZH 7 HREEE L,

4) HEFE 21 HiR, L — P LOEREEZREL, AZ /A 1 mL 2% 7 =i
SEL. 105 EEE LE, A ¥/ —&FEEL, 5vol%F LVIE 1.5mL 3
DHVEL. 15 UL R K%, RE LT,

5) AHARMEFERERA L — M oW TR, #FE 7 B, 7.3.1 HO HKE T HITHEWK
JEAME L, 7.3.2 HERRICHSHEMEZR N L, 2ok, S3ERXIRK
IZH0E» 77,

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

X HEREALPEEE E o ik BREE O A kR B AR (%)

S Btk (D xIEEE (0.5 vol%DMSO E£721% 0.1 vol%DMSO) O W3
T o WERYELEREE i B ) BREE O Uk B

B : TIUIOWNKE (FEHOREANTEY V)

7.4.2 MEERBRE (J+—hHR) OBEREUEA

IR D VTR T CHREZEE L, WOABIZLVEEHEBRETH D &H
ELTELOEHE L, ol BEERIEIE, TROFENBREBOTXTELELYE
PRI 2y D 6) BHIRRICBIETRLBAICEHE L, B, BEMIS L — %
a— R L, LEEREGRHL VIR T CHE L, B8k, 71— MIEELL,
1) EEEEEIENS 100 MEU ETHEE WD H o,

15
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2)

3)
4)
5)
6)

7.5

7.5.

D

2)
(1)

(2)

TEAHR R O MW SETE 27 L. B OMIE & XM R o Mg E R
t, @ (spindle-shaped) ,

AR BN EME (BOVWERE) IR PEE->TWDH LD (basophilic) ,
TERBBEOMIEN T Vo F LIRS THEWEZZL TWDHH O (criss-cross) o
BAERY booMBOMMMA R o5 b D (piling-up) .

B E 2 R4 2 7 m o MIRBEO MR E B 1212 (invasive) LTWD b D,

HROEMN
1 et AR
R B kST
WHEHE CEYREGRE/ Y =) 2on T, B (EE) xR (0.1
vol%DMSO) & Bt BEER] C Student D t IREZIT - 7= (A EAKYE 5%, E4l
W)

e I
IEEBRIC OV T, B (BB SR (0.5 vol%DMSO) & #5R ¥ B AL BRI

] C Dunnett D Z E LR E (FEKE 5%, THIRE) 21To7, #ERHHE L
BRI T MmO LY U o) BTN 2 7z S 2RI
WAL TR WRE, £ o M BITHEHENT 2 53R L. TTOXIC) &R LT,
(HWIZBWWT, SARETHEENRH I8 4E . Jonckheere DRE (B EKYE
5%, LffER) ZHWTEHEBEBREOHEERIFEORELIT>To, AREICE
WTHE, B O A EFR MR E L,

7.5.2 HIEDEHK L

D
(1
(2)

(3)
4
2)

(D
(2)
(3)

7.6
LA
1)

A e 154 e 7 IR

KU VORI (RR - /AN 3 47)

MAEN T OFHRAE (R4 /DURE 300 KOEERZE (R MRS
3{%)

FA oL ja B i 2R (AT %, Bl - HEECE 3 HT)

[Cso KUY ICoo i (AL : pg/mL, #o& : A RIEF 341

AL S

B B SR D T B B BN SRR R & R & L7

BV = VOREBEREOR (RAL ., &7 - B

B 72 ) O EEHR (AL« B/ = b, BRI 1 AD RO Yl
72 (RR /NUREE 1 7)

