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[0089]

[0090]

[0091]

[0093]
[0094]

[0095]

[0096]

[0097]

[0098]

[0099]

[0100]

[0101]

[0102]

E=0d 10-2301175

0|ﬂ

urh A AP Sste], B Aol AFE Yol F BE mASE opolehs mdow dRHUA ¢
trh voprolebs Edol BAMOE AMG i AGEA 2 Aol wAglel, ¥ A6l ANE nE
e AR ANE e ARen W oled AN ol e TAHRE AFSaA s Aoz olsHolof 3
W, ol ole AAE ghol W AW L/EE 54 2P0 A #EY L 2ANE TP, I JlER
oke] AWAQ sl%el At YA FEE F UL Rolnt

A 1. stekxsAleh 2=3hE PM011839], RIZF hF Aol it a3tE 2Askr] At A ol A
2

w oA BHe W ohge] ARolA AHgEE setAEA) FEY BHYS FIsHe PO TS

37 SFAlES PMO1183¥ $h7 7teiqivt: SaelEetdd, 7HrAr, A|SEx2avi = nlo]Euto]l € (Zﬂ
THAIZ " FollA Axskar 20Tl A AGE o5 SFEES] A &), s-EF =22 (5-FU),

AleRl, FEE g4, =AgA, dIFgs", gee=FEa, %‘Eliﬂ}om D, EXHZ, oJJEXAl L~
HEHZY, BEx28, trtEekd, "AE8 524, dE2EHY, ET-743 9 PM00104 (o] SFFEES AY &

0 = W Azskar, -20CoA Agstglh). F714 0‘6194 s dS T v FAA] Az
0}04 AZ 4uje] s At 4 3, 7} g4 stEe 50ps] EHAS HUrsglt.
A549%E o] BX1S Q&) Aed <zt # oF AEFHT. AS49 MEES 10% SEiol 3 (FBS), 2uM L-ZF
UAd-2EfEntolA oz BHFH W3 /M ofF wA Fd, 37C, 5% 0, £ 95%

(2
=}
—
(e}
o
av
(o]
~
=]
-
lo
i)

2389 E 2 FHEOR Yro] Fasn:

a. AAA AES] A, A549 AFA 72A7F9] ofFE wmF 5 IC @& FASUAG. AEFeHA=, AEE
& FEeted, 9678 Aef wola Y FolEd]  150ut = 5,0007) Azl MR HFstal, 7243 Sk |
82 BEoR e AY sgER Aesty] Aol ook wiA FolA 24413F Feb Qo sl

A5 BakE MIT #2240 oste] SAsglom, o7]dA Hdolglis Alxe] vEZEgopelx Hepa i
2 (formazan) 08 U E = HEZDGES 3-(4,5-tIWdHolE-2-¢9)-2,5-HAldHEGEF HEvo|=5 A}
S35k, MIT (50mL9] Img/mL A% &9)E Aol Fr1sta, vkt AAol AL wj7bx] 37ColA A1zt
ek Aol dativk. Wi wiAE FERA AAR F, DMSOE HUlste] B84 Heb ¥Evkd AHES
SAAAAM FAE GHom wEth. o] FHEE 5d0molA FHEE FAste] AFesith. A= o

27 AE e MEEEA et 2 =232 Aol ARSE 1C gt (50%0] AE A AAE sk

& FE)2 Prism v5.02 AZE O (GraphPad) & o] &3to] ALtslditt. ZAde & w52 Yo, 2+4
3o ZyE B4 FHor el
A549 FoF AEFo ek Zhzhe] "ol kAol thEk 1Cs gk (72A17FY] 8 w=F)& E 1o YeRY
F 1
Zk ofAloll i B FE IC at
335 ICs (W) 3eE IC5 (M) 4= IG5 QD
PM01183 3.60E-09 A S 9.00E-04 5-FU 9.23E-05
A A e 2.80E-10 =g e 4.00E-08 A e 3.00E-09
NERES 2.50E-07 o9 F 1) Al 3.556-07 ulo] Enlo]al ¢ 2.49E-04
oFE]x=mle] Al Dl 4.70E-09 =Xzt 8.00E-07 o E ZAFo| = 7.82E-07
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[0103]

[0104]
[0105]

[0106]

[0107]
[0108]

[0109]

[0110]

[0111]

[0112]

[0113]
[0114]
[0115]
[0116]
[0117]
[0118]
[0119]

[0120]

b.

o

S550d 10-2301175

BHxY 3.10E-09 Bl 2H 6.81E-06 ANFEIZI AT E 1.00E-03
FHE2E 1.00E-03 o7 = 8kzl 6.00E-04 s e 3.29E-06
JdEZEY 1.00E-05 ET-743 2.25E-08 PM00104 7.00E-09

FHAl MES BEXMoA, A549 Q17 TY AIXES AV AFH 4 FAEY &4 PM01183F QIS H o] A5
obA FEHE I, S, 2 FFEd dE 4 srEA ALgegu (100% %), 27] ICq 7 (100%,

75%, 70%, 60%, 50%, 40%, 30%, 25%, B 0%)°] WEEEA, ool A& 7} ol sighmoel viste] s,
Z3rd ARAQJ (Rt &) Fol-vkg A ow dhr]eh o] AJsH3it.

PM011832] 1Cso kA 2] 1Cs

100% 0%

75% 25%

70% 30%

60% 40%

50% 50%

40% 60%

30% 70%

25% 75%

0% 100%
AT BERA, WS @S x-F ol Ll ol uig y-F ol ehdl & WIROR BA RE Aol
v el 2l FWA WS (AEA, 1009 1y PHOLIS3SH 1006 1C, B2 SHErmAle] ofe
g gE)E bl SHAS a3tk el SwAelAel W ghEe] Ao #EF A%, ¥ oleld 4
B4 A9 EE ol 9 AUEE AP Er 45A8A G EALE A% deple Az o
4 5 92 Aol
PIOLLS3SE 2t2fe] ohgsl Al o) 28, 9548, WA S ARAD GASE 2 A0 8P
AT B g o shiel kg ©E

C.

5-ZF 9 291 PM011839] =3 (= 2) 2 AAERIZ PM011839] %3 (&= 3)2 A9 BE Fo] H| &9
A<

S POIS3e] X5 (£ )L 50/50-40/609) Fol WlgolA 45488 vehd du, mAEa

PM011839] ZF-& (% 5) 75/25 B 50/50 Folzk nl&olA d5a8S Jehuda, e =9 PH01183e]
2 (& 6) A9 B Fof gl o285 HeEniY.

e.

f.

-0 2 (5 7)3) PM01183, whelEwho]l € PMO1183 (= 8), R oE]iewlelAl D (&= 9)9} PMO1183<]
§ Al BE Fo gl dess et

EXE b P011839] 232 2 A5A-ES Ued @ (= 10), dEZA]=9t PI01183e] 232 (&

11) 60/40 2 25/759] Fof H|&olA A52H8S el St
z

HEZY 7 PM011832]

. BEmagial PH01183S) 292 (&= 13) A9 B Fof nl&olA 43 ds2hes Uehiodn.

NZRE T =k PH01183e] ZFHE (£ 14) A9 & Fof ufolA A5Has el

. MR 2=" 3 PN01183e) F¢e A AszbeS YERIIY (= 15).
. O7kEnRlE PM011839] =3H2 At AsEES YEY (= 16).

o FHAIEE 28 PM01183S] X3 (2 17) 71 BE Fol nlEoA FezhgS Y.

ol 2 ZElY ) PM01183e] =TS (= 18) 743 A524-S vehgic).

ET-7433} PM011832] %8 (%= 19) 75/25~60/40 = 30/70 Fof v]golx A52-8S VelyATt.
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[0121]
[0122]

[0123]

[0124]

[0125]

[0126]

[0127]

[0128]

[0129]

[0130]

[0131]

[0132]

[0133]

[0134]

[0135]

S=50dl 10-2301175

n. PMO01049} PMO11839] 2§ (& 20) A9 EE Fo v]&oA F528S YeERA.

AA 2. st g9t 23E PM011839] AZF &F AEFM Y a3s AAHs 7] 9 Add f 4.

WA BAe £39 Anel AEE HALAL FEF BHL FoAY)E PSS HHS ZPsax

(@)

== ZFrete] Brhskgleh: AlaEeke, SAEEdE, AZREATE, vlo]Erteli]
(el5 sFESe AL gd4e b olF THRF FToAM Axsta, -20TAA AL, AAE,
= Al ok H) AL, AJERERL, oFE|nemlolal D, EXEH|ZF, oEXAlO|E, HEn

¢

2, A EZEY, o=, PM02734, ET-743 2 PM00104 (o]% ﬁ}%%%o s
Z3kar, —20CoANA AFAsAh) . F7ie] d#He] A FEA wjx] FoA A
st HF 4vl9] =5 IAEISY. A 9, 7 49 e 50 EH NS HIFsA .

A673L E ATE Q& AElE 3t 3FET 8% (rhabdomyosarcoma) Al
A (FBS), 2mM L-ZFEb 2 100 &9 /mL ¢ FUAA-~E=AEn}o]
(DMEM) N, 37°C, 5% CO, 2 95% 5ol A A A FH .

BN OFO l>

EFATH. A673 AEES, 109 $Elo}
Ao

2 Bed EHa Wy ols wiA

AR e 10 AAE At o], 2AEE 2 PROE hre] £Ysgnh:

a. A AES] FAA, A673 FF AEFNAM 72A3te] e =F 5 7 ofkFel W@ 16 #&

A6T3 o AEF f Zhzhe] WAL A 16 # (FE xF T2A)S, AN 10 AAE FAE
We ol gatel Awstsict,

oF

X 2
Z} ofAlo] 3k 1Cs 3 = T= (M)
3EE ICso (M) 3= ICso (M) 3= ICso (M)
PM01183 2.20E-09 A =Z 2 3.03-05 SAe EekE 7.80E-05
A el 1.97E-07 A A e 4.34E-10 A e 6.50E-10
FIERENS 8.60E-09 H] -2 5.00E-08 )91 Zn] Al 5.20E-07
nlo] Enfolal C 2.99E-06 otE] vl Al D 9.56E-10 ZEzk 2.40E-08
o E ZAFo| = 1.55E-06 R 2.16E-06 NEZEATH = 1.00E-03
ot Eurz 3.00E-04 B ZgE A 1.00E-06 dEZEY 5.00E-05
olZdd 2.16E-09 ET-743 1.90E-09 PM02734 3.60E-06
PM00104 3.00E-09
b, FHA AES oA, A673 A3t T AEE, AAld 1o A¥E AP T2 553 16 552 L3
o A7) A58 A 443 2Fste] PM01183} Al At o)Akt Al wigE H Ay mgd of
ol AwE Ay o] FPHJon | ANFEEA FIE A 1o AAE A Z-E NIT B4 osle] =AE
St

o] Bl wa}, A673 QAZF &F AEFoA 7|7 FAH AL
%=

a. AlZ=Z2E 3 PN01183¢]
At

g (&= 21) 2 Sy Zgkely) PM01183e] 2% (= 22)2 73 28-S Yeh
A el PHO11839] 23 (& 23)2 73 45288 Jebd a3, AA e PH011839] 23 (&= 24)

75/25—70/304 o] Bl &M A2eS YER ST

c. =AgA3 PM01183Y] %3 (& 25), W=z~ PM01183Y %3 (& 26) % H|:="Aw 3} PM01183¢] =3

(& 21)& A9 g Fo v &AM AszeS YeERAY.

d. 9$-=Fn0]A137 PM011839] %3t (&= 28) ¥ olE]:zwmlo]Al DI} PMO11839] =3 (& 30)2 AL EE F4o ¥
EA A A52LS e 8 mlo]Entolal €9} PM01183¢] %3S (% 29) 78k A5zkg-s et
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[0136]

[0137]
[0138]
[0139]
[0140]
[0141]
[0142]
[0143]
[0144]
[0145]

[0146]

[0147]

[0148]

[0149]

[0150]

[0151]

[0152]

[0153]

[0154]

S=50dl 10-2301175

. EXHZT PM011839] %3 (& 31) ¥ o EFZAFo|=9) PM011839] %3 (& 32)& Ao RE Fo] H| & A

f. BelesEly) PM01183e) 232 (&= 33) 723 45285 el

g. ANEFRZETn=o} PN01183S] 232 (= 34) A9 BE Fo v g F528S Jeldr).

h. th7F2uzl 2k PHO1183e] 232 (= 35) 75/25-70/30 ¥ 40/602] Fof Bl&o| A A52H8-S YeERSIT.
i, BAZE2]F 29 PN011839] %32 et 452He-S eI (= 36).

j. ol E=EE T PMO11839] 2§ et FeAE-S YERSIT (& 37).

k. oFZE]¥} PMO1183¢] %32 (% 38) 50/50-30/702] Fo] H]EolA 528 Yehfdot.

1. ET-743%} PM011839] %&<& (% 39) 30/70-25/75¢) Fol mlgolA A5zH8S Vet

m. PM02734%} PMO1183¢] %2 (% 40) 75/25 ¥ 40/609] o Bl&o)A A52H8-S YeERSIT.

n. PM0O0104%} PMO11839] ZEF2 5285 UENATHE 41).

AAe 3. stehAlEAek 238 PM011839] ARt ofd ZAF AxFoAe] aves dAsh] A Aldd i o

ot

&7 ASS PMO1183y 2&ste] H7letgtl: Al A~Zalel | nlolEnlo]al ¢ (o] m
% FFF oM Azxsa, 20T AFsREh), 5-2FL29ed, S4FHA, ggw=Fu)a, AlE
Zb, olglwH 7, WEEHAMOE, o EXAle|L  tlylZnlA, HA|Z@ A PM02734, ET-743 2
PM00104 (o1& 3FEE A &AE &3 DMSO FTollAl AZ=staL, -20CTeA AFsAeh). F71e d# 9
Mg BHA wix] FollH Axdte] HF 4wl FEE 2AENT. 9 3, Z FgXE 3L 50 =
HANE Hrrskadt.
SK-MEL-2%= o] A& & MemE Q7 TAE AXFYCt.  SK-MEL-2 AXES, 10% $-elo} 4 (FBS), 2mM
FEM 2 100 ©9l/nl o HYA--2EREnfo|Ao® BEHE HA FF olF dlx] (MEME)Y], 37T, 5%
€O, ¥ 95% FXolA FAAIFATE.

AAjel 1ol FRATE A o], 2AEEE 2 FEer vro] st

a. AHAA AES] FA A, SK-MEL-2 &F AEFolA 7243t of= =F F 10 ke S

SK-MEL-2 F% AlEFoll ok zhzhe] Al kAol 10 7k (FE =F 72A3H)S AAld 1o AAE FUF
WS o] 83le] AAatslal, ¥ 3o YERIYT.

# 3
Zy kAo T3k ICs ¥EFZ QD
33E IG5 (M) 3= ICs (WD) 3= ICs (M)
PM01183 2.00E-09 AN2=ZgE 1.60E-04 5-FU 7.00E-04
Alerelyl 3.89E-06 HEE Aol E 1.00E-04 oh§- - FH) Al 1.77E-07
= xFH)2l 3.00E-07 ulo] EnjelAl C 9.00E-07 Exgzt 4.376-07
olgl =g gk 1.80E-05 o EFX Aol = 2.89E-06 7= nkA 6.30E-04
ERER RS 5.00E-05 ET-743 2.00E-09 PM02734 1.76E-06
PM00104 2.00E-09
b, FHA ME< FXo)A, SK-MEL-2 &< Al , Jol 10 drd Ay 32 553 1C 59 5d3 =
oz 7] Ag oAl 7 xz3bsie] PM01183% A QAo st M E sldE E ME =g g
Al AgE AR Zo] FYEer, AxSAd ade AAld 1o AAE AT ZE MIT 44 ot S
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[0155]
[0156]

[0157]

[0158]

[0159]

[0160]
[0161]
[0162]
[0163]
[0164]

[0165]

[0166]

[0167]

[0168]

[0169]

[0170]

[0171]

[0172]

SEE53d 10-2301175
o}
o] HAo) we}, SKMEL-2 A7 FAF AEFNA 717} HAH AT
50/50 % 30/708] ol W &olA A5AES el

b. 5-ZFe=5ehd It PMO1183e] =39t (= 43), AJehebdlal PMO1183e] =39 (= 44), H wEEHA|ES}
PMO11839] %3{H2 (%= 45) 2 A52-8S YeRdsditt.

a. Al2=ZEE ) PMO1183e] =%

o
b
S
2
~3
ol
~—
N}
o

U217 PMO11839] ZF (&= 46) 3 =A4AFHA13 PM011839] Z3F (& 47)2 A9 EE Fof HlEo|
5 vEhd gk, mle]EwbolAl €7 PM011839] 232 (& 48) 743 5285 YeER.

