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T-G435
R

310 FRIDIEMNTELGIDEHBROEERICEELXRETEVDDH
SBRERUARIEEICRDLDEN--Z &

ARBRICBWTTRT D2 ENTERP o LRROGBHEEICEELZRLITTRONDO D
LHEREL LT, R ERTFZEORIR - B MPR-214FS DR EE = & — M Thermo
Recorder TR-7IW IZEBWTEERT — F OB W LT RENBELEZH, 20194 12 A
2HO05:00~12H17H 07:50 DOBET—ZNRELEZENRETOND, L
2L, REEWIRIC R 2 SR - DR E O B W R 2 EEEE B, Thermo
Recorder MF =4 —F/RILE) OFLERTIX, WD 3.4 ~4.8°C, WHEN —29.2 ~
—27.8°C L IEHFEANICH Y EZOMMPICRERBELEROBRE o/ &
MNH, TNHOMEBOBEFTEFRICREZLTWELDEEZLND, LEN-T, &
B OEFEME~DREII G O L L,

F oM, BRFHEEICIED R -T2 Eidh o T,

3.11 HEMRKE

ARG E (AR EET) | EkorE, WRWHE., £E7 -2 KOG ER (RE®R
HEEOREAZEE) 3. MAKER Y VY —F & ¥ —BIE NIRRT OB R AR
WSS FR R 10 FERRAFET D, B TRORMFIC O N TR, BAEGEBHE 77
AR Zef AR LEmE A RR ERASER Y VY —F v 2 [ TH#E L.
TOREEZRET D,



T-G435
4. EH

(Bhas 42 fifa 4 AW 5 E i ABRIC L A2 AOSEYE ] 126V, Bhas 42 flia%
FAWABEMRARIZLIY ., T BB in vitro TORPA TR E—L a9 NEHEH
L7z,

BB ARO A EELRET 57D, [Bhas 42 M4 V2 B E IH AR
FABEOEUE | IZED BT 1590 pg/mL ZREHELE L, uFﬁwzfﬁﬁbt7%
398, 199, 99.4, 49.7, 24.8 X' 12.4 ug/mL OFF 8 A& % % & L s il 5k %
1To7, FOREE, 99.4 pg/mL 2>H 1590 pug/mL O FHEIZHB VT, H BT 22 F0 Xt
N IE R DD 3R B, 1Ce KON ICso 1 Z N Fh 746 pg/mL KO 438 pg/mL
FEHENT, UEofERIck-3&, [Bhas 42 4 H W 2 B EIGHRARIC L 55
oM 2235 L L, MRFESRBDONZVHEIZ 2 HE, MFEESZED L
RV RN BB S0%HE SN B m%<mm>m 2 &, 1Cso 2> 5 HEFH A 90%H
EanHHE (1Cy) M1 HEXRHBELNL X HIC, REmMHEE 750 ug/mL & L, &
1.5 THAMR L7 500, 333, 222, 148, 98.8, 658&UWB9uymL¢M+8m ------ e
E LT,

T R O RS R, BB B VB 0 333~ 750 pg/mL O FE TR, Mg
%%a;D\%%#me%ﬁﬁ:y7wiybmébfw@w:kﬁ%méﬂtt
. TREHRAT O RGBS RS U, BN AT RE R p SR ALBRIE D 43.9, 65.8, 98.8,
148 LU0 222 pg/mL O &I 2 BEEHBEIX, #ATH 11.0, 123, 21.2, 22.2
KON 1508/ 7 = TH Y, 98.8 ~ 222 pg/mL O E T GFED) STHEEE 1 0 8.3
/7 =M% L TR SAIICA B2 B2 541 (Dunnett D EILIKRE, p <

