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HYHE ST A —F

itk 5mgt (741) 10mg (761) | 20mg™ (74)
Cumax (ng/mL) 113+35 227+46 521195
AUCw(ng * h/mL) 345%59 727+115 1462+ 174
timas (1) 1.0 1.0 0.50
(0.50, 2.5) (0.50, 1.0) (0.50, 1.5)
tiz2(h) 2.28%0.48 2.36+0.41 2.24+0.42
Pl + B R A

PRI

tmax (& HYLAE (B, K

16.1.2 RiE#EE

(SRMEEEIE)
PO RO L 56 M B B 2 LY F X F10mg™® K O
25mg% BRI 5 R O AR IR G- Lc s DL ) ) F 3
FOIEYEHE T X =F I TOEBYTH), LFYFIF
O MAETR BG40, 5~ TR R ISR E I E Ly ty2ld 2
~3MEHTH o720 o, HEHRG X 2ERILIETH D Sh
o 7289,
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ik 10mg'® (3%1) 25mg (6451)
578 Wil b | RS- | Wk S | RS-
Cmax(ng/mL) 330116 | 31669 | 642+163 | 721109

AUC. (ng - h/mL) | 1063300 | 1050 +300 |2835 = 1059 | 2892 + 952

tmae (1) 0.93 0.5 1.0 0.97
e (0.50, 1.0) | (0.45, 1.0) | (0.43, 2.0) | (0.45, 1.5)
ti2(h) 2.57+0.65|2.45%0.42]3.20+0.83/3.26+1.02

T + {2

PRI AT

tmax XTI (2, 5K)

GELEBHERBERKE 45 BHERRERS
ST Gt RN q31q33 K K24 LKLY A 7 id -1 A~
D BRI IEE GRS X 2 B AR % PF 9 5 B B0 i s B A
FHIZVF Y NI Fl0mgx B #E G- B O SUERE T #% 5 L 72
LEDOLFY RI FOEYFENRT A—-F I TFTOLB)TH
D, LU FI FomMEEE i3S 2. 5 M & 02, or i #12
TNENREMEISEL, tieldZnZN3 . 3 K O3, TR T
Hotze Tl ARG ICX H2ERMEIZEED SN h o 721000,

WYBRE T A—F

LS IRES H e 5- (661) BAgR - (551)
Cinax (ng/mL) 145 +56 155+47
AUC. (ng * h/mL) 925 + 3442 936 + 355
tmax (h) 2.52 2.93
ti2(h) 3.33+0.812 3.70+1.20
T = B A

SERAH I ST

tmax i3 H YA

a: 5%l
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JUAF—=N—FEICLDENRENIS TNV (LFY FIFEL
THmg) H A A FRE e A T3 V2 £ HE LR TP 5 L Caise b &
ZAbthimE 2 ME L, Ho5NEYWHRE T 2 —F (AUC,
Crnax) 12DV T0%1E M X B 1: 12 CTHREEHAAT 2 47 - 7246 4. log
(0.80) ~log(1.25) DHIPHNTH V) . WAl O 2 B0 [ 544 75Tl

ENT2,
HERE ST X — %

AUC: Cmax t1/2 tmax

(hr * ng/mL)| (ng/mL) (hr) (hr)
L+Y FIFHT| 300.46=% 116.75+ | 2.814+ | 0.667 =
+ )V 5mg[ FNK | 39.98 24.70 0.327 0.272
L793IFA 7k 304.02% 113.54+ | 2.775%= | 0.792+
V5mg 35.75 30.08 0.310 0.343

(PHfti+=S.D., n=24)

——+— L3V FIF»7EA5mg [FNK]
—O— L7 J7IFATEN5mg

1004 Mean+S.D. (n=24)

BRET =N CEERE

(ng/mL) 507

Bt (hr)