)
0) -10
3 i

=S

R
o>

EXH Y PM01183S 2T (& 49), ol =gt} PM01183e] 2§ (& 50), B o EXEAFe]=9} PM01183<]
(= 5D AeAEs Hehiglor], dF Fof vgedM = A3 doddE HET

e. U7kEnZ T PM011839] Z=3H2 5282 YeERHST (&= 52).
. HIAE ] R0 PM01183e] =S A A5 AES YERAY (= 53).
g. ET-7437} PM0O1183¢] %3S (& 54) A9 BRE Fo H| &4 A528S YT},

h. PMO27343} PM011839] %3& (& 55) 25/75-50/502] ¥o] H]LolA] A48 elygt.

i-N o

~

—n

i. PMO01043} PMO11839] %3+ (&= 56) A2 RE Eo v]&oA A42H4S el ).

AA A 4. st mAet 25hE PMO11832] QIF A &F AEFoAM e auE AAsr] 9 Add W A

:rL
2 AT 54L& Ay Ame AMEH A RA FFY S-S AIA7IE PM01183e] THE A3}
a =

at7] ofAlES PMO1183¥} xghsto] F7beigivh: Alndetd, S4kelEeld, violkrtoldl € (o= 3gtes9]
A S A g

Wit o]F R4 FOA AxsL, -20CAN ASATh), 5-EEom e, AAEh
A, A, wwEn, BT, Aetehil, Sau, okewrtol4l D, EXHZ, olewHx,
EZMo|E | oEXAIOE | Rlw28 HAIEIREA BEHZY, JdEZEHY, ZFE =, PM02734, ET-743
PNOOLO4 ()5 BHEBES] A% §o& @8 SO Fol A Alxsha, 20CelA Agatsrh. F7H4Q adee
gajele FEY WH FolA Axstel AF wle] BES SRSt U P, 74 94D BB s0u
Hog Ao,

PC-32 ¥ BAS S5 A9 A AP AYF A
S

(<3

RS

ol ATH. PC-3 MEES, 10% F-efol A (FBS), 2mM L-
FFE 100 @91/ o A -LERE OO 1

zH 2249 33 7)d A5+4& WA (Roswell Park

An 10 ANE AT o], ALY 2 FEOR ro] st

a. FAA AES BANA, PC-3 FF ATFAA 72029 FF wF F 10 A4S ST

* 4
FookAle] tigh 1G5, at & 5% (M)
335 ICs (M) 3eE IC5 (M) 335 IG5 QD
PM01183 2.60E-09 ] 1.10E-04 S S 1.71E-04
5-FU 1.00E-03 A EFEtRI 4.00E-05 A A R 4.00E-07
HEE@ Mo E 1.20E-04 A e 1.86E-08 s} e ek 9.00E-08
H] =) 1.00E-05 o} 2] Al 1.15E-06 =7 A 1.48E-06
ulo]|EujolAal 1.00E-05 otE]=mlo] Al D 1.00E-08 XE|ZE 6.33E-07
olg] =gk 7.00E-05 o| EX Aol 4.80E-05 HExY 8.00E-07
B e 3.90E-06 ZZE = 4.90E-05 BA EE 5.00E-07
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[0173]

[0174]

[0175]

[0176]

[0177]

[0178]

[0179]

[0180]
[0181]
[0182]
[0183]
[0184]
[0185]
[0186]
[0187]
[0188]

[0189]

[0190]

[0191]

[0192]

S=50ol 10-2301175

AE=EY 2.33E-04 ET-743 8.00E-09 PM02734 5.40E-07
PM00104 7.10E-09

A AES] FAeA, PC-3 A3 FF AlEE, AAld 1o dWE A 2L 553 16 %9 43
AFE okAl Z43 x3sto] PM011833 Al <lstHlo] dskgltt
FRHNeH, AESG G AAld 1o iAE A

o] &Ajel uwhe}, PC-3 QIZF ARG AEFA s7]7F A E AT

a. A~ZET PSS 2Fe (2 57) A BE Fof ugel 45A8e Jed f, S8 2
PNOT183] 23 (2 58) 48 A+2ES Y.

b. 5-FF 27} PM01183Y =3 (= 59) % Alefebdl® PM011839] &3 (& 60) HY EE Fo H]&
N As2ES YeERNAa, AAERIT PH011839e] 23 3 4588 el (= 61). wix|gtoz |
HEE A o] ESl PN011832] Z3He (&= 62) 30/70-25/759] Fof H|EoA A52-2S YEdr).

c. WAIERAS} PMO1183S] £33 (= 63) 719 W= HEdA JoaES Hepd 3, S edst PH011839)
232 (I 64) 40/60-30/709] Fof HlgolA Jezg-S YERT.  v=Awd) PN01183e] =Fe (& 65)
e FsAgS JERIiT.

d. Th-=F1)417) PM011839] =7 (& 66) ¥ HAF0]AF} PM011839] %32 (&= 67) 28 4528 YEh
Qtt. mle]Ewlolal 3 PM011839] %3t (& 68) @ olg]x:-wlo]2l DI} PMO1183] %3}
o] BlEoA H52HeS YERSIT.

e. EXHZ PM01183e] %3 (& 70) E olzl:=dHzta} PMO1183e %% (& 71) 73 45285 Yehd 3
H, ol EXAlo]=29} PM01183<] %% (%2 72) A9 e Fo] vl&oA 5485 YeEUAT.

EO{
rlo
i
o)
N
i
lo
b
i
—m

f. BHElZ3 PN01183e] 23 (= 73) 79 BE Fo H&olA F5A-8S Hehlslth.

g. ®BEw=sels) PHO1183S] 23S (& 74) A52ES e,

h. ZFeb| =9} PHO1183e] %3S (% 75) 40/60-25/75¢8] Fol mlgolA A5zH8S Ve,
i, HIAEEFE20k PM01183Y) 23 73t Asahes vedd (2 76).

i olEREEI PMOTIS3S] 22 (2 77) A9 B o] mlEelA FSAES HERIT

k. ET-7437} PM01183¢] &3 (= 78) AL EE Fof Hl&AA A52H8S YeEhiT.

1. PM027343} PMO1183¢] %3S (% 79) 75/25-70/30 2 30/70¢] Fo] H]E&o|A] A&=28S velugith.

m. PMO01043} PM011839] =32 743t A52H8S YeEY (&= 80).

AA S 5. S EASH 23 PN01183S] Az AF AT AEFoIMe] BAE A A APw ) AT,
B AT B A 9Fe Anel ASE HEARAL FEF BHLS FoAIE PO1ISIY e S5
a7 s Aole,

3t7] oFAlSS PMO1183T} x§ate] rlatgict: AlaZetd, SaeZad, (
olF THT FolA Az:sta, -20ToA Aedeh), AAER, thg- |
ulo]l Al D, EXEZ, olgEHF, HEEHANE, JEFAE HE
Eld, PM02734, ET-743 % PM00104 (¢]& SFEE] A &AS 43 DUSO FolA Al
Faleh) . F7FAQ] 4] gAds FEA wjA] FoA Axste HF 49y =& EA4NG. 9 9, 7
M8 3gtEe] 50 EF NS H7IskT).
PANC-12 £ #2415 98] Aded Azt A% s MEFSTE. PANC-1 M2ES, 109 Felol 2 (FBS), 2mM L-
FE 2100 ©9l/mL o dUAY-2~2ERErfelioR wnEy 224 g3 g A4 8lx] (RPMDel, 37
T, 5% C0, & 95% HFZollA FAIAH .

A6 16 AAE AT o], 2AYE 2 FRow e FaAsth
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[0193]

[0194]

[0195]

[0196]

[0197]

[0198]

[0199]

[0200]

[0201]

[0202]
[0203]
[0204]
[0205]
[0206]
[0207]
[0208]
[0209]

[0210]

[0211]

S=50dl 10-2301175
a. A AES] F40lA, PANC-1 TF AMEFA 72479 oz =F 5 16y #t& SASIAT.

PANC-1 & AEFoll gt ztzke] 7ia4]l opAle] 1Cs #h (oF2 =2 72217 AAld 10 A a3 W
K

WS o]gale] AXtetar, ¥ 5ol YERQITH

¥ 5
Zy kAo 3k ICso ¥E FZ QD
33E IG5 (1D 33 E IG5 (1D 33E IG5 (1D
PM01183 2.80E-09 A 2=ZgE 1.47E-04 S EsE 1.84E-04
Al EfEtdl 9.00E-05 A EFR 1.00E-06 HEEZ Mo E 1.00E-05
o= 2] Al 8.69E-07 E4FuAl 3.45E-06 olE] L-mho] Al D 2.20E-08
EXHZ 4.37E-06 olg] =8zt 9.00E-05 o EXEA}o] = 1.00E-05
BEZEY 4.16E-07 R 6.05E-06 HA T~ 1.00E-05
JdEZEY 4.16E-07 ET-743 2.10E-08 PM02734 9.00E-06
PM00104 7.89E-09

LA AES] EA0A, PANC-1 IZE % A, Al 1o AHE A 2L 553 16, s=] $LF

Rab=l °Uﬂ 242t} zgbeke] PMO1183+} gl Qlstdlo] A stsict. Al vl
o, AEEA ads A 10 AAE A 2L NT

o] &4l wet, PANC-1 Izt 7 4T AlEFNA 4771 EAE A

A=Zely) PN011839] 2§ (% 81) 2 &4 Zebely) PN01183e] 2§ (& 82) 743 45242 veh
o

b. AlEFEIZ PMO11839] =32 (&= 83) A9 EE Fo vH|&dA F58S veld 3, AAep =
PM011839] %3 (&= 84) 2 WEEHAMo|ES} PN011839] %3 (& 85) #3d A5x4S Vel UT).

3 P

Uhp-le Al PMO11839] =3 (&= 86) R =AFH|Al3 PMO11839] =¥ (&= 87) J<szhes ekl
g, oFElm=who] Al Do} PMO1183¢] 92 (%= 88) 75/25 Bl 30/70-25/75¢] Fof H]&oA FeaH-8S Ul

o

l‘

el

d. EXE 7} PM011839] %3 (& 89) ¥ o] = ZF7 PM011839] %3 (& 90) #st A5x4 Jehd 3
H, o EX Aol =9} PMO11839] 23S (& 91) A9 EE Fo vl&dA F54ES YERA.

B ZY 3 PM011839] ZF-E (& 92) 75/25-70/30 2 50/509] Fof wl&olA Fo2ES YR

f. BEesga PM01183S] 23S (& 93) A9 BE Fof vl golA d5aeS YeRol).

g. FAEE 20k PM011839] 2Fe AT 5 AES YERSIT (= 94).

h. olE=ZE93 PM011839] 2§ s A54-8S YeRdT (& 95).

i. ET-7437} PMO1183¢] %3S (&= 96) 79 RE Fo] njgoAr A5z Yehddn.

j. PM027343} PMO1183¢] %32 (&= 97) 79 RE Fo] nlgoA A5z Jehldnt.

k. PM0O01043} PMO11839] %&H& (&= 98) 75/25 2 50/50 Fo] H]&ola A28 el

AAle] 6. shehA]mAl9 23 PM011839] Q17F 9] hF AMEFolA 9 avs A4sy] g Add W A

woee] BAe slgre] Amel AHgE SeAEA FEY BHS B POLISS L FHsand

)

@

getol Hrbekdivh: AlaEete, SAEEE, ASREAG I E

i ol ST wolA Axstar, -20TelA !
=l i TR, G7FERRRL AJERERL,

Pzt HEEHACIE, JEFAPE, HeEwmXAH, HAET
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[0212]

[0213]

[0214]

[0215]

[0216]

[0217]

[0218]

[0219]

[0220]

[0221]

[0222]

[0223]

[0224]

[0225]

[0226]

S5S0dl 10-2301175

PM02734, ET-743 31 PM00104 (°]& 3ptE59 A 84S 53 DUSO TollA AlxstaL, 20Tl #7433
. F7HAR1 49 RS FHA A FolA Ax3ste] AF 4] vEE AT, 9 &, 7 34
H e 50 EHAE st

HGC-272 & #A4& 93 Aded Az 9 b AMEFvE. HGC-27 MEEES, 10% ol A (FBS), 2mM L-=
FEPY 2 100 @9 /mL o HAYUAH-~E *‘EU}O] o7 HEFH olxzH WME EW|= vl (Iscove's modified
Dulbeco's medium: IDMD)ell, 37°C, 5% CO, & 95% F=olA FAAF ).

AAel 10] AR AT o], 2 YS 2 FROE o] Fasg:

a. AAA AES EA oA, HGC-27 T MEFA 7247k FE =& F 10 #hS SHSUT.

X6
FookAlel tigh 1G5 at & 5% (M)
335 ICs (W) 3eE ICs (W) 3eE IG5 QD
PM01183 8.50E-10 A =ZgE 8.00E-05 SAgEEE 1.06E-04
5-FU 1.00E-05 A EFEtRI 5.00E-05 A A R 5.34E-10
HEE ol E 3.30E-08 s g4 5.00E-09 Hagag 1.25E-08
H] 2] 6.50E-08 - F 1] Al 3.72E-07 =27 A 5.40E-08
ot =mlo] Al D 3.74E-09 SZE|ZE 8.08E-07 olg]:=H 7+ 4.00E-06
o EXAJol T 2.90E-06 BEHZEY 5.60E-09 R 1.20E-06
ANE2EAdu= 1.00E-03 = ARt B 3.46E-04 A Z A 1.50E-07
dqEZEY 7.50E-06 ol=gld 9.00E-09 ET-743 5.80E-09
PM02734 9.50E-07 PM00104 3.20E-09

LA AES] EA A, HGC-27 IZE FF AEE, Al 1o dAHE A g2 553 16, sE] $LF

b
2o 7] Agd FA A3 x3Fshe] PM01183F Al A 5tH| o] s}

2 Atk AE WFE L AE e o
A AgE At ol FAHM, AZSA Faks AN 1o AN A B NT A ekl F45

a. A=ZeE PIOLIS3S £5e (£ 99) 79 RE Fof nlolN 25A8s e B, SaZehe)
PM011839] =32 (& 100) gt F52H8S e,

b. 5-ZF ez} PN01183e] Z& (= 101) 2 Alekehulz} PMO11839] =32 (= 102) H+28S ey

glow  AX Fo H|FoMe e A5zHeS JeRdeh. AA eI PM011839] 23 (= 103) ¥ WEE
Ao]E2} PM011839] 23S (& 104) A2 BE T vj&oM H452HeS e,

c. W}EE AT PM011839 %3-o 43 A4S vehAT (& 105). w2~ d PM01183Y %% (&
106) 2 vlw==Hl 7} PM011839] X3 (X 107) BE Fo H]goA 4528S YERSITE.

d. Th-=Fu]203 PM011839] =% (&= 108) ¥ otE]i=wle]Al Do} PMO11839] %32 (&= 110) 4 A5<8&
Ueh ek, ZAF8] A3 PH011839) %32 (= 109) 75/25-60/40 Fo] H|&olA A5zH2-S velgglidt.

e. EXHZT PN011839] =32 73t 5288 yeEiidt (& 111). o] :=H|zkz PM01183<]
112) 70/30-60/40 % 40/602] Fo B]&olA AczE&S vehd 3HH, dEFALo|=9} PM01183<)]
113) A9l BE Fo v]golA 5288 Jehol.

BRI (= 114).
g. BP=2udh PN01183S] 92 (= 115) 719 BE Fo Hl&ddA Fe2h8S tehl .
h. ASREAspv =} PN01183S] ¢S 3 Foa8S UEhhodt (& 116).

_\.L
Lo

f. BE|x} PMO1183S] 292 23 d<s8S

T
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[0227]
[0228]
[0229]
[0230]
[0231]
[0232]
[0233]
[0234]

[0235]

[0236]

[0237]

[0238]

[0239]

[0240]

[0241]

[0242]

[0243]

S=50dl 10-2301175

i COh7FEERd ) PMO1183S] 23 A Aea8-& vEhe (= 117).

. WAEE A0 PNOLI83S] 23 AR AeA8-S dEhidT (= 118).

k. olEZEd¥} PMO1183e] =32 A 28-S HEhliddy (= 119).

I obEeld =t PNO1183S] 252 2 Fos8& HeEhldt (5= 120).

m. ET-743%2} PMO1183°] %3k (&= 121) 50/50 B! 75/25 ol Hl&oA 52823 Uehlitt.
n. PM02734¥} PMO11839] =& 73t 452-8S YeEpit (= 122).

0. PM00104¥} PM011839] #3h2 (&= 123) AL BE Fo v golA 5288 VERYSITE.

AA 7. st sAlet 23E PM011839] ATF T F AXFolAM e avE Agsy] s AdEH g AT,
H oA BAHe W] xR AlgH A g dFYd FA4S FsATE PH01183e] TES FAH3a

] SRAIES PHOLIS3T EFetol Buekdth AsBebe, SdeEeke, AZREsvs, ARsE, vhol
Evelal € (o]F SFRES A §4S Wit o|F FFF FAA Axsa, 0CAA AFHAD), 5-EF
em9ehd, AAEN, EAA, SEUEA, NAY AT, wwndn, et tohenl, Age, 5

aFH)A, olElwrboldl D, EXHRE, oleluwezl, WEEHA
A EZE, ol=Zgd, PM02734, ET-743 % PM00104 (°]E 3}
@, -20CelA ARSI, FAhAQ Qe Ao FEy vz
gk, A9, 7 SN SEE souel AN Ak

Tatol=, Bewsy, WA
e

J golS 53 DNSO FollA AlZ3)

* o
m
o
X

%

il
=
o 1o

IGROV-1& B BAS 9lg) Meld A7k WA AYdE AEFAUC.  IGROV-1 AEES, 10% $-elo} 3 (FBS),
oM L-2FEpl 2 100 @Y /mL o -~EdElolAo7 BEE 22 33 7Y dAfA
<] (RPMD) e, 37°C, 5% C0, & 95% FEoll A = A T,
Ao 10 MAIE A o], 238 E 2 FRoZ Yol FPsgin):

a. AAA AE FA oA, IGROV-1 TF AEFNA 72A31e] e =5 & G ahS S43At.