0.05) . 7o, FOEAICITBRERTENRD v (Jonckheere DIRE., p<0.05)
Lo T, KRB in vitro TORPBAT 0T~V a LV 1ERHZETL2LDEEZDL
ni,

ek, REtE (L) SRR 1 7‘6%’%@1&:#@4 WX 83/ Y =& 120/D = VR
WCThot, — 5, B BEICRB T 2 EEBEEZ 2126/ 7 =L & | e OFED)
SHREE 2 @ 6.3 B/ 7 = L & bk LT‘ BEH2OIC A BRI E R L7z (Student @ ¢
MRE., p<0.05) , £/, MREHRRICE T 2SHEOFETEEZLL 7 = VEIL T~
T3z THY, BEHEBEEAR CHSEHBOMATER Y = L EBIETXT6 v o/
Tholn, WHEHILHBARBRICBT 2FMIELARISHETH ., TNHOEX
O, ARRBUIEDICER S e b o &l Lz,

PLEOFER NS, RRBREHTIZBWT, /U BiX in vitro TORNA S 0 E—
varvtEREAET S (B EHE LT,



T-G435
5. #E

J U ORI —B E LT, Bhas 42 Hi A AW IBERHEABRIZ LY .,
T UBED in vitro TORNATRE—L a VERAEZRI LD T, FORE s B4%
T 5,

WP LT REL OB LR FIER CEUTOEY Th 5,

1) GLP
o THEem AR 34 5035 2 BOBEIC S X RBRME RSN AH§ &
i

(BBFn 63 £ 9 A 1 HWE H5RE 76 5)

2) FALEERAE
*  [Bhas 42 #ifld % A\ 5 TEE s il iR 1 & 5 A& o S
(P 2647 H 4 0, REZBEE 3 FEEFEIEY —F 7 70— HE
HIH)
. Series on Testing & Assessment No. 231; Guidance Document on the In Vitro
Bhas 42 Cell Transformation Assay|
(OECD : 201747 A 20 H)
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6. HEMHERUAZE
6.1 WERMEBERUVBK
6.1.1 BRERME
4 FR J T
Wi Wbk T ¥4
oy S 7Q5P)
CAS F & : 112-05-0
HHRARERE LS (LFIE)
(2)-608
BWMARERE S (LHRIE)
NECTYE
AF& 25 mL
A 1 2
O
L~
Ho o T~ T T T
ARk s 158.2392
AN i) I £ 3% B D IR K
fiEE (GC) 96.3%
FEE (i &) 99.4%
L (20/20) 0.9063
fl AR 12.3 deg C
b s : 254.5 deg C
logP (A7 % /7 — - K)
: 3.42
Y KM 284 me/L
A, m—F I, FAa— . Juarkilh,
A 1 Vs 7
HRJE 0.00165 mmHg
IRAESRAF Mg, i
R AT 5 T RO R E R e
7% B O MLE FRETHROBET T XTHEELE,

AR E T, BT O COA 2 b T ABE#RICE 3L,

10
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T-G435

6.1.2 B

4 R : U AF AR F LR (Dimethyl sulfoxide, DMSO)
oy hEE . KCNO0182

PSS : (I i GV WA 1B b LB = W

Bk : il s

R A7 S : = i

CRAF55 B : FORWHERT R A A=

6.1.3 B ORRER

R REHD S, KRB E O AKEMEN 284 mg/L THDHZ ERPESATND
72, 22.8 mg/mL ORE TIIEM LRV EHBI L, T D78, & OO R TEfik
PERNBR 2 0 U 72 fE SR, ANWBRE X DMSO 12 318 mg/mL DR CIRM L., L,
HADFELEDORIGHELRD SN ho oz, WL LT DMSO 2 3&IR LTz,

6.2 HEREDIRER
6.2.1 BT
BRI & TSI DR G R 2 ORI . BRBRI & TSI U T2 RS R VR e BB AL B & E

ELT.