A ER BRI B

FOT_TOEA &M L, RBITHEYIC M ST & H L,

e 28 R
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T-G312

() ZFHAEOFHMARER Y =AM BR 20 =VHUETHDZ L,

2) TRHE AR

(1) SHEOFHMTTRER Y = VBERS V=V U ETHDZ &,

(2) FHMEFIREZRHEH N AHEL ETHDZ &,

(3) BEMHEXMMEEORERBEEN 2@/ =2 VRETHDLZ &,

(4) GYEXTRBED iR R | f2tE (B xR (0.1 vol%DMSO) FE LR L T
M PRI A B RMEME R &,

7.7 HROHE
FEROBEIETROBEMEIZL DD, EMENZ LML B L TREICEIE L 7=,
1) etk
W E LB O B RN R (D) SREE (0.5 vol%DMSO) ki L
THRAFHAEBRENRD LRV ES,
2) Bk
PR AL OB IR R 2 () <t EE (0.5 vol%DMSO) & ik L
T, A FOICEBICHEML, o, TOEMICREEREERIROLNLDHE,



T-G312
8. HEERRUVEE

8.1 0 Be 158 5l 5 B

RRAER I ROFR IR LE,
WHEBABROHBE2HZET 570, [Bhas 42 flfis AWV 2 EEiBERARIC L S
TEDOIYUE |\ ZED LD 1200 ug/mL (910 mM) & L, LA FAL 2 THIR L7 600,
300, 150, 75.0, 37.5, 18.8 %1} 9.38 pug/mL O 8 AEAZFHE L TN AR %
Tolz, MRBEAERBROMKE, BeHEO 1200 pg/mL TS 2MREEOZ (L
MRD BT, 50%LL EOMaBEREMEIER LR D bk o722, BHEEHERRIC
BOWTHERYELESHARS chHIZ e, LomMasEmEN BRI T 5 ke
PEEZEE L, MR 4 HEDL EORBEREEL -, KA HE% 1200 pg/mL (K
10mM) & L, LAFAM 1.5 CHIR L7 800, 533, 356, 237, 158 LN 105 pug/mL &
T HERRE L,

8.2 R BB

RERER2EOER2RLPICRIITRLE,

BB ABR O, SR AL O 800 & TN 1200 pg/mL O JH & TILIEEK T
FRICB W T MR SR OB LY MREENR2 L 7Ly NIRLRP T2 D,
RS R DOHIED GRS LT, BRI ELPERED 105, 158, 237, 356, 533, 800 &
W 1200 pg/mL D HEICIBIT DI EIEBILEB L, £ £ 6.7, 10.8, 14.8, 22.3, 12.0,
0.0 XX 0.0fE/7 = /L TH Y, 158, 237, 356 K TF 533ug/mL O HEIZB VT, B
(L) xHfR (0.5 vol%DMSO) HED 4.2 /7 = Vit UCREHFIIC A B R B
O 5L (Dunnett DL EILRE., S%AEEKE, FHKRE) . o, TOERICKE
RERAAHEDRRD L7 (Jonckheere DIRE, AEAME 5%, FM#ER) , LoT,
BERE L in vitro TOENA T ET—L g VIERE2ETH LD EEZ LT,

ks, RN (REE) xH (0.5 vol%DMSO) BEIC BT 2B RIT 42 #/V =
nvE M/ = VR TH o7, —J7, BMERREIC T 2 B E IR ERIT 10.0 )/
v E, Bt GREE) SR (0.1 vol%DMSO) #ED 2.8 /7 =L &l LT, it
FHNWCAHEREMA R L. (Student D tHRE. p < 0.05)  E7o, HILHEEARICE
IAEAEOTMTRER Y = LT+ RT3 7= ThY, BEEHRR CRAENE
OFMATRER Y = VT RT 6 7 =V Th o 7m, BHEERBERRICK T 5 784 A fe e
HEZXISHEThH, TWbDRERLY, ARBRIT#EUICE SN b O LB L
76

PLEDFERENS, KRBREGTICBW T, Tl BB (C=4~30) I invitro TO3
NATaEe—ya  MEREHET D EHE L,

18



T-G312
9. ZEXH
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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FatE () x BREE 0.5 vol% dimethyl sulfoxide (DMSO)
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Jonckheere RREIZBWT, HFELHARKEESRD LN (p<0.05) .
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K1 TN (C=4~30) O Bhas 42 #ilaI= &+ 2 MFRETERER O 1A MRS IE R QIR