IGROV-1 F< A EFo] 3t zhzhe] AE =zl okAlY] 1C; #F (FE =% 72417H) S AAd 19 /AN E Hd3
WS o] g3l AlAtstar, ® 7o YEeRNATH.

X7
Z} ofAlo] thEk 1G5 & & 5= ()
33 ICs (WD) 3= ICs (M) 3= ICs (WD)
PM01183 3.20E-09 A 2=ZgEl 7.00E-05 =2aeZEE 8.50E-06
5-FU 9.00E-05 A eI 1.17E-05 A ER 6.34E-09
HEEZEA o E 1.00E-04 A e 5.01E-08 s} e 9.50E-08
PSR BN 3.79E-07 0] - Al 1.39E-06 oh§- - FH) Al 3.55E-07
=282 2.59E-07 olg]w-mlol 2l D 3.29E-09 ujo] Enjo] Al 3.00E-06
EXHZ 3.00E-07 olg] =g ZH 1.00E-05 o| EEALo] 5 3.06E-06
B 2.88E-06 IR ~E 7.12E-04 N2 EATIE 1.00E-03
| AR 3.98E-04 A= A 1.27E-07 dEEEY 7.91E-06
of=eEld 1.50E-09 ET-743 6.45E-09 PM02734 3.33E-07
PM00104 3.30E-09

b. A AES] EAolA, IGROV-1 It TF AIXE, AAld 1] dHd AR &2 553 16 =2 &<

4
g xgtow 7] Add ofAl Ak xFhete] PMO1183F} Al lFHlol Stk Al widE B AE mud
StollAl Al 23t o] wa=don, Axsyg ave dAd 1 1 MAVE A e NIT 246 oJste] 54
shaleh.

o] Ao wk, IGROV-1 17+ Wi obE AEFolA 8717 A= At
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S=50dl 10-2301175

[0244] a. Al=Z2E T PHO11839) 27

e (2 124) A9 BE Fo] vlgolA] A5aeS dEbd 3, S Eee
PMO1183¢] % 73l As28S

< YERS Y (= 125).

T 127) A9 BE Fof ¥

[0245] b. 5-&F \
K g o] E9} PM011839] F3F

Sz PM01183e] %3 (= 126) 2 AElebwla) PMO1183e] %FHe
25 UMYt AAEMIZ PM01183¢] %3 (% 128) ¥ WEE
(% 129) 452845 YeERA.

[0246] c. =AgA3 PM01183<] % = 130), = EAT PM011839] =37 (& 131), ¥ ¥z g]|2=®ld} PM01183<]
232 (= 182) 49 4<s=E&S vEhd @, Bt PH01183<] t};% (% 133) A9 RE Fof v &
A AeEES YER ST

[0247] d. Th-=F1]417) PMO11839] 232 (&= 134) 4528S Yellder.  54AF1)47) PH011839] %3 (&= 135)
2 olE]n-wlo]l Al DI} PMO11832] ZFL (= 136) A2 RE o] H&oA A52a4S Jedl 33# | vlolEnlo]
Al C3} PMO11839] =&-8 (% 137) 50/50 2 30/70-25/759] Fof B]&olX 5285 et

[0248] e. EXHZIT PM011839] %3 (& 138), olz]x=HZFz} PM01183¢ %3+ (& 139), % o EXAlo]=¢} PM01183
o] 23 (= 140)2 4<52H8S YeERHSI.

[0249] f. BEesgah PN01183S] 292 (= 141) A9 BE Fof Hl&dA Fe8< Hehhdo.

[0250] g. NEEFATT =9} PN011839] g2 (& 142) A9 RE Fof ul&o|A 45288 ey,

[0251] h. 7H7F2817 PM011839] &3 (= 143) A9 BE Fof HElA 452ES eI

[0252] i. O7FEnrd ) PM01183e] 2§ (= 144) AL BRE Fo vl&odA 5285 YehSIT.

[0253] j. HAIEE S0k PM01183Y] 23S 45 2e-S YERAT (= 145).

[0254] k. ol S2EH ¥} PN01183] 32 5282 YERTH (&= 146).

[0255] 1. ofZad 3 PMO11839] ZFL (% 147) 70/30-60/409] Fo] H] oA A52&-S JERGT.

[0256] m. ET-7437} PM01183¢] %3-S (% 148) 75/25-60/402] Fof H]go|A A52-8S e AT,

[0257] n. PM02734%} PM011839] %3-S 7st A4zh8S el (£ 149).

[0258] 0. PM00104¥} PMO11839] &% (= 150) A9 EE Fof H|&oA 4528S e

[0260] AAd 8, getxlgAet 25E PM01183e] FHAE 9% AlEFolMe a3=2 A48y 93 Aldd W A,

[0261] B AT HA4LE A o X Bl A8 st EAlY FFTY A4S AsAI7IE PM01183e] THS SA 3t
a2} &= Aot

[0262] 3t7] FAES PMO1183% Z3bste] B7bsiolvh: Al~ZEdl, SAEEgd, AZE2XATE (95 SFEE
A §NE A ol THT oA AxdFa, -20CoAA AFsh), 5-EF 2924, AAER, 57
gl A, wiFEsd, B e®WRl g eF ], AlEERL, 54AFH2], EXEHT, o HZ, HEEY
AolE, oEXAtol= | BEHZY, o|SZEY, ET-743 2 PM00104 (05 IFEE9 AF NS &3 DMSO
Foll A Az, —20°C°1W Agstah).  F7HAQ du A dg FHA R FdA Azt HFE 48]
FTEE gAsglth. 4 93, 24 s sEkEY 50ue] EH NS HUFsSI.

[0263] HepG2& ¥ #2418 93] dgd <2
2100 &9 /mL o] )

A 7F ok AEFPTE. HepG2 MEESS, 10% $-ehol & (FBS), 2mM
= -
0, 2 95% Fol A FAA Y.

EdEulolAlog BEHE FHA G o|F WA (MEME)O, 37T, 5%

[0264] Al 1o] AAE A3 gol, 2Aedg 2 REOR Lhro] 533kt
[0265] a. A AES] BAGIN, HepG2 FF AEFN 12439 HE wF F IG, #E SRR
[0266]  HepG2 & AL theh zhzte] APAQl oRAlel 1Cy g (oFF % T2ARD)E AAlel 19 ANd sdd

WS o] &3te] AALSaL, F 89 LFERHITE.
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[0267]

[0268]

[0269]

[0270]

[0271]

[0272]

[0273]

[0274]

[0275]
[0276]
[0277]
[0278]
[0279]
[0280]

[0281]

[0282]

S=50dl 10-2301175

# 8
Zy kAo 3k ICso ¥EFZ QD
33 IG5 (1D 3= IG5 (1D 3= IG5 (M)
PM01183 2.50E-09 ANeEed 5.00E-05 e kel 2.80E-05
5-FU 4.50E-06 AlerElyl 2.06E-05 A ER 5.34E-09
HEE#H ol E 3.96E-08 A e 5.00E-07 e 5.70E-08
FEEENS 6.00E-08 H) -] 1.02E-06 o} 2] Al 3.00E-07
=T 2.00E-07 EXE 1.00E-06 olg] - ZH 1.00E-06
o EFX Aol = 1.04E-05 HEZY 3.90E-07 NEF2IATEE 1.00E-03
JEZEY 8.60E-06 ET-743 7.21E-09 PM00104 3.00E-09
FTHA AES A oA, HepG2 Q1ZF TF MEE, AAd 1o AWH A3 22 553 1[G s59 TU

5 | A5® okAl zhzbat zghste] PMO11833 Al gl o] A8t
M AdRE A ol e, AEsd adhs Al 1ol AAlE Axp ZE T

o] BA e wi}, HepG2 €17t 7HAIE M EFo A 4717} A s Aot

a. Al2=Zgd 3 PN01183e 2% (& 151) 2 =4t Ead ) PM01183e] =F2 (& 152) 3 F548S Y
EFI AT

b, 5-ZF o2 9a}A7 PM01183Y %F-L (= 153) 75/25, 50/50 2 30/709] Fo] Hl&dA] A+24L YR
ATk, AlEFERRIFE PMO11839] %3 (& 154), AAIERIF PMO1183<] =3 (&= 155) ¥ HEEZHAo|ES
PM011832] %=L (= 156) 743 A52-8S YeRSit.

c. ZAEAI} PM011839] =& (& 157) Zst HA52eS velyddct. &gy PM01183e] =3 (=
158) 2 Wiz ~8l7} PMO1183e] %L (& 159) AL RE Fo H|&dA A5x8S ved std, b=y
I} PMO11839] %3 (= 160) 50/50 2 30/70-25/759] Fo] H|Eo|A] F528S Vel

d. T =F8)a137 PM011832] %3¢ (&= 161) % S=2FH]AIY PM011839] &S (&= 162) 79 RE Fo H&
oA AszhaS YElSY.

e. EXEZIY PM011839] %% (&= 163) W o EXAlo]=¢} PM011832] Zee (&= 165) 73t A<5zH8-& YEh
Sk, olE Bz PMO11832] &S (&= 164) A9 EE Fo vl&oA F52ES YeERAL.

f. HEzxY PM011839] 23S (X 166) 75/25-60/40 Fof vl&oA 4245 Vel

g. AIZF2F¥Aun =9} PN01183Y] ZE (= 167) 79 BE Fo] vl &M A52he-S vl

h. o EZE] 93 PM011839] 2§ (& 168) A3k A5284S Yesie).

i. ET-743%7 PM011839] %3S (& 169) 60/40-50/50 Fof B]&oA A424S el

j. PM0010437} PMO1183¢] %3S (& 170) 73t H528S ey,

AAd] 9. sFstx| A 25hE PM011839] QI7F Ft 4T MXEFAM L axs d4str] A Agd o A+,

2Zete | LA Zete | AZFEXATUE FREAE ] Afo
Ento]il C (o] IFFEE A 9 Aot olF THT Tl Axstar, -20TAA A3, -7
29, FAAER, FZYEA, ZAEA, R3gsd, xR geeFaal, gytEarzl, AlekEl,
E4FuA, oElwulolal D, EXEHZE, oz, HWEEZHAMOE, oEXAE  HE|miE,
HA Z2 5, o Z2EY, EFEAIE, PM02734, ET-743 2 PM00104 (o]& 3FEE59 A &8 =53k DUSO
FolA AxskaL, -20TolA AFstAqh). F7HAQ0 g A ds FEH wjA] FollA Axdte] FHF 4n9
TEE AT, 9 9, 7 g49 geEe 50me] EF NS Hkekdt.

J
u}
i
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[0283]

[0284]

[0285]

[0286]

[0287]

[0288]

[0289]

[0290]

[0291]

[0292]

[0293]

[0294]

[0295]
[0296]
[0297]

[0298]

S550dl 10-2301175

m&mﬂm&%%%ﬁéﬂ%ﬂﬁ%%?Mh% & AEFYTH. MDA-MB-231 MEES, 10% $-Ejo} 3
(FBS), 2mM L-ZFeba 2 100 &9 /mLe) AYAHA-~EREnfolN o BEH EWz W3 o]F wix| (DMEM) I,
Wt,%cmgl%%%EwH<%ﬂMﬁ@.

Ho]a A

vl

a. AWA AES] EA6A, MDA-NB-231 % AEFOIA 72417k kB w=F F Iy #S S
MDA-MB-231 F<F M EFol] gk zhzte] AEA kA9 ICy # (FE =3 72472 AAld 1o AAE 5L
3 S o] &ale] AASII, E 99 LERJQT).

F9
ZF kAo tidk IC50 3 2 H% (D)
335 ICs (W) 3eE ICs (M) 335 ICs (M)

PM01183 3.50E-09 A=ZgE 1.53E-04 S S 1.08E-04

5-FU 9.00E-05 A EFERI 9.57E-06 A A E 8.50E-09

HEE@ Mo E 5.94E-06 A e 2.50E-09 &z ek 8.50E-09

IR et 5.00E-08 H] =) 1.20E-05 & - 204l 3.70E-07

et IR 6.00E-07 otE]L-mfo] A D 4.54E-10 nlo] Eulo]al ¢ 2.00E-06

EXE 1.66E-07 olg] = HIZH 8.50E-06 o E ZAFo| = 4.80E-06

Ha]e=E 1.70E-06 ANEZEA AT = 1.00E-03 ] 9.00E-04

o}yl 2 nkA 1.92E-05 EFEA] 9 1.30E-05 HA| 2g R 1.20E-05

dEZEY 1.00E-04 ET-743 2.00E-09 PM02734 2.80E-06

PM00104 1.00E-09

b. FHA AEQ A oA, MDA-MB-231 17t T MEES, A4 19 AdWE RAY 22 553 10 559 5
At 3oz A7) AFH oA A4 x2Fete] PM01183T Al QIFwlol Attt Al vigE E M
2 NIT #4100 9]she]

= il
< SellM AR A ol FENeH, AEFAE Bk AAd 16l AAE A

5

o4 a7 B

a. Al2=EgEld) PMO11839] x3 (& 171) ¥ SAe|ZEteldt PM011839] 232 (X 172) 452E4S YE

o}

b 5-EF2R I PIOLISSS] £HE (2 173) Ael RE Fo] ¥E et Alekeh
e )

eN
I} PMO11839] %3 (& 174) 2 AA eI PM011839] =% 2S5 el 3|, WEEY
ﬂﬂE%Pmu&wliﬁe(EJWD?W%JW&)%5W%JE?4M%ﬂﬁ‘ﬂ%d%%w%GMﬁq.

o] BAle] we}b, MDA-MB-231 Iz} fHF obE A

c.Ewﬂﬂqpmn%A 23 (%= 177) 2 fZg€a7 PH01183el %L (& 178) A4z4S Yehygtt.
Ae]2=w 3t PM011839] F3H (= 179) 75/25 B 50/509] fFof W &olA Fea&S vehd g, v=dnlat
mmw&4+§3 = 180) AL EE Fo vHgolA Fe2HES UERYRITE.

d. o0 A3 PM01183e] %38 (= 181) 2 wlolEulolal C2F PMO1183¢] %&e (= 184) 79 RE -le—oq
HlEoll A ds28-s Yehidth. SA4FH] A3 PM011839] 232 (& 182) Ze 45485 velidlen, <
wwbol Al DI PMO11839] 3 (&= 183) As2h4S Jehll).

e. EXHZE3} PMO1183e] =2 (&= 185) 719 EE= Fof "M ZsaE&s detliddi. ole ezt

PMO11832] %3t (% 186) % ol EXAlo]=9} PM011839] %¢& (& 187) A528S YEhAL.

f. B} PM011839] 2§ (= 188) 75/25 H 50/50-40/602] ol H|&olA 5288 YelArt.
g. AlERx2gm =9 PH011839] 23S (& 189) 43t Ae48& VeI,

h. 7H2="7} PH011839] 2§ (&= 190) Ao BE Fo HlEo|A 45285 YelSdT.

i, g7EuA 3 PM01183Y] 2&2 (% 191) A9 BE Fo] H| & A A524S Jeluart.
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[0299]
[0300]
[0301]
[0302]
[0303]
[0304]

[0305]

[0306]

[0307]

[0308]

[0309]

[0310]

[0311]

[0312]

[0313]

[0314]

[0315]

Fo HEollA
k. BEIA|ZE] 529 PMO11839] = 743t AazgS UeEhydd (& 193).

g o

1. AEZE93 PMO11832] 232 73t 5243 Yehlisith (= 194)
m. ET-743%7} PM01183¢] Z3$He 73k A52Fe-S YEhAY (= 195)

omn

rU o
i
o
=
2
)

RE Fo Mgl A J5AE2 b,

oA A ES LEhhoT.

==0d 10-2301175

AAd 10, SetAmAS} A3 PIOLS3S A7t AGAF HF LTI ENE Ager] AT Ad )
AT
¥ AT BAe A4l Aol AsE HSHNRAY FFY BYS FoAE PUOLSIY FHS 54

7] SIS PHOLS3T EFstol FrhsATh AxBebE, SauEeE, 2R
FRE FIA Az, 20T

ehl,

FH A

, —20CelA Askslth) .