6.2.1.1 0 e 12 5E A B

1) #HEHRWHE 0.6360 g% 2mL A A7 T A THERLT,

2) WIETEMLUEBIC, AXAT v 7L THREEED 318 mg/mL FKEZHREL 7=,

3) 318 mg/mL WK A AL 2 (BIBEOHIRIK 1 mL : B 1 mL) T7ERERRNL,
159, 79.5. 39.8, 19.9, 9.94, 4.97 x T} 2.48 mg/mL D F 8 I 5 B [ D 4 b ik %
AR L7,

4y yHEWER T T ATF v 7 EILEIC DFSEEERE A 9.95 mL T2 0E L, £ 212 2)
B3 TR U7 8 IREEMOEREE 0.05mLIEML, ThThEHRLEDL
D % Y BRI B EE & LT,

6.2.1.2 Ttz B En St B

1) #RHE 0.3000g% 2mL A AT T AIICHERLE,

2) WBEECIEM LRI, ARAT v 7 L CRMBED 150 mg/mL IR 2R L7,

3) 150 mg/mL IS A A 1.5 (RIREOHBIE | mL : %I 0.5 mL) T 7 BEMEAR
L. 100, 66.7, 44.4, 29.6. 19.8, 13.2 21X 8.78 mg/mL D 7t 8 i 4 Bx [ > 4 ik
a7,

4y yEIEEE T ATF Y 7 BB DFSFEREE 19.9mL TFo0E L, £ 22 2)
FON3) TR U7z 8 RSB OMBRIEE 0.l mLIRINL, ZhEhfHLizbo
BRI E AR & LT,

11
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6.2.2 AEUAE
FIRFIC AR U7z R BB C AR~ O AL B 2 FE 3 EI A L 72,

6.2.3 REM
FIRFTREL D 728, L EVERMERRIT M L 22 2o 72,

6.3 xR E

6.3.1 fEtE (GAE) xR

R E BT R A M AR SRR Z M (B st &L, WilE LT
V5 DMSO O A& EEN 0.5 vol% & 72D X DI DFSFREERICHEIM UL O % 2k
(L) xR 1 & Lz,

6.3.2 5 1% *t B
12-O-tetradecanoylphorbol-13-acetate (TPA) X DMSO (& &7 1 /b A Fn il 386k

Kot RIEFH, 7y bEE KCNO182) IZHEMEL ., 0.050 mg/mL IZFRB L= (R
Ny 7 VIR o FRELL 7 BB PR R B IE . 8 0.25 mL o0 % -20°C LA F TR
FL, RMZ2FELNOLORMEN Lz, i, —BEMW L RKITE#EA LR -
76

1) Wl

& ¥R : 12-O-tetradecanoylphorbol-13-acetate (TPA)
oy b : SLBX8889

g T : Sigma-Aldrich

Bk : g ER (99.0%24 1)

A7 J7 ik : M (=20°C LA F)

R AT 55 : FORHMFZERT BB E R

2) PR IE

() A by 7 &Rz RRE L,

(2) DFSFIEsia Hv, A b v 7 # 0.02 mL {Z%f L, DFSF 5538 19.98 mL &
B CHE R FRALE 2 FHE U7 R RIRE @ 50 ng/mL)

(3) BHtEXSHERBEIC K9 DR () Stz R (B0 X2 & L, DMS00.02 mL
(2%t L. DFSF B389 19.98 mL OFA CTUHEEREREFARN L, haeld (5
M) %2 & LT,

(4) BT, BOPAMEREEME L THEELE,

3) BBk FR W E oD SR PREE
[Bhas 42 Ml Z AW A EIERBRICL2FAEOCRKNE ) CEHANEDL LN TWVD

729,

12
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6.4

6.4.