T-G312

wH & Mo Y VT D OB (540 nm) s
(hg/mL) 1 2 3 g dEremr TR (%)
TG B - 0.070 0.074 0.07t 0.072 0.002 -
Fa b (it R EE 0.5 vol% 0.400 0.432 0.435 0.422 0.019 100
TR B AP RE 9.38 0.375 0.386 0.402 0.388 0.014 90.1
18.8 0.410 0.405 0.428 0.414 0.012 977
375 0.404 0.447 0418 0.423 0.022 100
75.0 0.426 0.421 0.417 0.421 0.005 99.7
150 0.423 0.423 0419 0.422 0.002 99.8
300 0.444 0.458 0.470 0.457 0.013 110
600 0.428 0.435 0.485 0.449 0.031 108
1200 0.421 0.423 0.412 0.419 0.006 99.0

BEIE: 0.5 vol% dimethyl sulfoxide (DMSO)

AWRICIEING . T T 7 BEO VMO R M U A T X LT BAVEGR SO T A i % 100% & L R SO o Mk it a5,



g2 TFILH B (C=4~30) O Bhas 42 #iAICH T 2 HEERHEBROER MRIBERDHEE

T-G312

Wi Ao 7 2V Y ORIEE (540 nm) A
(ug/mL) 1 2 3 s EEEe  HEE %)
TR - 0.072 0.067 0.064 0,068 0.004 -
(VR T R EE 0.5 vol% 0.455 0.436 0.423 0.438 0.016 100
HeBRY AL PR RS 105 0.417 0.394 0.399 0.403 0.012 90.6
158 0.494 0.461 0.434 0.463 0.030 107
237 0.465 0.432 0.448 0.448 0.017 103
356 0.494 0.493 0.462 0.483 0.018 112
533 0.503 0.490 0.489 0.494 0.008 115
800 0.506 0.505 0.492 0.501 0.008 117
1200 0.405 0.398 0.386 0.396 0.010 88.7
T (A ) 5T PR RE © 0.1 vol% 0.489 0.481 0.458 0.476 0016 100
5t et FREE (TPA) 50 ng/mL 0.613 0.605 0.620 0.613 0.008 133
LR D IR S G . T Ty BEO RO IE RN U T A LT, BBPRAB A IR A A 100% 2 LA BB OB INE R,

b) L PE(EREE) % HEEE: 0.5 vol% dimethyl sulfoxide (DMSO). )R (Il 1 1%

TPA: 12-O -letradecanoylphorbol- 13-acelate

£ 0.1 vol% dimethy! sulfoxide (DMSQ)



£3 FILHE (C=4~30) @ Bhas 42 il ICH T A EEBRABROER

T-G312

P "o HHERE Y = B ©
gml) 1 2 3 4 5 6 wayE? mmEe  HEE %)
R 3t R R 05vol% 5 2 5 4 6 3 42 15 100
[T L gt 105 9 4 5 8 9 5 6.7 23 90.6
158 9 6 12 12 14 12 10.8* 2.9 107
237 13 19 11 16 18 12 14.8* 3.3 103
356 286 22 19 27 20 18 223" 42 112
533 13 13 7 11 18 10 12.0* 3.7 115
800 0 0 0 0 0 0 0.0 TOXIC 0.0 117
1200 0o 0 0 0 0 0 0.0 TOXIC 0.0 88.7
RarE (VA0 et B @ Olvol% 3 4 2 4 4 0 2.8 1.6 100
W 30f BREE(TPA) SOng/mL 8 6 14 13 6 13 1007 3.7 133

a) FHI R 450 B (LW IEIE D & . 75 2 7 BEO VIIOICIE & B C 7o fiiiz il L T,
©) BRVEGALE) R R 0.5 vol% dimethyl sulfoxide (DMSO)
d) BEVECR ) XFHURE: 0.1 vol% dimethy! sulfoxide (DMSO)

b) P A(M/Y = A& i,

* p<0.05 (Dunnetted % ILEE )
+p<0.05 (StudemtOURE)

TOXIC: Hl At L0 | MIREEDS o Vb Mcde b lah o fetedh | BRI AR OHBE D & s LT,

(O AT RE 24 2 100% & Lo Ao RIxH 2 A3,