A Fell A Axzstel HF 4wl wxRE @AY, 4 9, 74 344
A7kstolet

HT-29%= & 243 98 dgd At 24 A4S Alx25F3vk. HT-29 Al25
ZE2EM 2 100 99 /nLe] FHUAdA-~EHAEniolAloZ HEE EWI WY

o 058 ol fHAZAT
of MAE A o], 2TEE 2 REO Viro] Faar):

a. A AES] £4

Ao 1
ol A, HT-29 £ A EFA 72A17Fe] & =& F 1[G @
HT-29 &% AEFel dd 4zt MEBAQA FA9 16 # (k% =& 72A0)& 4
WS o] g3l AxEm, ¥ 109 eERN T

F7HAE

E}\_Tj_}_u]t
ol A Akt A
, ] A , o E]xmlolAl D, EXHZE,
, BN EE R o 2REY, PM02734 2 olZEd (o]5 3
A o] gHAS
3t 50409

=2, 10% S-elo} A (FBS),
o= Hi =] (DMEM) oIl

nho] Evte] A1 €
5-EF o R,

—

e

= [
R

2mM L-
37T, 5% CO,

F 10
Zy kAo 3k ICs ¥E FZ QD
33 IG5 (M) 3= IG5 (M) 3= IG5 (M)
PM01183 3.70E-09 A== g 2.20E-04 A EetE 1.03E-04
5-FU 9.00E-06 Alerelyl 7.80E-06 A ER 4.00E-07
S A e 3.20E-10 H) -2 3.00E-08 O ZH] Al 5.32E-07
EaFu)a 9.00E-07 e =rto]Al D 3.27E-09 nlo] Enfo] Al C 2.00E-06
EXH 3.28E-07 olg] =gk 9.00E-06 o E ZAFo| = 5.44E-06
ez 6.15E-09 B2 2.76E-06 NEEEAmn = 1.00E-03
S =) = 2.47E-05 HA| 2R 3.50E-06 AEREY 2.56E-05
opZEd 1.76E-09 PM02734 2.14E-07
b, FHA AEQ FEAdA, HT-29 At TF AXE, Ao 19 AEE A ZF2 553 16 =9 &Y
zgtoz v A A zhzbak 23sle] PM011833 dhAl Qo] Atk AL wlgE H M = ok
oA A FI o] FPHJoH, AESAH = A 1o MAE HI Z-2 MT 240l 9zt SHEH
St

of Al we}, HT-29 At AFAH FF AEFAAA sp717F A

a. Al2=ZElT PM011839] 23S (& 198) 75/25-70/309] o] H|Eo|A F&52&
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E=0d 10-2301175

o

gl3} PNO11839] £ (k= 199) ¥ Fe=t8& el

[0316] b. 5-ZF 2924} PM011839] ZF (X 200) 2 AAJEFHIY; PM011839] £33 (&= 202) A9 BE Fo H&
oA F52ES YeElden, Alelehil® PM011839] 232 (& 201) et 4528 el Sl

[0317] c. =AEAI PM011839] Z3§ (&= 203) 50/50 % 75/259] Fof H]&oA A52ES yEld 3, vy
PM01183¢] %3-& (&= 204) Ao RE Fo] H| oA A528S JeEIT).

[0318] d. T w=Fu) 213 PM01183e] &3 (& 205) 2 wlo]Eulo]Al (9} PMO11839] %3 (& 208) 43 A5x8S
eI Y, E2F8)A3 PM011839] %3 (&= 206) 2 oFE]x=nmlo]Al DS} PMO11839] %3 (&= 207) A9 =

£ Fol ulgel A 4HAES el

[0319] e. EXHZT PM011839] %3} (& 209) ¥ o EXAlo] =9} PH01183<] ?} (& 211 A3 Fs28S Y
odck.  olgmElzkzl PMO11839] %3¢ (& 210) A9 RE Fof HlgolA FsaeS Yehhddt.

[0320] f. BEIZ 3 PNO1183e] X392 (&= 212) 78] BE Fol Hl&ddA Fs528s UEtlA.

[0321] g. Bl PM011832] 23 (= 213) A<+2H&S YehySld.

[0322] h. AZ2ZAT0 =7 PM011839] %3e (& 214) 40/60-25/759] Fof Hl&olA 45285 e,

[0323] i. gotEnA s PH01183e] 23 (& 215) 78k A28 e},

[0324] j. BAIEE 0k PNO1183Y) S e AeAES e (= 216).

[0325] k. A ZZEF} PMO1183e] &2 7o RE Fo] HlgolA A58 YeEhdY (= 217).

[0326] 1. o}Z2d3} PM011839 &S (% 218) 40/60-25/759] Fo vl &oA 528 e,

[0327] m. PMO27349} PMO11839] =¥ (&= 219) A9 BE Fof Hl&dA 452H8S el

[0328] AAd 11, st EAet 2FE PM011839] QIzF Al 4T MEFAA S mIE ZASY] g AP U
At

[0329] B AT EHL AFde] A5l AEH sEAEAY FFY FAHS A7l PN01183e THE S43t
2} 3k Aotk

[0330] 3l7] SFAES PM01183% ZFsle] Hrlslsint: Al2~Zeiel, A S2X g0, ulo]Enlo]il C (o] SFPEE
o] A7 §AE it olF THF FolA Axstar, 20T ARG, 5-EF L2924, FAER, WE
EdMolE, TAEA, W3, 8wyl O9eFH, gytEak, AEeERl, 54582, otE| xnfoll
D, EXHZ, o], dEFAOE Rl xEl | o ZZEY, PM02734, ET-743, PM00104 2 o}Za]d (o]
= SEEEY AT 8IS &7 MO FolA A=zstar, -20CoA Ak, F7H8<0 d-de s Ae
T4 v FoA Axst HFT 409 wEE AT, 4 9, 7 49 seEe 50| EHAS A
A=

[0331] RXF-393& B B8 93] Aed <zt A oFF AEFATE. RXF-393 AlLES, 10% $ehol D3 (FBS), 2mM
L-2FE 2 100 @91 /nLe] AUAdd-~EfEnfolrlo® WEd == g3 7)d A4 #jx (RPMDCl, 37
T, 5% C0, 2 95% FEoA FAA A

[0332] AAld 1o AAE A} Zo], 2A8dE 2 FEoR Yo =33

[0333] a. AHA HNEQ EAoA | RXF-393 £ A|EFol|A 72472 8 =& T G S ST

[0334] RXF-393 &% AT tigh zhzhe] MEAQ oFAl9 1[G # (SF= =% 72A17H)& AAd 10 /A g 59

x 11
[0335] Zy kAo oigk 1C5 #k & 5% (D)
33E ICs (W) 33E ICso (M) 33E ICso (M)
PM01183 5.00E-09 NEeE 6.67E-05 5-FU 3.00E-04
Al EfEdl 5.00E-05 A A e 5.00E-07 HWEEHA o E 1.75E-04
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[0336]

[0337]
[0338]

[0339]

[0340]

[0341]

[0342]

[0343]

[0344]

[0345]
[0346]
[0347]
[0348]
[0349]
[0350]

[0351]

[0352]

[0353]

S=50dl 10-2301175

EAEA 5.94E-10 FIEE P 1.73E-08 H) =) 8.50E-06
o} 2 H) Al 6.20E-07 =42 H) A 8.00E-07 o}E] =ufo] Al D 7.09E-10
ulo] Enjo] Al 9.00E-06 EXHZ 3.93E-07 olg = 7k 1.40E-05
of| E L A}o] 5 2.00E-05 B2 4.10E-06 ANE2E e 1.00E-03
= e 7.94E-04 JEZEY 4.80E-06 opZed 1.50E-09
ET-743 9.60E-09 PM02734 5.00E-06 PM00104 5.40E-09

b. FTHA AES FXA, RXF-393 A3t TF Al

5

5, A 14 AiE A9 F2 553 16 w22 Y

g
@ 2HoR 7] AFE HA 22w xFste] PUOLISIT S AFHOIHA AL MR 2 AX mue
ol AR AT ol FANAeM, AEEA wFE A 1o AN AT 2 MIT B4 oate] 54
H9lch

o] B w}, RXF-393 U3t 21 F MEFTNA sH717F S A
a. Al=ZE T} PM011839] 2% (& 220) AL EE F9 uj&dA F528S YeERA.

b. 5-ZF2 2923 PM011832] =& (%= 221), AEFeb1¥} PM011839] =g (& 222), RAJEMIZ PM011832]
Z38F (& 223), 2 WEEHAAHOES} PM011839] =L (& 224) MY BE Fo] HgdA F528S YA
=8

o

. EAEAT PN011839) X3 (& 225), WlaE]~¥El¥ PM011839] %3 (& 226) % Hl:==wlxy} PN011839] =*
e (= 227) A9 BE Fo H]golA 45288 YERSITE.

I

d. =043 PHO1183S] 2¢-e (&= 228) AY EE Fo HlgodM A52eS Yelydn. Si2Fuxa
PMO11839] Z39F2 (%= 229) 75/25-60/409] Fol H]&oA F528-& WERd & otE|wmto]2l D3} PM01183¢]
Z32 (= 230) 75/25-70/30 L 30/709] Fof Hl&olA Az2HES UeR)AT. wlo]Ewfel Al €3k PM01183<)]
Z3re (= 231) 2% A528S el

oy
o,
ox
oy
X,
ofo
o

e. EXEHZ PM011839] %3S (& 232 el Q. olg:=H 2 PM011839e] =& (=
233) A RE Fo HgA A5FES YEld 3, o|EXEAo|=9} PM011839] F¥e (& 234) 75/25 A
40/60-30/709] Fof wlgolA A52HES UERS

f. Bem=2glat PH01183S] 292 (&= 235) 719 B Fo &N F528S el

g. NEF2F A =9} PM011839] X3S (% 236) 75/25-70/30 L 25/759] Fo] LA A28 ERN
o}

h. thzhEurzl 7 PM011839] 23S (& 237) 60/40-50/509) Fof H]&dlA A+2F8-S e,
i. dESZEldy PN011839) =¥ et A52gS YeERAL (& 238).
JooobEElElt PNOLIS3S] 232 (5= 239) e mE frol HEelA deatEs el

k. ET-7433} PM011832] %L (X= 240) AL RE Fol n]&olA A<528S Yehhdt.

Kol
=

1. PMO27343} PM011832] Z¥2 (&= 241) A BE Fo v &M A28 Vel

m. PMO01043} PM011839] Z3+& (

[l
Do
S
o
ot
ox
oy
L)
ofo
tlo
T
o
=
32
i

AAd 12, st mAlel 23 PM011832] Izt MEAEZF AEZFAAM e axs Ay 93 gz | o

2
-
1o,
o
Y
rlo
=

ofEFe] Aol AMEH B Al FEd DS FEAI7]E PH01I83Y] THS =A4

371 epAl =& PMOL183¥ Z§ete] F7bedith: AlaEetd, SdelEdd (oF hese] A% S48 dd
olF FTHF FTolA Axstar, 20Tl AFEALH), 5-ZFo 29k, AA e, ZAEA WggAE, o
SEFHAL, kR, SAFEA, EXEHTE, olE| et WEEHAE | o EXALC|E | HEAul HA|
EYF 2, HHZY A EZEY, PM02734, ET-743 % o}Zdd (o]& 3AEE9 A &de =43 DMSO Fol
A Azska, 20Tl AT . F7EEQl dde M ANE FHAY ] FolA Axste] HF 4l &
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[0354]

[0355]

[0356]

[0357]

[0358]

[0359]

[0360]

[0361]

[0362]

[0363]

[0364]

[0365]

[0366]
[0367]
[0368]
[0369]
[0370]
[0371]

[0372]

SE5d 10-2301175
U87-MGE B BEAS 98] A" oA7r wolAEE AEFHY. US7-MG NMEES, 10% o} A (FBS), 2mM
B 1=

(MEME)®ll, 37°C, 5% CO, 2

UST-NMG F- Aol st zhzhe] PEAR1 ofAle] 1Cy & (oF= =& 72413 & AAld 100 7HAle A3t

WE ol gsto] Aatslar, & 120 UehHdet.

x 12
Zr kAol ik 1050 3 & 5% (M)
33E IG5 (1D 33 E IG5 (M) 33E IG5 (M)

PM01183 4.50E-09 A AZgE 4.40E-05 S EeE 1.90E-04

5-FU 1.00E-03 A A ER] 4.50E-07 HEEHAE 5.00E-05
SA e 1.00E-07 FEE N 1.00E-07 oo -2 Al 2.84E-07
= A2 3.00E-07 ZHZ 7.50E-07 o] . H|Zt 7.54E-06
S EZALO| = 1.85E-05 HEZEY 4.00E-07 B 1.60E-05
k2 upxl 7.00E-04 A S 3.50E-06 NES=2EY 1.49E-04
ohEed 3.80E-09 ET-743 5.00E-09 PM02734 4.08E-06

b. A AES] ZHolA, USTMG Izt % AlxE, AAld 1o d9E Ad 22 553 16 §=° 5

& 2PoE A7) AT B 2zt 2Fstel MNOLSIT G AT ASAT AL HFE L AT wue
oA MR An gol FAROR, AEHY Eake AAd 1] ANE AT @ WIT BN JHAE =
459t

of wAol uhe}, USTG ARk MePAEF AEFOIA 3717k waAw gk

a. A=ZebE It PMO1183e] =92 (&= 243) 70/30 B 50/509] Fof HlEolA e yEhd T, 549
=ohela PMO11839] 22 (= 244) A7 o282 YEAY.

b. 5-EFQZFeHd 7t PH01183S] 2T (= 245) B W EEZA o=} PN01183] 232 (& 247) As28S v
ERRATE.  AIATERLZE PMOL183S] Z9h2 (& 246) A9 B& 7ol H&A do2&s Uehldt.

c. =AEAI PM011832e] =3 (&= 248) H Wiz 2El3} PM011839e] =32 (&= 249) 73t A5#88 el
o}

d. o203 PN01183S] 23E (& 250) Ao RE Fof Hl&olA] ds28S veld a3, SaFuala
PM01183¢] %gH& (& 251) 75/25 @ 60/409] Fo] H|&olA A5z8S Yelglt.

e. EXH T PM011839] 237 (& 252) 9 ol EXALO] =9} PMO11839] X33 (%= 254) 43 5285 LEh
ATk, ol mEkat PMO11839] £9he (&= 253) 79 W& Fof Hl&dlA 58S Yehldr.

f. BE|ZYI PM01183e] e (& 255) A RE ¥l H
g. BEx=283} PN011839] %3S (%= 256) 738 A5a-gS el

h. oh7bE8kz2h PHO1183e] 32 (& 257) 5288 yeR it

i, BN Z a9k PMO11839] 292 (X 258) 50/50 2 30/709] Fof Hl&olM AezgS vERUT.
j. ol=Z2E YT PMO11832] g2 (= 259) 40/60-25/759] Fof Hl&olA As2-&S el

k. o}Z2ldy} PMO11839] Z§He (I 260) 50/50-25/752] Fof wl&olA 45285 Yehli).

m. ET-74337} PMO1183¢] %3S (& 261) 73t H528S ey,

ap
o
X
o
of»
B
ofo
o
=
fuj
=
32
)
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[0373]

[0374]

[0375]

[0376]

[0377]

[0378]

[0379]

[0380]

[0381]

[0382]

[0383]

[0384]

[0385]

1. PMO27343} PM01183¢] %3S (&= 262) 73t A5z-2S e},

AAd 13, FZejed, Hw=dn gl 547003 23 PN01183Y] IRt dA T o]FolHHdN Y At
A3 e A 0 AT,

BT BAHE Q7 v F9] o]Fo]y
F4E s 71 PM011839] T3S H7hstarzl k= 3ol it

td
1,
o
o
ofo
ﬂOL
a2
=
Y
ACh
o)
i)
I
b
ila=3
rE
ek
At
Er
it
=
>
1o,
gt
of\
o2

= A = vuk$-2~E(athymic nude mice) (Harlan Laboratories Models, S.L. (2=#<l u}
A2 24))S o833t FEES MEAer BFHE Yo, 21~23T 2 40~60% 5EolA] 12-A17t
2 F10vkElAA] gt vhe-aEo] WARY ZALE BE AAF o] @ dudol] A
|38t TEES T AX dgdoz T o)AEy] Mo Aok 59 Fetk A 34

it
o

TFoll ALgHE FF ZEE A2780 AlEFR e, o= fH TR IA (European Collection of Cell
Cultures) (ECACC ¥3.. 93112519) 2H-E 5319},

A2780 A|EES RPMI-1640 ®%] FollA 37C, 5% COolA AT, ZF TELS 266 9ts 2 1 cc FAPIE
ol gsle], 9Bz A3y A IFAE, FAA §lo] 50% vFEF A (Matrigel) = 50% FH iz 9] 0.0510L
geral o] 1x10°9] A2780 AES (PMO1183% = 4=u|Al W py011837 H]w=2ul Ao A] A& Ul 57
FE; 2 PM01183¢}t dZElgAl AFtolA 9 Ad)E JZHEFHGT.