6.4

.2

Miatk, BEAERUVEER

1 #0 e #%
% TR

my NEE (A
AFR
AFEA N
R
SR

LI O R

Bhas 42 #ifiis (= 7 2 2R Hk BALB/c3T3 A31-1-1
I v-Ha-ras @{5F %28 A L7z i) D

053000

MNLATBOEAN  EFEABUIEET JCRBHIlE N>
20134511 A 20 H

v A 3L T AXeEY; Bk
an=—JERRE ; 1,12 (EYE ; 0.5 DL L)

[Bhas 42 #lifu% W2 B EIMBARIC L 2HEORK
) WHEAPRED N TND D,

AR A SH AR CU 1 MR, B R T 1 kLA
L7,

BEREUVMEBOEERE

AEREBR T, 4R iE (FBS : Fetal Bovine Serum) % 5vol%., <=3 U -& h
L R A U UREG R % 1 vol%E Tr Dulbecco's modified Eagle's medium/Ham's F12
(DFSF 85 281K) % A, 37°C. CO, I 5% &b T Chide Lo, Baikix, ik
1 & H 2 AR E U CmBeRE LT,
B R MyE (FBS : Fetal Bovine Serum)

Y

2)

3)

my g
g

RAFJ7 1k
RAF G T

184j0e2

Moregate Biotech

MW (-20°C LAT)

RO JEAT  ERae i =s e

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

=
B o

tr 1k
RAF S T

2120374

Thermo Fisher Scientific, Inc.

7 T

HROAMPERT  AEAERE MR

N YA MV T A U VIREIRK

7y hES
LS
HELRK

A7 H7 1
[RAF T

L9NO177
FHh AT AT RS H

~N=Y ;10,000 U/mL

A2 LT h=A ;10,000 pg/mL
MW (=20°C LLF)

WHRAMEET BRI pasibs  HE

13
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7. HEAHE
FEEIRBEBROHEREO O OMEEMRAR 2 L L., BEBHBRRREIT- 7,
R, BHERRRIZ S o —2a vRBOLERK L,

7.1 BRIAE
PERMMIC R, RBE S, LERE, = — FESQ el LTl Lz,

7.2 FEDERTE
7.2.1 0 Ba 1 5iE AL B

[Bhas 42 Mz AW EIHRRRICLD2MEOKE | - T, KEHEL
1590 ug/mL & L, EAFALK 2 THIR L 795, 398, 199, 99.4, 49.7, 24.8 K\
124 pg/mL OFF 8 HEAHRE Lz, THIZT T 7 BEROREMNE (BE) xHBEE 1 2 53%
[

7.2.2 i B e s BR
AR B FE R BR O FEFL, 99.4 pg/mL 225 1590 pg/mL O A BEICB W T, HEEANR
FH 5 A A S 5 R DA D3 FRD B AL, 1Co K TN ICso X F N F 4 746 pg/mL KN 438
ug/mL CHEHENT, Lo RICH-S& . Bhas 42 Ml % W 5 B E s BRIC
HIEORKME ) 2RE L L, MEEEPRO OV 2 HE, Mt ’R
bbﬂﬁ“ﬁgﬁ%%h#ﬂ%@%éﬂémg(mw)%kz%m\mmm%%h#
90%HEXNDHE (ICy) M1 HENSEOND LD, KEHEE 750 ng/mL &
L. A 1.5 THIR L7 500, 333, 222, 148, 98.8, 65.8 }1*43.9 ug/mL D3F 8 i
BERE LI, THICT T 70, Bt (D) <HREE 1. 2 RO 2 5% 0T
7o

7.3 e g et R

TEGH RO N EARET D200 AR E UCHEM Lz, ABRizik, 79~
I (BEREOR) | BN RED cHEREE L ROWRE LB 2R T2, L —Fh
Yy BBREBTO 6 Vo LT L—hEHW, 1Y VO =T 3o VE LT, 72
B, UTORBREBEDOS &, BEEZLEL T 256, BERETICBWT, BHE
FoO#mEEHWT, EEBEICL > TERE LT,

14
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7.3.1 SRERIRIE

)

2)

3)

4)

HEACHRR % 0.25% Trypsin ¥&#& (Thermo Fisher Scientific, Inc.) I & ¥ #I#fE & 1,
DFSF i & AT, 0.7x107 cells/mL o AR L % FREU U 7=, A i 0R 8
W2 mL (1.4x10%cells/ 7 = /L) 26 7= L— MIEREL, CO, ML 5%, 15
BE37°C, WIRELM T ORBATAERBBNICAN, K4 BREEHELE,