& AAA 7829 (digital caliper) (Fowler Sylvac, S235PAT)E ©]&3te A3ttt Zo] #3l

A W T3 AL e gl 22349 FF FHORVE FF ¥ (m)E FYsed Aeas

o\

0,
e
ol
rlo

Fg R (m) = [L x W]=2, (4 F, 12, me HF A4, %W oz, FF m

Le 2o
. AW UEE sl Pig FYoR AVHAKE, 1m = 1ng). FF ¥ 2
b=

oft
N
ax)
>
o

A% WEH(evolution), A AF, R FAL FglelAe] FaH £ EAS RUHIFoRN a4
(tolerability)S H7}3}t}.
Zofo] PMO11837 sZejetdle] Aol <k 195 mm©] %3], PMO11837 H]w-2wle] ATolA o 158 mn 2

PMO1183¥ E4=Hale] Ao °F 163.5 mmol =9ahd, e
Software: W7 2.25.06.00)& ©]&3le] w288, AT 2 T F3 SHA 71%8t A2 2T
Ao FAF L (= = 5-7/7).

PMO1183 PMO11839] FTZA7IZEFe] ulo|U(vials) FHIE AFEHAoH, o= FYd& 3 55 A AT
o FEE 0.2 mg/nlLZ 3Tk, PMO1183 A &NE, FALE 98 5% =F AL &dS o]&ste] Fo] A
EER O MM, SAFHAL 542FHA 1S X3e 1A B2 FEE ATENeH, olF 0.9%
23 Fof| AFASGITE. H=ANL AES 0.9% AId5E FAEe] AxE gHoEA AFHAYLY. T
e FAE 8 5% 2FALs A4S o]8st B HFT TR A5t AxE £99 FHE AT
Act.

ol AddA, PN01183T IS EhAl, PM01183% B]:==Rl 9 PM011837 HAFH|A A, 2 A8 = T 1
3] A% 2F77bA 04 9 7ol AUFAL Tttt R s ©d oFAZA Z3ste] Folakgl
o},

A (Dol T F3 F4as dxTFoAAe] TF 53 Sl digk v (T/C x 100%)E ©]-&3t &
& &55S Frkeklv. FHHo R, AsAgS 23] wkgol, WEAWdA AeH ZEY s ~AE
9 Folgo R ool ofAl(Td o) EA Fou TP Edo] £ oAl Ak kg R Zi).

= FYa-an e ol

2
o}
-
als
BN
)
)
iy
o
o
=]
U"
=
o
—
5
=
=)
oL
]
><
Q

HFHoR, oFE oS AFHoR FA =

&3], HAF 54 %J(PM011834 dZegal 23 A9 49, 4 PM01183H H4F m Ao Ao 109, @
PMO1183%} H|:="RL Ao A5 9d)ol Z+ Adarel digh, xzel o ddFwHS F3  Fa (1-T/CEA B9
EREE F=E57 %Q(ChouTC Pharmacol. Rev. 2006, 58, 621~681).
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[0386]

[0387]

[0388]

[0389]

=
T

=

E 132 7t oY FEoR wdokEZA agla 2F}EZEA PN01183T FEEEA BFE o|gsty F5d
T/C #& Hashn, & 2632 9JoF, PM01183, FEg|etl, 9 2 79 Hi H&EZ ZAE ol w9 3d =
o=z XNzy npASd Ao A2780 F%o] 2 B3 IS YERdT

¥ 13
gAp E % T/C
o FoAF AEAE 0 3 10
(01 10 ml/kg Q] ok - - - - -
(xT)
G02 0.18 mg/kg PM01183 101.6 68.9 83.1 69.1 52.8
G03 0.135 mg/kg PM01183 101.2 89.9 99.8 84.5 61.2
G04 0.09 mg/kg PM01183 94.2 88.5 | 114.1 | 103.3 | 88.0
G05 0.045 mg/kg PM01183 94.0 91.1 99.6 88.0 73.1
G06 25 mg/kg =g ek 95.3 49.3 42.9 34.0 19.8
GO7 18.75 mg/kg g-Z e ek 95.0 60.4 43.2 41.5 31.1
GO8 12.5 mg/kg =g ek 96.2 62.5 73.9 62.5 50.8
G09 6.25 mg/kg e el 94.3 60.2 79.7 81.3 59.2
G10 0.18 mg/kg PM01183 93.3 45.9 28.8 20.9 9.2
25 mg/kg s e
G11 0.135 mg/kg PM01183 93.4 40.5 37.1 36.0 22.6
18.75 mg/kg g2 gAl
G12 0.09 mg/kg PM01183 96.5 64.3 67.7 73.2 49.0
12.5 mg/kg s g4
G13 0.045 mg/kg PM01183 96.2 78.6 89.1 91.1 77.2
6.25 mg/kg s g
Slok: 100 mg AR + AMRFATFE 6.8 mg + Q4 FRFS ¥eE FANZTY, pl 3.8+4.5, oE
AL 98 1l B2 ATAHE.E U4E 7 Tl o ddA 2z a8 Z2FE 24 PM01183Y v =
Bl BEE ojgste] 5 % T/C ghe Hashy, & 264% 919k, PNO1183, Ml:w="wWl, B 2 Jjo] Ha W&
zZAE olg 79 MY ZFoE XFHE vfEaEdAM 9 A2780 T4 FY F-¥ HVME UeRdL
X 14
|zl we % T/C
T T2k Ald Ag 0 2 5 7 9
601 10 ml/kg 9] oF - - - - -
(HzE7)
G02 0.18 mg/kg PM01183 98.9 101.6 | 72.2 | 61.3 | 62.8
603 0.135 mg/kg PM01183 98.3 105.3 | 77.2 | 79.1 | 78.7
G04 0.09 mg/kg PM01183 98.0 88.6 | 61.2 | 87.6 | 94.5
GO5 0.045 mg/kg PM01183 97.8 107.5 | 93.6 | 92.5 | 97.1
GO6 16.0 mg/kg v =2 99.0 62.5 | 20.8 | 24.5 | 20.0
GO7 12.0 mg/kg IS L)] 97.4 67.2 | 39.1 | 43.0 | 36.1
GO8 8.0 mg/kg v =2 97.6 79.5 | 45.0 | 54.2 | 47.9
G09 4.0 mg/kg EIEE L) 97.2 88.6 | 69.3 | 81.7 | 77.3
G10 0.18 mg/kg PM01183 97.3 50.1 | 10.9 | 10.6 8.6
16.0 mg/kg B =]
G11 0.135 mg/kg PM01183 97.2 74.0 | 29.6 | 31.2 | 26.8
12.0 mg/kg B ==yl
G12 0.09 mg/kg PM01183 96.8 69.3 | 48.3 | 56.5 | 49.8
8.0 mg/kg B =2l
G13 0.045 mg/kg PM01183 97.1 85.6 | 61.7 | 74.2 | 81.6
4.0 mg/kg B =l
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[0390]

[0391]

[0392]

[0393]

[0394]

[0395]

[0396]

S=50dl 10-2301175

o1k 3 139 ZHAlE At Arhx 157 4 Fol¥ FEom ddofAEA il 23HE=A PM01183F 4
FHA REE o]&3le] 59 % T/C #< RustH, & 2655 9k, PM01183, S4AFH|Al, 2 2 sjo] Hi H]
2 249 oF w9 s 2o AnW vheaEolAe) A2780 FFe] FY w3 Yrhg vhehin,
¥ 15
|axtel w2 % 1/C
T e ANEAE 0 3 5 7 10
(01 10 ml/kg Q] oF - - - - -
(HEH)
GO2 0.18 mg/kg PM01183 100.9 70.2 | 68.5 | 69.3 | 62.1
G03 0.135 mg/kg PM01183 102.2 82.4 | 86.6 | 89.2 | 82.4
604 0.09 mg/kg PMO1183 100.2 93.3 | 95.2 | 93.5 | 87.7
GO5 0.045 mg/kg PM01183 100.1 98.2 | 98.6 | 97.7 | 90.0
GO6 8.0 mg/kg = 2uAl 99.5 60.8 | 49.8 | 48.1 | 39.4
607 6.0 mg/kg = agual 99.4 71.0 | 60.3 | 56.8 | 54.3
GO8 4.0 mg/kg &gl 102.0 82.9 | 75.1 | 75.0 | 68.9
G09 2.0 mg/kg = agual 99.8 91.5 | 93.1 | 94.2 | 86.2
G10 0.18 mg/kg PM01183 99.7 47.6 | 32.6 | 30.3 | 21.1
8.0 mg/kg HAFH| 4
G11 0.135 mg/kg PM01183 100.6 67.0 | 54.9 | 53.9 | 44.9
6.0 mg/kg EAFH)l
G12 0.09 mg/kg PM01183 98.3 74.7 | 69.0 | 63.1 | 64.4
4.0 mg/kg S AFH]A
G13 0.045 mg/kg PM01183 98.1 83.1 | 86.6 | 78.1 | 79.2
2.0 mg/kg S AFH]A

ok ¥ 130 ANE AT riols BAel wel, av)7) wAHAY:

a. PM01183%} w}Eejebado] 23t A8+ A2780 Wi Mo el Asjel afzo|len, 1 A3 2719 Hu
-Fofgk oA 9.2% F 22.6% (1001)4 T/C @& zraL, diztol] vlste] TAIH o= fofgh (&<0.01) TF 7
Z27F dolwtth. g, PM011833 mpEE|ehade] X3 2 A EAo] ¥ H2 %a‘ kAol HEf o s
T/C & AASIATH(25 mg/kg 2 18.75 mg/kg FoZolAe sE8|g4). FAHo=, 2FE (25 mg/kg I
S8€4 + 0.18 mg/kg PMO1183) o I=Z| 84 o= (25 mg/kg TS TC (%) ke 28.8 ol 42.9
(520), 20.9 o] 34.0 (7)), % 9.2 o] 19.8 (10¥)o]ar, ZFE (18.75 mg/kg = &4l + 0.135 mg/kg
PM01183) tf g4 = (18.75 mg/kg FEEAA)Q TC (%) #h-2 37.1 f 43.2 (5¢), 36.0 W 41.5 (7
), ® 22.6 of 31.1 (10)°Iek. webA, PMO11830] T2 etdls} x9td A, &Fd 49 437t 3

EZNHom  Fdz-a7 o] 71xske], PM01183% FFetale] x3e 1 w|wre] (] e A=A 2}
Hom (0.8 23] FaollAl), o] whi A2780 o]Fol4® TU4S 2t vt 4ea4S Yehls 2
o]t}.

b. PM01183%} H]:=:WIe]l Z3F XF & A2780 WA AXES A& Ao aapdoly, o1 A3} 2719 E2-F
of2k oA 8.6% 2 26.8% (9 01)4 T/C & zta, gz vste] SAHeZ Fodt (X0.01) FTY #a7t
dolwkth. 3, PMO1183¥ MW X33 2 AFoA o] ] H2 @Y ofAle] BlE) o @& T/C 3%
S AT (16 mg/kg B 12 mg/kg TR Hx=ER), FAHORE, i% (16 mg/kg H]H=#RI +
0.18 mg/kg PMO1183) ©] H]:=#® &= (16 mg/kg H]=#8)e]l TC (%) #< 10.9 o) 20.8 (5 &), 10.6 ©)
245 (7 9), 2 8.6 o 20.0 (9 D)oY, & (12 mg/kg H=ZW + 0.135 mg/kg PM01183) tf H]=THl
G (12 mg/kg ¥=ZH) o] TC (%) 2 29.6 o 39.1 (5 &), 31.2 o) 43 (7 &), 2 26.8 o 36.1 (9Y) ©]
Ak, whEbAl, PMO1183¢] M-Iy} Z3H AS, FTF o Fsrt BEs #EEA.

F7HA o2, Tek-avh el 71xsked, PNO1183¥ wnmRIe] F£9hE 0.75 wivke] (I ¢h& A=A st
o (0.97 23] FadlA), o= W A2780 o]Fold ¥ TUE 2 vhgaEdA dea8es dehie A
°o|tt.



[0397]

[0398]

[0399]

[0400]

[0401]

[0402]

[0403]

[0404]

[0405]

[0406]

[0407]

[0408]

[0409]

[0410]

c. PM01183%} HAFRIAO %3 X 8+& A2780 A AE Aol Asjol

SS50d 10-2301175

:é: b | -j-
~Eog oA 21.1% 2 44.9% (104)9] T/C 32 ztar, diz7d Hgte] SAHo2 {93 (X0.01) T4 #
kA

27b deojwtth.  E3, PMO1183Y} H4aFu|ale] =g »‘é Aol 2ol ¥ &
T/C #& st (8 mg/kg Folgel el HAaTH|

3
2. FAHeR, ZIF}ER
mg/kg PMO1183) o] SAaFuH]A w5 (8 mg/kg FAFH|A

FAgom, FUg-ad Pelol s1zstel, PHOLISIT HATFUANY 2FE 1 vl
[e: [e)
S Tl

)e] TC (%) # 32.6 O} 49.8 (5
(7)), 3 21.1 o 39.4 (10)e]dek.  w=hA, PMOL183e] HAFnjala) ehe 7

b R4
Jom (0.8 23] FadllAl), o]l WA A2780 o]Foldd TS E3s nfg-Eo|
o}

Nnom, A7 279 &
cH of wlsl o W&
mg/kg FAFHA + 0.18

), 30.3 o 48.1
-, dFF S A3t

obA BE M ¥ vl9-~E (Harlan Laboratories Models, S.L. (2#Q w221} A2A)]))S o] &3, =
EE5S R or BEFEE g oA, 21~23T 2 40~60% FXolA 12-A7F H-¢F Alo]ZF=2 97 @ 1077}
A FEIATE. mR2Eo] WA ZAME BE AAF Ao E digol AfRol HILSESE 383kt
TEES T A dgdor T o]Asty] Mo Aol 59 Bt Al Ao JHIAAEE ST,

ol Ao AlEEH FY BUL [GC-27 A|EFF o o= FH AFHIA (ECACC T . 94042256) ZH-E] 4=
=

HGC-27 MEEL 37C, 5% CO, 3F, ol=xB WME Zwlz wjx| (IDMD)olA AAA AT, ZF TEL 266G vhs

1 cc #A18 olgstel, o.8® del o AT, FAA glol 504 vhEA % 508 FAY wjAo

Lo ME

0.05mL el o] 5¢10° HGC-27 MES (AT U}, PMO1183T} Al~Zebel o)A 4710) 2 PMO11833} 5~
i} =
=

Fom e ATtelA 671t R PMO11839t stE el Aol A 9 At RFE)E 9

AAld 130 A" A o], TF S R AR WS FdstaL A

Zoll o] FFAFT (7 = 5-7/+).

PM01183-2 PM01183 FZAzdzxute] Hlo]ld FE =2 A|FHAow, o=
Kel

o
0.2 mg/mLZ 3}3ATE. PMO1183 A &AL, FALE 98] 5% SFHs A2 o] &3lo] Fof Ay
(e}
o 0

5 ST AsBAE o SEEOILGAL AFE FAF A9

o
4 09 R 7ol AHFAL Folahgdrt, FelF 57 T

A1, PMO11833%} Al~Z2hdl 2 PMO1183%} 5-FF 2 =9-2hd Ael, 2 9o
KR

| ZAEE AT

Fo AxESO] (WA 2.25.06.00)F °l&3dte] nk¢-2ES, AT TE I =

A (el FF F3 Sdge dzrolAe T 9 Tgkel o v (T/C x 100%)E 838t &<

o [e]
¥ BSS BT, FAHOR, HAE % 2F A% (CDE QA 139 AN

T 162 7} R FFo ddokA 2 1Ear 2FEZ A PM01183T Al A~ZEtEl
T/C #< By, T 2662 $9F, PM01183, Al=ZE

o ARH vhaEAe] HC-27 FF) FF ¥3) B71E tehan,

# 23 ol At

g olgstq F5H %

AR

W= -
E‘r‘ﬂ = 2 7he] Ha wER 22Ad ols 29 dY =9

FZ 16
Az wE % T/C
7 [z [Asaz o 3 5 lz Jio |12 Ju
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S=50dl 10-2301175

GO1 10 ml/kg 2k - - - - - - -
(HxET)
G02 0.18 mg/kg PM01183 99.6 | 65.9 | 55.6 | 38.7 | 33.5 | 24.3 | 24.3
G03 0.135 mg/kg PM01183 97.9 | 71.6 | 59.9 | 47.8 | 39.3 | 37.1 | 38.3
G04 0.09 mg/kg PM01183 98.6 | 67.5 | 67.9 | 66.1 | 70.2 | 60.3 | 65.0
GO5 0.045 mg/kg PM01183 98.9 | 85.9 | 83.1 | 92.1 | 76.4 | 81.6 | 88.5
G06 6.0 mg/ke AN 2=Z e 97.7 | 76.1 | 79.0 | 75.1 | 64.4 | 61.3 | 72.7
GO7 4.5 mg/kg N2ZeE 98.5 | 90.5 | 94.5 | 90.2 | 75.7 | 73.7 | 81.1
G038 3.0 mg/ke AN 2=Z el 99.0 | 78.6 | 80.0 | 78.7 | 81.3 | 82.8 | 85.1
G09 1.5 mg/kg N AZgE 99.3 | 78.1 | 78.8 | 82.6 | 83.5 | 86.6 | 89.9
G10 0.18 mg/kg PM01183 95.7 | 55.0 | 42.4 | 22.3 | 12.9 | 7.6 4.6
6.0 mg/kg el
G11 0.135 mg/kg PM01183 99.2 | 67.7 | 42.7 | 28.6 | 17.3 | 12.1 | 9.8
4.5 mg/kg Al2=ZgkE
G12 0.09 mg/kg PM01183 99.9 | 80.0 | 64.3 | 45.7 | 47.2 | 42.4 | 56.7
3.0 mg/kg Al2=ZgkE
G13 0.045 mg/kg PM01183 99.9 | 93.3 | 83.0 | 75.9 | 69.3 | 70.3 | 80.0
1.5 mg/kg A2ZgkE
[0411] 9ok 3 13¢] WA s} Ao 172 74 FolY FEoR TdoARAM a2l 2ERA PM0LIS3H 5-EF
298 REE Eosty 59 ¢ T/C S Rushy, & 2672 ¢k, PM01183, 5-ZF o =9, = 2 )
o Hau HER ZAYE ol 9 dF 2R AmH ulg2Eo 9 HGC-27 U TF ¥y HUME UE
A=
¥ 17
[0412] A=}t W& % T/C
= FoAF AA B 0 2 5 7 9 12 14
GO1 10 ml/kg 9k - - - - - - -
(Hz=T)
G02 0.18 mg/kg PM01183 99.6 | 78.6 | 50.9 | 43.3 | 41.0 | 33.0 | 29.2
G03 0.135 mg/kg PM01183 100.2 | 81.5 | 58.7 | 61.4 | 60.2 | 54.6 | 55.1
G04 0.09 mg/kg PM01183 100.6 | 90.5 | 87.6 | 83.4 | 82.6 | 76.7 | 67.7
G05 0.045 mg/kg PM01183 99.9 | 84.3 | 103.2 | 104.6] 103.5| 101.6 | 85.0
GO6 50.0 mg/kg ~ZROTS 100.3 | 81.2 | 82.3 | 81.1 | 75.6 | 69.6 | 60.7
P
=4
GO7 37.5 mg/kg 5-ZR02 9 99.4 | 86.9 | 86.9 | 78.6 | 73.2 | 76.7 | 83.1
Al
=4
G038 25.0 mg/kg ~Z20=298 | 100.6 | 89.8 | 97.0 | 111.4| 102.6| 93.9 | 82.8
X
=
G09 12.5 mg/kg 5-Z2og29w | 100.7 | 81.7 | 101.3 | 102.8| 98.6 | 90.5 | 83.8
Al
=4
G10 0.18 mg/kg PM01183 99.6 | 73.0 | 44.2 | 35.9 | 31.5 | 25.3 | 22.0
50.0 mg/kg 5-ZF 0 297}
Al
=4
G11 0.135 mg/kg PM01183 100.8 | 73.4 | 63.5 | 53.1 | 50.6 | 42.8 | 51.1
37.5 mg/kg 5-ZF 0 297}
Al
=4
G12 0.09 mg/kg PM01183 99.6 | 95.8 | 97.7 | 98.9 | 90.0 | 74.7 | 69.9
25.0 mg/kg 5-ZF 0 297}
Al
=4
G13 0.045 mg/kg PM01183 99.5 | 80.6 | 87.3 | 88.5 | 99.3 | 87.1 | 84.2
12.5 mg/kg -Z2og o
/;‘__]
[0413] ek E 139 /AR Az 2k olE A ulel, |7t e E AT
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[0414]

[0415]

[0416]

[0417]

[0418]

[0419]

[0420]

[0421]

[0423]

[0424]

[0425]

[0426]

[0427]

S550dl 10-2301175

a. PMO1183%} AlxEZefele] Z3) X &+= HGC-27 9 AEe] Ao Ao avndo|glon, 1 A¥ 279 FH -
T oA 4.6% B 9.8% (149)9] T/C #h< 23, dlxTo Hlsld FAHSRE fFog (/%0.01) TF 7

7 dojwkty.  EFH, PMO1183¥ AlAaZEtele] Zge E Ao Aol ¥ w2 @ ofAo] BlE] o Ut
T/C & AAEATH0.18 mg/kg D 0.135 mg/kg Folzkoll A o] PMO1183). FA|Ho=, éfﬁg (6 mg/kg Al
Zg}€l + 0.18 mg/kg PMO1183) ©f PMO1183 w% (0.18 mg/kg PM01183)2] TC (%) %2 12.9 t 33.5 (10 ¥
7.6 0 24.3 (12 d) 2 4.6 O 24.3 (14 ¥)elx, Z=FE (4.5 mg/kg Al=EeE + 0.135 mg/kg PM01183) EH
PM01183 ©+= (0.135 mg/kg PMO1183)2] TC (%) %2 17.3 o] 39.3 (10 &), 12.1 o 37.1 (12 &), % 9.8 U}
38.3 (14 d)olAet. whebA], PMO11830] st E|etda} x3d A9, FTF 49 A3yt HEs] TE= A,

Zebele] =2 1 vk Ol ghs AdEA zest
T vheaElA e AesEs HEhle A

Sk

7}@0 . FA-aT Ao 7)xske], PM01183% Al
w (0.8 %3] FaolAl), o]& ¢ HGC-27 o|Fol2H ZFU¢S 2t

R
o

s

b. PMO1183%} 5-ZF ¢ &= $-epal o] %3 A 8E HGC-27 9 Az A4 Asjol axzelgden, = A 27]9)
E2-FoT oA 22.0% 2 51.1% (14¥)9] T/C #& zta, tixFd Hlsle] SAHZE foldt (/x0.01) F
& A7 dolwtrh. ®E, PM011837 5-EF Q29w Zg2 B AdolA dAdo] ¢ w2 Td A A
3 o W T/C 7S AAEATH0.18 mg/kg FolFkol A2l PMO1183). FAIF oz, 2FE (50 mg/kg 5-ZFL
2924 + 0.18 mg/kg PMO1183) i PMO1183 w5 (0.18 mg/kg PMO1183)¢] TC (%) %< 35.9 o 43.3 (7 &),
31.5 ™ 41.0 (9 &), 25.3 o 33.0 (12 &), & 22.0 th 29.2 (14 )o|Art. uwlzbr, PMO11830] 5-ZF Q=
e 23 A9, FES A9 Asrt WEke] BEE .

270w ZFokzk-ad Yyld 7]1xshe], PM01183F 5-ZF ¢ 29l %3 (.78 mTkY
A zHEFE oW (0.979] FaolAl), ol ¢ HGC-27 o]Foldd FU4S 7t <
el Ao,

AAd 15, AAEPI T 3w PM011832] AzZF #HF T olFo|dHAAdAM Y axEs AASr] S AA U

2 AT HA4L& 1zt AL olFold BHAS o] gty FAEMIS FFF &S AEA7= PN01183Y FH
S Hrtetaz sk Aol ATt

A HEH ¥- ut$-~% (Harlan Laboratories Models, S.L. (£#¢ vlA24 A2]))& o] &stgtt. &
EE5S MEYor FFHE S-golA, 21~23T 2 40~60% oA 12-A17F -9 Ale] 2 98 9 1077}

)
4
o
QL
3
oo
4

o o

sgo] Wb mAbE EE AAF Aol 2 dahel Afzel AESns Hgag,
E

FRES T AL d0ow B ol4ab] Aol Holw 59 Fob A A A S s,

OlE AFtol] AHgH FTY BE2 SW1990 MEFS o, o= nla FFREBA (ATCC: CRL-2172™)2HE 453}

SW1990 A|EELS 37C, 5% C0, 3F, RPMI-1640 wjx|ollA] MAA AT, ZF S22 266 Bls 2 1 cc FAE o]
23lo], o2z Ay A I|EFAR, A glo] 50% mFEF A L 506 FEH wjxe] 0.05mL FEA o
225 E, 5x10° SI1990 AEEZ JZAEH AT,

—

3 A 2.25.06.00) & o]&3to] wieA2ES, AT 2 T
2ol Ao SdFAAL (= = 5-7/3).

PMO11832 PMO1183 &AW Zure] nlo]d HEZ AFHJon, ol FU& A8 &5 A AT 525
0.2 mg/mLE 3P Th. PMO1183 AF &HS FALES 93 E

& AMAAT. AANENE FARE 918 0.9%9] AAFR AFS 40 mg/ml A & FER AFAsH] Al
H Aoz AFHAG. HAIEN A EHL FALE 939
LRSS el=

o5 Ao, PMO1183H RAIEFR Hz2], B ks = T 13 9% 35 71x] 09, 79 2 14Uol] HulEAl T
qg&Ft. FoHE 2 S 9 AR e 23sle T3},



[0428]

[0429]

[0430]

[0431]

[0432]

[0433]
[0434]
[0435]

[0436]

S=54 10-2301175

AP (DA £F 23] FAGe dzpolne FF #3) Fgel od wlm (1/C x 1000)F ol §3te] 3
F Ee WU, FAHCR, Fohag L £ A5E A6 130 AR A3} gol APt

£ 188 7 Rl £Eom waekimd Telm EFEEA PN0LSSH AAEN REE o|§sle] £5H &
T/C g warsh, = 2688 91oF, PYOL1S3, AAER, 2 2 Ale] Am gz A oF 2 AY 2o

2 X5d vhgaBo A SH1990 T T H-3 H HE e

3% 18
Yxtof| mE % TIC
= S ANEME 0 3 6 8 10 13
GO1 ol o
CED) 10 mi/kg Fl et
G02 0.18 mg/kg PM01183 100.0 | 74.3 | 61.3 | 59.4 | 56.7 | 56.1
GO3 | 0.135 mg/kg PM01183 996 | 81.3|71.0|73.1|656 |63.1
G04 0.09 mg/kg PM01183 101.1( 815|728 (687|684 |74.4
G05 0.045 mg/kg PM01183 100.2 (| 836 |82.8|93.3|82988.1
G06 180.0 mg/kg B AIEFE! 102.2 | 84.1| 73.9 | 66.1 | 60.9 | 59.4
GO07 135.0mg/kg HAlEEI 102.3 | 78.3|71.9 | 63.7 | 55.4 | 52.7
G08 90.0 mg/kg B AIEFE! 103.8 | 70.0| 73.8 | 63.3 | 55.6 | 54.8
G09 45.0 mg/kg B AIEHE! 102.3 | 85.5| 70.3 | 70.5 | 63.3 | 64.8
0.18 mg/kg PMO01183
G10 180.0 mg/kg A EFEI 102.1 | 69.7 | 51.2 | 46.2 | 36.0 | 34.1
0.135 mg/kg PM01183
G11 135.0 mg/kg B A|Ef5) 1004 | 646 | 52.8 | 51.5 | 48.9 | 46.0
0.09 mg/kg PMO01183
G12 90.0 mgrkg B AIEFEI 98.2 | 83.2|64.4|59.7 | 506|496
0.045 mg/kg PMO01183
G13 45.0 mg/kg = A|EFEI 97.7 | 816|70.9 |68.8 659|657

9k ¥ 139 JHAIE mpe} ).

3% 18 (Cont.)

ATl 2 % TIC

= Ve NEVE 15 [ 17 | 20 | 22 | 24 | 28

<di§19> 10 mirkg 2ot Sl e

Go2 0.18 mg/kg PM01183 53.247.8 | 442|453 |44.8 | 38.9

G03 | 0.135 mg/kg PMO01183 56.3 | 56.7 [ 56.9 | 56.5 | 53.0  51.7

G04 0.09 mgrkg PM01183 747 (807|719 (754|773 ]639

G05 0.045 mg/kg PM01183 926 |86.5(85.1|845|858 | 854

G06 180.0 mg/kg HAIEFE] 58.5|52.1|49.1 486|469 |39.3

Go7 135.0mg/kg HA|EFEI 54.8 | 51.2|49.5| 487 | 498 | 49.5

G08 90.0 mg/kg HA|EFEI 499|474 | 476 | 47.0 | 459 | 49.2

G09 45.0 mg/kg HAlEFEI 63.1 | 585|587 | 57.3 | 652 | 59.3
0.18 mg/kg PM01183

G10 180.0 ma/kg 21 A| £ 347316 [31.7 280|260 | 227
0.135 mg/kg PM01183

G11 135.0 ma/kg £ A ELE 424 1382|366 |346|31.5 258
0.09 mg/kg PM01183

G12 90.0 mgrkg <A EL ) 474 | 46.0 | 43.8 | 49.1 | 46.0 | 429
0.045 mg/kg PM01183

G13 45.0 mg/kg <A Ll 579|599 (559549521505

fleF: & 130 JHAE A 2o
o] Al e}, sk717F A A

a. PM011833} RAJEFRIS] 28 X8+ SW1990 7 Azl Aol Aol axdo|dlen, 1 Ax}t 2709 w2~
T arol A 22.7% H 25.8% (10€)°] T/C #& zta, dixTd Hlgte] TAXSR fFoldt (X0.01) TF% 7
27F dojwtrh. 3, PM01183ZF AAJERHIS] 2§ E Ao Aol ¥ w2 ©d oAl BlE] o W
T/C 3 AAFEFATH0.18 mg/kg FolzFol A9 PMO1183). TAZe=, & (180 mg/kg HAJEF + 0.18
mg/kg PMO1183) th PMO1183 w5 (0.18 mg/kg PMO1183)¢] TC (%) #t- 31.7 o) 44.2 (209), 28.0 i 45.3
(22 ), 26.0 W) 44.8 (24 ¥) % 22.7 o 38.9 (28 &)olr}. whzbA, PMO1183°] AMAJERRIT} Z3he ¢,
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[0437]

[0438]

[0439]

[0440]

[0441]

[0442]

[0443]

[0444]

[0445]

[0446]

[0447]

[0448]

FrH o ZoJz-ay Yo 7)x38ke], PM01183% FAJEFRIS] %3
8 3] FaollAl), o= % SW1990 °o]FolAd FdE 2= vt

AA 16. BlRZEv =9} Z3E PM011839] AZF ¥ FF o|Fo|AHAAM e axE A3y g A W oA
o]Fola RUS o]&3le] HEEZW S g5 A4S 73A7]= PM01183<]

o FFAM YF= wp9AE (Harlan Laboratories Models, L (2FQ mEARY AA))E o)&stgtt. =
EE5S MEA R EXLE Qgoa], 21~23T 2 40~60% SEolA 12-A17F H-o+ Alo]ZFE $-8 3 10987}

ATt PheEo]l WA AME BE AAF Ao € "digdd AfRe] HIEEE & -&siglt).
TEES TY AX dgdor T o]AEy] Mo Aol 59 Bt Al A A LS ST,

2
i
r o
-
=2
>
oo
i
of\
o2
td

22 UB7-MG AEFRer, o= v #FRAA (ATCC HIB-14™)2HE 5313

U87-MG MEES 37C, 5% CO, 3}, HA F o]=F wjA| (MEME)oNA] AAFAIZHTE. ZF TE& 266 vts 2 1 cc
FAZNE o] 83te], 2L2% ATy do AR, A §lo] 50% vtEEA 2 50% FEA w9 0.05mL
gerol = A7 U A Wk 525E 9 5x10° US7-MG M EE 2 T AET

Al 130 A" A o], TF S R AR WS FHsta A

e
£

O

T Z29s AZEY 0] (WA 2.25.06.00)F o] &3l mteAES AFE W =

& B3 SAA A 7125t A5TT gzl Yo FEAIAT (5 = 5-7/T).
PM01183-2 PM01183 FAZute] wjo]d & = S
0.2 mg/mLE 3}, PM01183 A &HE FA -é—' -?4611 5% e$igi LAE o] gste] Fol AY
S 9N, HEEIUEE AES FAE 3
|l Hel7 A=At

2 3] 37 7HA 0,
v AFFostar, $19F2> PM01183

T d FAZA E

o5 AdoA, PM01183 ¥ HEZZEu= % 74,
7 2 14dof] AWMFALSII, HEZZPEE 8d AL (0d WX 7d) B¢
9 HErRZEv = dste] AlFd A A3 ~AFl uhgth

= 2Fste] T3l

A (Tl FF 53 Sdgs 7oA e & 9 Takel o v (T/C x 100%)E 838t &<

[< [e]
F B Grhegleh. FrHH o=, Astas 9 23 A5 (CDHE AAd 139 /A= 23} o] 24 o}%q
I 192 4 FoYF R ddopEs i 29ERA PM01183Y HEZEVE BFE o]§ste] £54
& i

o, % 269% 91k, PMO1183, HIRZEW=, @ 2 Jjo] HI H&R 2AE o5 9
2So9] UST-MG 2%k ZoF ¥y H7lE ekl
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[0449]

[0450]
[0452]

[0453]

[0454]

[0455]

[0456]

[0457]