B4 B, L — NI DEREEZRE L., &I B O MBS LK & O
PR SR OZ 22 mL %, T HE V=NV ELE, 7T 7
BIZ oW TIE, MR EI L TRV D 2 VIZEERIEOA 2 mL 2 5E L,
CORIE 5%, JBJE 37°C, BIBESRM T ORI ARZBNICANK 3 B L%
L7,

BRETH®B, 7L —PLOERBEEREL . T2 VAT AT L2 — 14 2 mL
oL, 10 0HU EEE L, BE®R, 0.1vol%Z U RZ NS AF Ly I
WB1SmLERZD 2 VIZOEL RIETISHOBU ERA L, S L— M E2KEEL,
i\ STk, B MHEE (50 vol% =& ) — /LK Tr 0.02 mol/L ¥il#%) 2 mL %
BU T EL, 15 oML EirE (BFEH) L,

BHMHE 100 L %2 96 7 = L7 L— MIHE L, 540 nm IR T DR EE < o
s a7 b— kU —4%— (SPECTRAmax PLUS384) TJl& L7,

7.3.2 xR IEE RO E

WU XD | BRI BB IS B 1T DA MR R (%) &R, ks, ;

E&L_\
m

BEOEY | IE, 7.5.2 HIC/E- T,

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

X o HBRYE AR O MRS (%)

S BN (EBE) SHREE | oW

T  #ROEOEREOWOLE

B : T7IVIoOWNE (FHOREANLD <L)

[Cso MV ICo fE DB HIZIE, [50%d 5 W T 90% T O Hl fu B 5l Hn ikl 28 % 7 &
OHRT, EHEEZOMBEEMIHEIR] L 150%5 51T 90% LA b oo #l fa 84 58 #01
HRERTHEOP T, RIEKHREE ZOMPMBERBEIEI R 2HE Lz, 2 AERESL
Mz,

7.4

i B 8 2 5 BR

Wb B L7, RBICIE, RWELREEE. 75 78 (Mmoo s) | B
(VRBE) *PBRABE 1, 2 ROV BE 2 SR T 7=, 7V — My BIBEHRDO 6 vV T L
— hEAV, TS OY 2 VBB EERAR TIE 6 v =L, SRR T 3

15
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Va0, ek, UTORBRBEDC S L, BEELLBE LT DAL, EER
FERMZEWT, BEEOwEEZHWT, EEEREICL > TEM L,

7.4.1 EERIRME

1) HEMRAAEZ 0.25% Trypsin ¥ (Thermo Fisher Scientific, Inc.) {2 & V) #IffE & ¥,
DF5F B384 VT, 0.7x10% cells/mL DM RRE K 2 FR8L U 7=, ASHI I 08 8
W2mL(Mwm%dmﬁzw)%671W7VHFK%@L‘ab%§5%\ﬁ
JE 37°C, MIBERM T ORMBT ABERNICAIL., £4 HREEEE L,

2) &4 HL, 7v~bib%%w%%fb\%%E&%@%%%gmﬁﬁ\@@
(VRIE) <HRRALERWE 1, 2 R OB AR O&K 22 mL %2, %7 = Vi3 L
o 770 7FIZONWTIE, BRFE 4 BB OB I TR T = )L TES
FW2mL #0E L, COEE 5%, JRE 37°C, BBESRMUE T DORMEN R R
FNICANK 3 A Lz, B 7 B KO 11 HRICHL RO BIERZIT
> 7,

3) BHEBHHATL— M MIOWTIE BREI4 A8, 57— LD EBEKEZHREL,
FiE72 DFSFH&ZWR 2 mL 245 U = LI E LTz, CORIE 5%, EE 37°C. &
S T ORI AEZHBWNIC AN CEIZK 7 BRI ®E L7,