S=54 10-2301175

¥ 19
X0l 2 % TIC

z [ =0z ABTHZ 0 2 4 [ 79 [11]1a] 16

GO01
10

(= ot - - - - - - . -
ml/k

=) g
0.18

GO2 | rarkg PM01183 | 99.8 | 955 |64.8|63.2|520|44.1|385|37.1
0.135

GO3 | Lk PM01183 | 98.5| 90.5 | 612|713 |67.7|653|64.2]|63.6
g/kg
0.09

e PM01183 | 97.9| 99.5 | 74.4 | 851 | 604 | 71.8 | 74.1 | 735
0.045

G05 mgrkg PM01183 | 98.2|101.0|80.4 | 83.8|788|77.7|76.7|825
3.0 —

G06 | mokg | HIZEZ0IS |97.1| 955 | 67.3|39.4 253|229 | 284|315
15 —

GO7 | mokg | BIZER0IS |94.1| 969 | 756 | 73.0( 565 | 59.3 | 50.0 | 53.5
10 —

G08 | mokg | BIZER0IS | 9821002 | 65.1|81.2(55.0 | 63.573.1 | 75.0
0.75 _

G09 | moikg | HIZEZ0IS |97.7| 989 | 763 | 773|644 | 63.1 | 628 | 727
0.18
mg/kg PM01183

G10 30" | gozzp o |97-8| 950 |50.9|33.1121.0|18.3 | 166 | 17.4
mg/kg
0.135
mg/kg PM01183

G11 15 | Hoz=a=gc |987 1024627420303 | 20.1|29.0 | 30.9
mg/kg
0.09

G12 mg’kg E”PDM_QQS‘SC 96.2 | 101.0 | 79.3 | 76.1 | 49.8 | 51.2 | 57.6 | 56.5
mg/kg
0.045
mg/kg PM01183

613 | "5 | gomep e | 1011060 |67.4|73.0|57.8|59.0 | 69.3 | 72.2
mg/kg

1ok & 139 JhAlE AR do
Aol uhe}, a7k LA At

a. PM011837 HEZzul=9 %3 X &= US7T-MG ¥ 2% A =]

Eo-FAE oA 17.4% R 30.9% (109)9] T/C @< zta, dixT el Hlsle] FAASRE fFofg (/%0.01)
T aTF dojwrh. ES, PM011837 HEEFRW| =] Z2FS 2 AFdA o] o 52 Td Ao HlF
o 3o T/C #S AAFIT(3 mg/kg 2 1.5 mg/kg T A HEZZE), FAFHo=zm, ZIE (3
mg/kg FIRZEE0]= + 0.18 mg/kg PM01183) o} BlRZEEn= &= (3 mg/kg HEZ2Zr =) TC (%) #& 18.3
o 22.9 (11 9), 16.6 ) 28.4 (14 9), 2 17.4 o 31.5 (16 ¥)olxr, == (1.5 mg/kg HIEZZU= +
0.135 mg/kg PM01183) o] HIEZ=Zw| = & (1.5 mg/kg HEZZn =) TC (%) #k2 29.1 o 59.3 (11 &),
29.0 th 50.0 (14 &), 2 30.9 W 53.5 (16 ¥)o|Yek. whebA, PMO1183e] BlRZzEZm =9} =gtd 7S¢, g

°]

e

b

o] 237ge] Aslfol atHollon, 1 A} 270

K

rlo

ZF g0 73t Wi Bt

FAMoR, FEgh-a} Aol 71Zste], PHO1IS3H HlmERN =S Ege 1 kel CI e dvEA zd)
g o (0.8 237 FaolA), o]= ] US7-MG o]Fo]alwl FEokS Zte nlo S e Az4S Jehls
Zoltt.

AN 17, olefwElzbet Z9hE PN01183e] Izt #H FF olFolAHolM e mIE AAsh] g A )
AT

W AT HALE QIZE FgE o] FolA BElE o] gsto] ofFmEte] FFd FAE AFsHAl7]= PMO1183S] T
S Hrlstaat s Aotk

BE AgEd 4R FE4 = w925 (athymic nude mice) (Harlan Laboratories Models, . (=791 mt
2Azuy 24))S ol&dltt. T=Es MMEALR $IFHE YoM, 21-23T R 40-60% 5= 1/‘1 12-A]3F
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==0d 10-2301175

0|ﬂ

[0458] o5 Qo] ALEE E REe 60 AEFPON, ot W FFEPA AC FE WE HIB-177 ) ZHH

[0459] H460 MEES Sz WHE o]F wjx|(DMEM) FollA 37T, 5% CO.0olM AFAZHT. 2 B8& 266 vbs 2 1
ce FAE olfele], o=2Z g Al HslFEAbR. A Qo] 50% vEDA 9@ 506 EHA ujx]e]
0.05mL &EY Fo| 5x10 9] 1460 MEXEZ JZTHEF ).

0460] B HH P AR AL, AN 130 AR A% ol 3 2 AR
4611 FFol o 177 '] W] mEHA, e FPT 2ZEGo] (WA 2.25.06.00F ol &3] vheAES, A

Zol 1] AT (55 = 5-7/1).

[0462] PM01183& PM01183¢] A7 zute] ulo]dt
= 0.2 mg/mLE 3+ vl. PMO1183 A% &AS il A
gE FAAZT.  olgEke AES FAS Y 5% FFALA AL o] fale] HE HE wLE 4G
o Azy 4o FHEZ AFEHUA.

[0463] o5 A¥lA, PMO1183} of2|:ElRt B fekE tEat o] UL Fojsiginh: PN01IS3E F T 18] A%
257441, 09 B 79, ol wEzbE ol 4dwith, 0, 4, 8ol Fofsar, ¢eFS PMO11833} olrﬂiﬂlﬂoﬂ st
of Alzgd A FAF 2AZd we Rt FoY $£E I 9 EAM EE 236
el

[0464] A (DA 2F w9 Tdake dzTolde] £ 3 Sl dig vla (T/C x 1000)E o83t &

bt
_\1 O
o
)
_|Zi
o
o
ot
2
oo
SE,
BN
it
N
&
@
i

= AAd 139 A" A o] AAE AT
[0465] X208 7} Bo® $£Eor ok Ea agja FFEE A PM01183Y olgwHZ REFE ol&3te] F£5H %

oF wEIZE, 22 e Hu owER A oE T MY =3
o2 AR5 v EddAlY H460 T4 T4 F3 HIME YERdTE.

* 20
2 X0l THE % TIC
s BSE AENE 0 2 5 7 9 12
(EHG£1¥1) 10 mikg Fef - - - - - -

G02 0.18 mg/kg PMO1183 | 114.4 796|747 | 750 | 69.1 | 64.9
G03 0.135 mg/kg PMO1183 | 1176|774 675|717 |66.7 | 52.9
G04 0.09 mg/kg PM01183 | 116.9|83.1|83.9|76.9|80.6 | 84.9
GO5 0.045mg/kg | PM01183 |108.3|78.7|612|67.2|78.8|87.9
G06 500 mgkg | Ol2I-HIZt |112.1 | 549|347 |275(248(229
G07 37.5 mg/kg Ol2|=HI2t |114.9|51.9|440|36.7 | 356 | 37.0
G08 25.0 mg/kg Ol2|=HI2t |112.0 | 556 | 549|496 |53.1|518
G09 12.5 mg/kg Ol2|HI2t | 97.5 | 50.3 | 444|486 |50.0|515
0.18 mg/kg PMO01183

G10 | foomake | oizleesr | 1171|443 | 1941341109 90
G11 03;;_355;'“9%';9 07'\3,10;15?% 111.2(51.7| 238 | 18.4 | 157 | 153
G12 2'593 mgjtg 07'\3,1215?% 110.0 | 53.2 | 38.1 | 26.6 | 28.0 | 27.1
G13 %gf‘ssn’:‘g%';g 07'\3,1(2151?% 109.0 | 60.4 | 60.1| 56.5 | 60.0 | 58.5

[0466]

[0467] 1ok & 139 JiAE A

[0469] o] wAle] wet, 3h7]7F WA Q)
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[0470]

[0471]

[0472]

[0473]

[0474]

[0475]

[0476]

[0477]

[0478]

[0479]

[0480]

[0481]

[0482]

[0483]

a. PM011833} olg]:-Elzke]l X3 X &5+ H460 #H AlEQ] Ao Ao mapyollen, 1 A3 2709 &
& oA 9.0% Z 15.3% (12 ¥)2 T/C #S z+ar, iz vste] BAXCR F93 (K %
7} Doy, mak PM011833 o] :-E|Zte] ZIE B A oA Ao ¢ kA
T/C k& AASIATHE0 mg/kg R 37.5 mg/kg FoAZANAL olg|xHZH). FAHSZ, ZFE (180 mg/kg ©
wE|ZE + 0.18 mg/kg PMO1183) o) olE|:=Elzt @5 (50 mg/kg )@ :=elzb) 2] TC (%) #- 19.4 th 34.7 (5
), 13.4 W 27.5 (7 &), 10.9 th 24.8 (9 &) 2 9.0 B 22.9 (12 d)ola, ZFE (37.5 mg/kge] o]g]x
Bz, 0.135 mg/kge] PMO1183) ©f olg]:=H|zt w5 (50 mg/kg °l8]:=ElzF)e] TC (%) = 23.8 ™ 44.0 (5
o), 18.4 W 36.7 (7 &), 15.7 W 35.6 (9 &), @ 15.3 o) 37.0 (12 &)olurk. whaha, PMO11830] o] g~
Bl b 23k A, FTS 24 Asb WEe] Rl

gl

AN 18, BAbEEAS 2FE P01IS3S) 7 AREF ol Fol Al EAE AW AW AA W A

T.

B AT 5HL QI ARSS olFold BHS olgste] HEEEN =S e 24S AsHA7]= PN01183
o 59¢ BAASIA S Ael)

EE A¥E o7 BFAM ¥ np9~AE (Harlan Laboratories Models, S.L. (&¥¢l mlE2AZ v 431))S
o] &3t TEES MEACRE FFHE oI, 21~23T % 40~60% FEolA 12-A17F W-¢F Ale] 22§
2 % vkl Saadth. shgsmel wAbd AN BE AAR Aol B d@hd Afzol ArdEs
S8aelt. SRS T AE dgden 9 olaes] Aol Aok 59 Bok A 8ol GANES 3
9.

o] AT AW ¥ RO HTI80 AEFon, o= wF FERWHAAACC CCL-121 ) ZEE
S5l

HT1080 AXZES FHA 4 o= WX (MEME) FolA 37T, 5% CO A AZAAY. 7 &2 266 & ¥ 1

cc FAZ)E ol &3dle], Awx|Z(gastroecnemius muscle)oll A A (orthotopically) &&W FALE, 3AA ¢

o] m¥x wjAE de® AT U 9AUZIE 5x10°9 HT1080 AES (PMO11837 =4u]Al 2 PN011837}
Hxay Ao Alda U sANZFE; 2 PM01183e}t d-Fa| et AT 9 AR JZANEH T},

F A% (FY + tE) S-S Az 22y (Fowler Sylvac, S235PAT)E o] &3l AT, o8 e F 2
7 E 5E ATES A8 148y Euste F 9 2-33 A3

As del, A3 A5, @ FAF FYolM e a3 &4 E48 TYUHP o 2N g YWAS Hrssic.

% 7ol oF 11.3 me] Zold Zdsld, 7 T4 AZEo] (WA 2.25.06.00)F ©]&3t] vl-2ES,
As 2 TF F3 SAHA 7123t Aady 27 do] dFAAT (= = 5-7/3).
=

PM01183& PM01183¢] A7 zute] ulo]d ez AFHJon, °1t TS Y BES EA AFAEE

£ 0.2 mg/mLE STH. PMO1183 A &AL, FAS Yo 5% FFHLn &AL o] gdte] Fof AY =
HE AAZY. gatERRe FAS 98] AES 5% %%ﬂfai %0—‘,‘% ol gste] ¥7 HF wLZ 33
o Azy SN Fez AFTE AT

o (DellA $F 9 TGaS dxzTolM e & F39 TGakel o va (T/C x 1000)E o838t &%
S Hrkepsivk. FrbHow, Askahg B 23 AF(CDe Al 139 7HAE A3 3Fe] A H At
F 212 7 RO FEoR gdfARA aga =24 PN01183H trtERRd RS o] &ste] F5E %
oF  PM01183, thobEupal, 9 2 sjo] Hi H|&E A" o% 9o T
oz And vh¢-2EdA Y] HT1080 T2 F A4 (¢ + ve) H7ke dekig.

—

Bl

BN
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[0484]

[0485]
[0487]

[0488]

[0489]

[0490]

[0491]

[0492]

S=50dl 10-2301175

¥ 21
AR [MHE % TIC

= v NEEES 0 2 4 7 9 | 1 14 16

GO1 10 —

(HER) | mikg w5 - - - -
0.18

GO2 | o PM01183 100 | 59.3 | 400 | 269 | 267 | 115 | 21.2 | 306
135

G03 r?];,kg PM01183 100 | 63.0 | 629 | 481 | 36.0 | 30.2 | 33.0 | 41.9
0.09

GO04 mg[,Jkg PM01183 100 | 66.7 | 571|654 | 480 | 42.7 | 45.8 | 56.4
0.045

G05 | hgikg PM01183 100 | 77.8 | 74.3 | 942 | 80.0 | 74.0 | 80.5 | 91.1
150.0

GO6 | mgig | CHH2HIE 100 | 40.7 | 286 | 30.8 | 44.0 | 37.5 | 449 | 57.3

GO7 :n:;ksg Chat2 el 100 | 481 | 343|538 |480| 375 | 432 | 532

G08 n@% Chat2tal 100 | 741 | 657 | 692 | 58.7 | 458 | 466 | 516

G09 n?;,'fg Ciat2 el 100 | 518 | 543|654 | 613 | 479 | 551 | 621
0.18

cto | T9kS Sg’glﬁil 100 | 37.0 | 229 | 17.3 | 40 | 104 | -42 | 10
mg/kg
0.135

GM T%ksg 52@@% 100 | 296 | 257 | 115 | -8.0 | -17.7 | 68 | 7.3
mg/kg
0.09

G12 ”;%”59 Sg’gﬁé 100 | 370 | 314|288 | 520 | 437 | 50.8 | 645
mg/kg
0.045

G13 rg%”;g gg’g?ﬁ% 100 | 55.6 | 51.4 | 67.3 | 70.7 | 62.5 | 59.3 | 62.1
mg/kg

ol w4 weh, s717k WA

a. PMO1183%} thrtEnbrlel 23t A&+ HT1080 AF+5E Mo 7ol A axpzjellem, 1 A3 2749
EF-Fo oA 1.0% B 7.3% (16¥)9] T/C #ks zar, djx+o] viste] FAIASRE F93% (/X0.01) & &
Aol Ao Frart dojwith.  EgE, PM01183H thrtEubxle] 32 2 AFoA o] ¢ w2 @ kAl H
o e T/C 7 AAEATHO0.18 mg/kg 2 0.135 mg/kg FolZFolAe PMO1183). FAFoR, xFE
(150 mg/kg ©H7FEuEA + 0.18 mg/kg PMO1183) o PMO1183 = (0.18 mg/kg PMO1183)¢] TC (%) #& 4.0
26.7 (9 ¥), 10.4 o 11.5 (11 ), -4.2 o 21.2 (14 &) 2 1.0 th 30.6 (16 ¥)o|Yar, ZFE (112.5
mg/kg TZFEuEE + 0.135 mg/kg PMO1183) o PMO1183 T (0.135 mg/kg PM01183)2 -8.0 th 36.0 (9 &),
-17.7 o 30.2 (11 &), -6.8 ™l 33.0 (14 &) 2 7.3 ol 41.9 (16 ¥)oJYv}t. wzbA, PMO1183e] th7t=nizl
I =23E B5, G &9 At Wee] R

(<3

FrHH o2, Foa-ay delo 71x8ke], PM01183% thrtEwbzlel 232 0.289 CI #h<s A=A 233
o (0.97 23] FaollA), ol 7 HT1080 2] AH o g2 o]FojAd FUdS zh= nle-25
< YUelf= Aol

AAd_19. olglxHzte Z3E PM011832] I3t AR T o]FolxHoA adE HAAS] g AA
W A
2 A9 EXe Izt A 4F olFold RES ogsld olgwHRte dFY FAS A=

>
oo
urt
2
o2
i

A FE= nl$-2~%E (Harlan Laboratories Models, S.L. (&¥|9] nml2Alzu A4))S

= L= ey

- = T
o83ttt BEEL NEHoR FEHE $eolA, 21-23C % 40-606 FEoIA 12-A17F W-gF Al 2R §
¥ % 10vkel kA S8tk phgaEel AL aAbE HE AAF Hol ¥ ARl AfRel HIeEs
et TEES TY AxE dEAer FF olHsh] ol Aok 5d Et A B0l seiA =S o
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[0493]

[0494]

[0495]

[0496]

[0497]

[0498]

[0499]

[0500]

[0501]

[0502]

S=50 10-2301175

ATt
ol Aol AMEHE FY¥ REe HI-29 AlEFon, o vm #FRAL (AICC M. HIB-38™)=5H 5
B
HT-29 AlZE5S =Wz W o2 (DMEM) FolA 37T, 5% COo A ABIAZTG. 7 $E52 266 ks 2 1
cc FAIE ol&ste], L& Aty Aol dsFAR, FARE 0.9% HEHFEF 0.05nl FE T, AlE W

6

10 A2 H5E 5x10 ¢ HT-29 NEZEZ AZAEH YT},

¢ 24 % AR WAe A 13 ol AAE A% go] Fa B AAHAT. AR uAe AF A,
A A, 8 T sl o] FaK e 242 BUHYRoRA BT,

of\
0,
)
B
(&l
[m
)
=
)
ro
Do
o
o
[e))
o
N
il
o,
oo
o
a2
=
o
[>
il
o
2

PMO1183-> PM011839] FAAZxYe] wlo]d HElZ AFEHIJow, o= FUL 8 85 B A+ s%
£ 0.2 mg/mLE k. PMO1183 A |AS FALS 98] 5% FFIes £ 0|83l Fo AE T2
o2 FAAZT. olPwHZFE FAE Y5 AES b FFALE fAG o] gEle] T HF LR U 34
sto] AlxE & PR AT H AT
o5 AFolA, PN01183F o]z :=EZt, B 9oks 3sl7]8F o] HuMFAL Fojakgivh: PM01183
3F7HA 0, 7 2 149, o]Ex q, 8y o)

PM0118371L MiEﬂz 1 s AT AH sd3 2AFE wek TG, FARF FFE IS Td ofA

A (Tl FF F3 Sdgs dzrolAe T F9 Takel o va (T/C x 100%)E 838t &<
& "es Hrbesit. FrhAom, AspEhge AAld 130 JiAlE A3 o] AASHAT.