4) R 21 Hig, TV — PR UERBKREREL, A%/ =48 ImL 2% 7 /LT
SIEL, 10 U EEE L, A% /7 —LE2BEL, 5 voluXF AWK %E 1.5 mL
FTOSIEL, 15 DLl Btk KEL, R L,

5) MEMRRH T L — MooWTiE, B 7 B, 7.3.1 KOV 7.3.2 TE R ERIZHE %F
AR A2 B Uz, ek, AFEAERRIC/ -7,

X (%) = (T-B)/(S-B)=x100
X B BUAVEE & 7o oL IV B oo R e M I A R (%)
S etk (BB KHREE D E73 2 UL
T BRI S 7o I S B OO U
B : TIUVORNE (BEMoOKRE AT L)

7.4.2 MEGBRE (J+—HR) OBERUEHA

WIS 2 VT EEBEME T ML B L, KOBEIZL Y BEIGRRECH D LH
FELlEbOZHE LT, ok, WEHIRHREIZ, THRORBEBNSEEOT X TELE LS
TLORIC )0 D 6) BHIREICBEH kAL AICHELE, BB, BEMcr— 1%
a— N L, BRSO R VIR T CHE Lz, Bl8k, 7 L— MIFEELL,
1) JTRHEERBEE 100 MKl L THERSh THna b o,
2) WHIRHB OMKNHEEE 2 U, B O & Mk R 5 R Es R4

t, @ (spindle-shaped) .

3) AMRENHEME (RWVWER) IZHYE > TWaD O (basophilic) ,

16
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4)
5)
6)

7.5

7.5.

1)

2)
(D

(2)

TR O N T o LIRS THWZARZE LTS O (criss-cross) o
BAERRY HoT-MEOBEMR RN H D (piling-up) .
PR E 2R3 2 7 b > MARBE O M AR B FHIZ 2 (invasive) LTW3B H D,

EROBERM
1 fREtARAT
IR Bl T T

WHEHE CEHREEHE/ D x L) 1220 T, B OFE) xFREE 2 & Btk
X BUETH] C Student Ot HiE Z4T o 72 (FEAKYE 5%, LMAFER)

i R > E

TEERH RIS DWW T, B (B0 X RO 1 & 4B B0 P ] C Dunnett © 2%
BILHRE (BEKE %, FUKRE) 21T-o7,

(IZBWT, S%KETHEMN R SN T7272®, Jonckheere DI E (F E K UE
5%, LAIEER) AV TREBREO AERAEORIE 1T o7, AREIZE
WL, EHER O A 2Rl S & LT,

7.5.2 B o By & L

1) e 5 R R

(1) BU 2 VOWIE (KR ADNEEE 3 AL

(2) MEMTY OFHWRE (RR /DNEURE 300 ROREHRZE GRR - /NERE
3 fr)

(3) FMEEHAIfEEAE R (BAL © %, RoR @ HOECE 3 H7)

(4) ICso e OV ICooME (HAAL : pg/mL, #IR : AT 3 #7)

2) JBHEEHRRAR

(1) FEHia g oW EIC B3 250 E, M & FEk & L,

(2) HUV o NOBEBHRORK (B |l KA BH)

3) HEYTVOREGLE (MAL: #/v v, Rox o AAEURE 100 R OHEER
#e (TR - ANBURE 141

7.6 BRI EZE

UTFOTRCOHEE &7 L--o, RBRIEEYIC EZlE STz &k Lz,

1) o B Gl R

(D) FHEOFTMMARERZ T VBB 27 =2V ETHD T &,

2) TWHEEHER

(1) ZHEOFMARERY = VRS2V U ETHDE L,

(2) FHMEFTREZRFHEB N 4 HEM ETHD Z L,

(3) &tk () B OREEEEN 12/ 7 = VR THD T &,

(4) BBYEXTRRTE DO AHE A | B (B xIRRRE 2 & ik U TR EMICa B 722

17
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& R9 2 &,

7.7 HBEROHE
MR DHEIE TROEEIC LD, AT AL BIR L CRAEMIZIEN L 7=,
1) &k
BB AP DO T BB S R e (FREE) SrERIE 1 & il U CHEGH I 5
BERD bRV,
2) Btk
PSR B AL PR DR B AR R S v (D) < RREE 1 & ik LT, MEFmIcHE
BlZHmL, o, ToERICRERTEEIRD SN D54,
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T-G435
8. HEBRERRUBE

8.1 HH A 12 5E S ER

FREKIEOR LICRLE,
WEGHARROMEEARET 57D, [Bhas 42 #lz 5 B E iR RRIC
%E@%EJKE%BntIWO%ML%%%ﬁ%&L\HTQWZTﬁﬁLt7%\
398, 199, 99.4, 49.7, 24.8 TN 12.4 ug/mL O F 8 & &% E L CHUM YRR %
Tol, TORER, 99.4 pg/mL 205 1590 pg/mL O A EIZB W T, HEKIEN %
ARG BB 2R DD DNER D B AL, 1Ce KN ICs 1T E N F 4 746 pg/mL LY 438 pg/mL
cHMENT, U EORRICHEKSX, me42m%%mw5%”%%m% X%
EORME) #5F L L, MlEEIREO N2V HEIZ 2 A8, MaHEEIRO LN
RV B GHETED 50%E IS HE (ICs) iz 2 H &, mmmgﬁﬁﬁmmm
FEINDHE (ICy) MIC1I HENHGOLNDL LI, kEmMHEEL 750 ug/mL & L, &
1.5 T L7 500, 333, 222, 148, 98.8, 65.8 &1} 43.9 ug/mL D 8 &% &
E L7,

8.2 R E R AR

RREX2EPK 2L CICEK IR LT,

WEERHRBR O R, WY ELHEEED 333 ~ 750 pg/mL O & Tk, WS 2
JBENR Iy MCELTWRWI ERERESNTZD, KM OSEN5
W%LtoﬂﬁT%ﬁ%%%E%@%®m9\ﬁﬁ\%8\M8&022%ML®W

BT AEEGRBRRT, TFN 11.0, 123, 21.2, 222 KR 15.0 8/ 7 = v Th

U\%3 222 pg/mL O A EIZB VT, B EED) i1 o 83 /v = vizxt L
THEFHICHEBERBEMNAED 54 (Dunnett DZEHILEMRE., p<0.05) . DO, #
DOAEHICIT IR ERAFMENFE O S 4u7- (Jonckheere DFRE, p < 005) L oT, Ky
BRI L in vitro TORENA T e T —va VIERZE T80 EEZ LN,

k. BEYE (BB RREE 11T iamgmm L 83/ T =l 128/ =R
WThol, —FH, B EICR T 2BEEBREX 2126/7 v | 2 R
ﬁ%ﬁzaumﬂwvxw&mﬁbf Hat i H BB ME R Lz (Student @ ¢
RE, p<0.05) , £/, MlEEMRARIZBIT A4 HEOFANRER v = VEIL T
T3V ThY, WEEBHERR CIISHEOFEMERY = VX TXT6U =L
Tholz, BWHIBHRERIZB T 23 M A2 HBIX S HETh-, TNODORRX

D, ARBRIZEYICEE SO LWL,

FofERNG, KBRBRELEGTICRBWT, /T VB in vitro TORP AT 7 F—
e /1’Ffﬁ’<¥_’ﬁ@”5 (BB:) &¥lE LT,
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T-G435
9. BZEXM
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 /F UEOBhas 42 MifaIS & 1T 5 HIETERBR OB MG e E