* 22
| X0l THE % TIC
= ENES NEVE] 0 3 5 7 10
(EHGEO'I?) 10 mi/kg ot - - - - -
G02 0.18 mg/kg PMO01183 1004 | 108.4| 86.5 | 101.1 | 116.5
G03 0.135 mg/kg PMO01183 98.4 106.4 | 953 | 116.6 | 115.2
Go4 0.09 mg/kg PMO1183 98.4 100.9 | 88.7 | 121.9 | 129.8
G05 0.045 mglkg PMO01183 99.8 103.7 | 100.6 | 111.1 | 135.8
G06 50.0 mg/kg EENCED 100.1 | 114.7| 937 | 96.1 | 705
Go7 37.5 mg/kg ol2l - HiZ 98.4 108.1| 97.5 | 99.2 | 843
G08 25.0 mg/kg olel -2 98.8 108.6 | 97.2 | 101.4 | 96.5
G09 12.5 mg/kg ol2l =iz 99.0 99.1 | 906 | 974 | 927
0.18 mg/kg PMO01183
G10 50.0 ma/kg 012] w Elot 995 1018 | 783 | 775 | 516
0.135 mg/kg PM01183
G11 37.5 mgkg 012] w El5+ 98.4 98.0 | 852 | 85.4 | 60.7
0.09 mg/kg PMO01183
G12 25.0 ma/kg 012] w El5+ 99.7 96.4 | 717 | 77.0 | 627
0.045 mg/kg PM01183
G13 12.5 mg/kg 0l2) b 82 100.7 | 104.8|104.3|116.0 | 98.8

ek ® 139 A" A 2o,
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[0503]

[0504]
[0505]
[0507]

[0508]

[0509]

[0510]

[0511]

[0512]

[0513]

[0514]

[0515]

S=S0dl 10-2301175

3% 22 (Cont.)

2 X0l MHE % TIC

- S AEMHZ 12 14 17 20
(IZHGZ(S?) 10 mi/kg ?| et

G02 0.18 mg/kg PM01183 115.4 123.4| 867 | 77.5
GO03 0.135 mg/kg PM01183 119.1 121.5 | 133.1 1052
G04 0.09 mg/kg PMO01183 114.1 109.4 | 116.1 @ 93.4
G05 0.045 mg/kg PM01183 125.1 109.3

G06 50.0 mg/kg olel ==t 61.7 517 | 414 333
G07 37.5 mg/kg Olel =&zt 77.4 65.0 | 584 | 494
G08 25.0 mg/kg Olel =&zt 79.3 825 | 76.3 | 60.3
G09 12.5 mg/kg olel =HI2t 90.8 89.4 | 1026 934

0.18 mglkg | PMO1183

G10 Soom e | obga | 438 |s04|217 | 158
0.135mg/kg | PM01183

G11 Sy amene | oBlugia | 519 | 401 | 392 287
009mglkg | PMO1183

G12 SsomaS | oziigar | 577 | 501 | 472 | 407

G13 0.045mgtkg | PMOT183 855 | 905 | 88.1 | 76.5

12.5 mg/kg Olel=HI2t

1ok & 139 JhAlE A do
o] Aol wet, sh7)7h LAH AT

a. PMO1183%} o]2]:=Elzke] %3 X8 UST-NG ] &% Alxe 4o Asfol mapzellen, 1 Ay 27]9)
Eo-FolEF oA 15.6% B 28.7% (204)9] T/C #& zkal, dixTrol Hlste] FAIH o= fofg (/<0.01) F
F 7ha7b dojwit). S PM01183% olE|:mHIFte] xFe E Tﬁoﬂ/ﬂ o]l ¥ w2 &d ofAol w3 ¢
e T/C 7S AN TH(50 mg/kg 2 37.5 mg/kge] FolEkolA e ol nEHzh). FAF

mg/kg ©l=]=HZF + 0.18 mg/kg PMO1183) ©of o]el:=ElIZt T (50 mg/kg °olzw=d|ZH)e] TC (
51.7 (14¥), 21.7 o) 41.4 (17 ), 15.6 o 33.3 (20 ¥)elem, 3= (37.5 mg/kg ]auE]
mg/kg PMO1183) of o]g]:=®lzt &% (37.5 mg/kg °l@=elZH)e] TC (%) #-2 40.1 tf 65.0 (14¥), 39.2 Uj
58.4 (17 4) 9 28.7 o] 49.4 (20 d)elArk. wEhA, PMO11830] ol :Elta =§H A5, FFTF S99
737y W ake] B E A

AAld 20. SRR mAler 29bE PMO1183S] RIZE WAW Al M o] adtE Ay 3 Aldd W AT

o2 A ES PMO11833 x3tele] Hulslth: WEEHAMOIE | tf9-=FH|Al | olZ2|d, ET-743, PM02734 2
PM00104 (o5 3stEEe] A 89S =53 DISO Foll A zauoh, -20CellA Adatieh). F7hEQl 4«
of XS FFH wiA] FolA Axst HF 4o FEE G, A T, F IME SFES 50609
3 NS H7rsksi.

JURKAT B! MOLT-43= ¥ 415 98 dee Iz W AEF2, o5 vx FH3AMCOZTH 53t
v}, JURKAT 2 MOLT-4 AZE5S, 10% $-efo} EH(FBS), 2mM L-ZFE 2 100 ©9)/nLe] HAUAA-~E
nfojA o7 BWEH F-¥Hid = (phenol red-free) RPMI ®iX]ell, 37°C, 5% CO, 2 95% sxolA FA AT

mﬁ PN

>~

o 4

:\9
ol
o2

E]ﬂ

a. AWA AES] B, Zt sgh=e] Aol AXFE g A a2 AP Ul Axssd 24 72

E, AEZES 1509 wieF vilx = A o 50000 AlFE BER 96 U wlo|IR2HA Ty olEo HEd}
I, H]3E ©E e AE 3EER 7247F A g Aol F-oFE wjX] FollM 4~6 A|ZF Bk QlFFHlo] A3,

AE 5, AESAHE 23E NIT &9 F4S o838t Hr7ksigitt. 50 mLe] MIT &< (1 mg/mL)S, Woll H7tet
3, 2wzt Aol FAE 7R 37TAA 15~17A1F Bt QlFwlo] dsglet. vk mixE F-=HA AAg
5, DMSOE #H7lete] B84 Hepdy x=vpd A4ES 24 gdow Gzt €] FHEE 540nmol A
AU E st At A dixT AE Ao MEEEZA etk 23 ATl O8] AR
H EC50 gt (AWk-Ht) &3 §%)S Prism v5.02 AZEYo] (GraphPad)E o]-&3te] AAkslodtt. EC50E &
FEEA Yo, Hojk 3] HHE FA4o Hro R e,
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[0524]

[0525]

[0526]

[0527]

S=54 10-2301175

7 okl djse]

By
A,

7 7l 2 Ql EC50 7k ¥ 23 2 240 JERAATE.

¥ 23
JURKAT $F MEFS] tist 2+ FE9 EC50 # EFE (M)
3= EC50 (M) 33E EC50 (M) 3= EC50 (M)
HEEHN o E 1.45E-07 ¢ =20 Al 7.92E-07 olZ gy 1.38E-08
ET-743 6.96E-09 PM00104 4.83E-09 PM01183 1.55E-09
PM02734 5.50E-06
F 24
MolT-4 FF AEF Ui & k=< EC50 &k E5E (W)
33E EC50 (M) 33E EC50 (M) 33E EC50 (M)
HEEANo|E 4.39E-08 opZEdl 1.27E-09 ET-743 3.84E-09
PM00104 1.55E-09 PM01183 8.57E-10 PM02734 1.44E-05

> 1% 1o

Els

S =0 FoAc). & ki3 5
A1 EC50 #t ke WJXVP AE AT, T Y FEo g Hold vEY 1A FEE AN
ANA o7 E_Xj% HlE9] Fro] A8 7} oFFo st EC50 #kellA 57 H](equipotent ratio) (1:1) H =1
By =AY e ZF okEe] digk di-§ EC50 #kel Adolgt WiE-ES YEhdlE tE HjEol. olF & =
Z o] &3le], A4 AE 34 (constant serial dilutions)& F33te], ©5 % 23H FEE9 7 AEM 4
g FE-aks AS AA ST
7} ok

%%94 qo| vt , 2-FE F3FFe] TG AXEY AFA U e, FSd-aY e V%
E: 2 =&2go], Adv. Enzyme Regul.

1984, 22, 27~55). FTd#-aF} T4 1,

(Z, 1050, ED50, =+ LD50, AFHE AE 5092 Adlste ¥%), .5 G2 % Cd oste] Jaure A

Sh
ok
e
rlr
ol
o
i
>
52
flo
Sh
ok
SE,
=
flo
off
o
réﬁ
olo
JH
F_L,
lo
v
ofk
@
=y
=]
C.
e
e,
2
é
F
>.
ol
lo
ox
i
10
Y
)
ox
2,

CI = (O)/(COt (O /(Co)e

2 F, (CoE AE xo MEERE Adets Al 1 48 G5 F&, (C), & A5 YT xo MEE2 A3
A2 E 95 v, H (C) + (0O AE X HEEE Adfiste Al 1 9 A 2 &S] Frolth. (]
e Aolgh ghe] £, (5, Aol Axe Al A A dd 25 FoAA ALsIi. 1 Bk 22 (1
& (<DS s &%E YeERdaL, ghol 1o1d F7b4 a3E vehde, 18 W 1) 243 2485 vER
dlo]E = CalcuSyn 2ZE¢ o] (Biosoft, Cambridge, UK)E o]-&3le] A5, &4 4 2 ggi=ze] 4
Prism &2 E¢o] (GraphPad, San Diego, USA)E o]&3l3itt. R Aie Aok 33]9] HHAQ Ao 3
< e

AE S0l diste] Algle g 2FE AdE ® 273~283 vERAATH:

- HEEZAACES} PM01183¢] %3, JURKAT (&= 273) AMEFA WEEHA o] ES PN01183S] =

A =
ofEollA o= Ao deads AdEA yehliddoh (CI<1). MOLT-4 (%= 274) AEFoA wE
g alo] Eel 23he PN01183e] E¥bE ol HrbH et

M o

o
rlo
ol
Sl

- U= FH| A3} PM011832] ZFE. JURKAT (&= 275) A|EFolA th-9-=Fr] A3} PM011832] 2§ A F=
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[0528]

[0529]

[0530]

[0531]

[0532]

[0533]

[0534]

[0535]

[0536]

[0537]

[0538]

[0539]

[0540]

[0541]

S=50dl 10-2301175

o SEElA FAHA EE 4o Yrk(CI<D).

- obZE|T3t PMO11839] 3k, JURKAT (%= 276) % MOLT-4 (%= 277) AIEFIA PMO11833} ofFejde] =
=k

H
ezl FEe 7 shehE BFlA o AE el (CI<D).

- ET-7433} PM01183¢] %3t JURKAT (%= 278) Aol A PM01183%} ET-7439 %3-S Bafzl Hwe F ofE
BoA Brhe mi= gsA oAt (CI<D). S|
att.

- PM00104¥ _PMO1183°] _#3t. JURKAT (% 280) AlEFolA  PMO11833 PMO0104¢] =
F7rHolglom | o= A% A5 adE ZHeklvl (CI<1). MOLT-4 (= 281) A5 PM01183%}
T s avs st (CI<1).

ge Aol

=
PMO01042] =

- PM02734¥} PM011839] Z3t. JURKAT (&= 282) Aol PM011833} PM027349] Z37H2 tji-& F-715ol%le
W, e wbdelglon, A sEe] ¥ oBE mEed on 4w 4 ANE 2UsYT (CIK.
<

MOLT-4 (% 283) A|ZFoA PM011833 ET-743¢] %&e A% a2 st (CI<1).
AA G 21. 3R EA 9 2FE PM011839) QIZF WZE AZFAA 9 E3E AASY] Y5 AdFA U A,

o2 FAES PM01183 FF3sled Hrlslsith: AAER, Agedl, WEEHMo|E o9 FH|4l, ET-743,
PM02734 3 PMO0104 (°o]& SFEES AF &9qS &5¢ DMSO FolA Azxstar, -20TolA AFsieh). 7t
Al dde] NS FHA vl FdA AEst] HF 409 FEE @AY, A 9, 7 4" sEE
o] 50ute] BH NS "SI

RAMOS % U-937-2 ¥ 228 93to] Aelg <zt 2, "3 FFEAS (AICC)ERE] 535150,
RAMOS @ U-937 AXE5< 10% $-efo} &3 (FBS), 2 mM L-ZFE 2 100 ©9/mLe] #AuAdd-~E= Enlo]al
o2 BEE F-d& ¢ = RPMI ¥iA] =, 37T, 5% CO, 2 95% FEolA A 7Tt

o

WEE AEF

A6 20004 A AWE A o], AAYS 2 FROR o] st

A AR AES BEAA, Z} oFEo] thdtk sfE A EC50 S AARSP o, o= ¥ 25 ¢ 269 YERA HE}
Fag=y
FZ 25
RAMOS £ MEF| Uist Z; k&9 EC0 3t E5% (M)
= EC50 (M) = EC50 (M) 3= EC50 (M)
A A EFRFL 2.51E-08 Al ErER] 3.64E-08 HEE#A ol E 5.02E-06
-1 R A 3.15E-07 ET-743 9.55E-09 PM00104 4.35E-09
PM01183 1.39E-09 PM02734 1.36E-05
¥ 26
U-937 TG AEF digt 7+ k59 ECS0 & 5% (M)
RE EC50 (M) = EC50 (M) = EC50 (M)
A A EFR 3.27E-08 HEEZEA o E 2.63E-08 oo -2 Al 3.04E-07
ET-743 8.626-09 PM00104 4.50E-09 PM01183 1.03E-09
PM02734 6.856-06
F HA AESY BAod, Aldd ofAlEd 3 -k A g 2 -5 xgor BT A,
FE 2] At AAd 200 AWE Ay T 29 Z gEgo] WS o]l HIEAY . AE S
sl AldE e 2FEEY a5 = 284~2969] YEFHATH:

_ PMO11833} AlEfgbule] %3},

1

- MlEEHA o] E s}

= Al (CI<1).

w9 % opE mio|

PM011839] 3t
= de ads gy (Cl<D).

A o= A
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S=50dl 10-2301175

EduolEe] 2Fe el FEAA o JEe] A% HiE .

- ZIAERI 7} PMO11839] %3}, RAMOS (%= 287) A|EFellA] PM011833} AAERNIO] 232 A3z =9 F =
BEoA BAA we A §32 JERQE(CI<l).  U-937 (& 288) AMEFoA PM01183% A EFRIS] %3
2 s a¥E 2y (CI1).

- 9% =Fu]A3 PMO11832] Z%E. RAMOS (&= 289) % U-937 (X 290) AlEFo|Al PMO11833 tF§-=FH] A9
232 Hojm FrtHellon | oju x| s adE YeERd ST (CI<1).

- ET-7433} PM01183¢] 23, RANOS (%= 291) W U-937 (%= 292) A|ZFollA PM01183% ET-7439] Z23-& A3z
wEe SetEeA A adE ek (CI<).

- PM00104%} PMO1183°] _Z3. RAMOS (% 293)°llA] PMO1183¥ PM001049] ZFe 5 A
(CI<D). U-937 (& 294) AMZFolA PMO11837} PMO01049] @& A swe F & RFoA o= 4
o de adsE sy (CI<D).

- PM02734%} PM011839] 23, RAMOS (%= 295) AlE=ollA] PMO1183%F PM027349] %32 4% 3 =
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