T-G435

— H o Vo LY Y O REE (540 nm) A
(ug/mL) 1 2 3 i misimss AR (%)
T - 0.085 0.090 0.094 0.090 0.005 -
TR L 0.5 vol% 0.526 0.545 0.558 0.543 0.016 100
R B LR RE 12.4 0.528 0.551 0.538 0.539 0.012 99.1
24 8 0.491 0.532 0.551 0.525 0.031 96.0
49.7 0.507 0.532 0.495 0.511 0.019 93.0
99.4 0425 0.431 0.440 0.432 0.008 755
199 0.396 0.426 0.423 0.415 0.017 718
398 0.325 0.353 0343 0.340 0.014 553
795 * 0.103 0.112 0.104 0.106 0.005 3.68
1590 * 0.086 0.091 0.092 0.090 0.003 0.00

a) HITRGRH DVBRCIE L S, 7T T B EBUOE R M UL LT

b) EAEGABO X EEL: 0.5 vol% dimethy] sulfoxide (DMSO)
# R Y
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£2 /+EEDBhas 42 MIBIZH 1T B EERIRHER OB R ETEE

T-G435

W 4 B 7 2V H 7= ) OWEE (540 nm) FEHmR
(pg/mlL) 1 2 3 S (e HIEE (%)
T - 0.093 0.092 0.086 0.090 0.004 -
KAt Rt 1 0.5 vol% 0.494 0.462 0.425 0.460 0.035 100
BB L AR 439 0.480 0.479 0.472 0.477 0.004 105
65.8 0.456 0.432 0.440 0.443 0.012 952
98.8 0.462 0.481 0.457 0.467 0.013 102
148 0.411 0.422 0.397 0.410 0.013 86.4
222 0.433 0.397 0411 0.414 0.018 87.4
333 0.356 0.351 0316 0.341 0.022 67.7
500 # 0.135 0.143 0.127 0.135 0.008 12.1
750 # 0.104 0.095 0.084 0.094 0.010 1.08
ML) St B B2 O 0.1 vol% 0.595 0.559 0.530 0.561 0.033 100
W51 Se BR B (TPA) 50 ng/mL 0.841 0.840 0.847 0.012 161

ay %1 6
b) KaPE
TPA: 12-O -tetradecanoylphiorbol-13-acelate
# AT Y,

B D VRIS VT 0 B LI %
) AFIRIEE L 0.5 vol% dimethyl sulfoxide (DMS0), c) FaE(

WA LT, BRYEGS

{4%2: 0.1 vol% DMSO
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#&3 /FUEEODBhas 42 MRBICE 1T AR E I HBOKE

T-G435

B H & B RN/ Y = v i ©
(eml) 1 2 3 4 5 6 mmEY mmuEmE MR (%)
Wk (T Aot PR AR 1 ) 05vol% 6 7 9 11 7 10 8.3 2.0 100
W B A 439 10 9 12 12 9 14 11.0 20 105
65.8 13 10 11 7 17 16 12.3 3.8 952
98.8 28 21 25 15 15 23 2127 5.3 102
148 25 32 22 21 16 17 2227 5.8 86.4
222 100 16 14 16 16 18 15.0° 2.8 87.4
333 6 0 0 0 0 o0 0.0"9%¥C g0 677
5004 0 0 0 0 0 0 0.019%1C g0 12.1
750% 6 0 0 0 0 0 0.0TOXIC g0 1.08
W e (VA ) e R 2 Olvol% 5 11 5 6 5 6 6.3 2.3 100
46 BT (TPA) Song/mL 21 25 22 17 22 20 2127 2.6 161
a) HATREIC 31T B PRIIE 1 6. 7 5 o 7 BEO IUIENE 0 U (T LT, BAVECRIE A IR OO Il 4 100% & L 72 Wit D I & 55

b) BT WY e AR AT,
NPT D .

*p<0.05 {Dunneud & b gifii)
1 p<0.05 (Studem®ufis?)

TOXIC: # AEVE ] 234 2, B0 2 confluent 1S 72 G 22 s o Fo Fo b aiili &b Besh & LK
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1 0.5 vol% dimethvt sulfoxide (DMSO), d) ERE(F O XIEHEE2: 0.1 vol% DMSO