MUAEPIEEENE I AUC, Coax D85 X — 13, B IR,
L OFRIUREL - WEF S DRI & - TRL 2 WM D 5,
16.2 RIR
16.2.1 BEORE
TEHER N (176012 F ) B3 F25megZ il - mh ) — £
DEBITEITIRG L2 EDAUC, Comaxl I ZEEIEIZRR T3R5 L
72 B LEHARNTZENRZNH20%. FI50%EETF Ly tmaxldF91. 68F
MR L2 (MEAT—%5). [7.2 B3]
16.3 2%
LU K3 FOFMAEE S FITR0%TH - 7210 (FHEA
T—%)o Tl WA (2460) 12V ) F I F25mg & SRR
F5- L2 & &, iz L+ ) B3 MR Skdkhh 5240
BRI S22, ik 520 & 72K I I3RSz L
U RS FEBIBEN o200 (MEAT—%), [1.4, 8.1,
9.4.2 K]
16.4 154
In vitroREETIELF Y FI Pl MIFI 70 yY — 24 KON
DOVWFNTHBRILRHEEORBIEZ T 2 d o 7217 (FhEA
F—%)o
16.5 HEittt
LF U K3 FORBHIREMATOPEMDSIZLEAETH D,
B A MCIL ) F I FeHERO#YS Lz &, 5RO
%%%?ﬁ%%ﬁ*%%%tLTWWK%&%MH“W%EA
T—%)o
16.6 JFEDERE2EF T 2EE
*%16.6.1 BIBEERE
R E B EICLF Y NI F25mg® HERRIIHRE- L2k &
DFEPERERNT A —FIZLUTOEBYTHY, AUCIEIL 72
(HP S ~ T QB AT AL 25 B s TR ~51%) o F 72, Bk
KTFIPEVLF Y FI Fo&KO2 Y75 Y A(CL/F). B2
79 v A(CLR) A L2192 (SR A7 — %) [7.1. 9.2,
17.1.3 1]
B EEFICL S ) F Y F2O5megh HIERIHES L &0
KPP ST A —F
P HAE HEIE
R PEE | a0 | rae v
BN | GEHT %)
(5H1) (6f1) (61) (6%1)

605+246 | 691 =110 | 592=177 |765+81.3| 552 =140

wigde | L

e

=
=

Cmax
(ng/mL)

AUCe

2181 +703 |2767 £1094| 6021 + 847 |8191 £ 131711121 + 2133

(ng - h/mL)

timas (1) 1.0 1.0 1.0 1.5 1.3
ma (0.50, 2.0) [ (1.0, 1.0) | (0.50, 1.5) | (0.50, 2.0) | (1.0, 2.0)
tiz(h) [3.34+0.88/3.67+0.70{10.6+3.33|9.22+2.44|15.6*1.14

P + R

S SN T2 il

tmaxlE YL (R, K

EHERER 2 LT F =2 2 ) 75 ¥ A (CLer) EilME

IEH : 83~145mL/min. &4E © 57~74mL/min. H4E : 33~46mL/min,

JiE ¢ 17~29mL/min
HRIECEEOD 5 BH AR LG T 25618, TRIORT
CLAi R ZEM L L CTAFIR G- - K O 5- M O MR i % Z 85
5T,




FEPRRER T A IS5 SR O RRI RO H %

AR OB 20134E5H24HF—% A v b4+ 7)

EHEHE (CLer)
I - g R JIE
. CENTAEE) GENT )
30<CLer<60mL/min | o " 301 /min | CLer< 30mL/min
AFNOmg# 1 H1M | A#|15mg# 2 H |[A#5mg#1H1
Ye5-CRR L. 2% Ic1mEs [l 4% 5-
SHMERRIE |4 7 VIR T BRAR BENT H X ENT
T HE % %5613 15mg AN
ICHARTE 5,
STEYARE | ARHS5mga 1 H 1| A#2.5mgZ 1| A#)2.5mg#1
| W AR 2R H1m% 52 H1E % 5>
PE S B R (GENT H X BN
T B IE o AN

JIE: Ry I ab—va VD&

a: AF5mgE2HIZ1IMES- L5562 TE S,

b : AHl5mgE MR G L T2 L b TE %,

¥ LFU FI R 702 5mg FNK I3, 5% Gt BBk % i 5 s
TR BRI S B A - AR TIRRR SR TuR,

16.7 EYHEIER

16.7.1 x>
fEEER A (1760 12V ) K3 F(10mg™ 1H1E) % AR
By ax Y 0. omegx HEREIOHRG- Lzt &, LFY 3
FEGTTOYITF Y Y DCuax L AUCLIE L F ) F 3 FIEH
HFEREKELTHI4.0%8 ML 722 WHEANTF—%). [10.2 =
i)

16.7.2 ZDHDEEH]
TS ST IR TE D % 5 IE - (6F1) 12 L) K X F25mg
EFEXY ALYV 40mgE KEHHEG Lz &, LFY K3
R O BIREANDEIL D SNl o 72823,
FEFERE N (1460) \CP-REE A EHITH 5 F = ¥ iKY
(600mg 1H2M) 2 JAEFREORS5-%ICLF Y F I F25mgx i
OG- Lz &, LFY) FI FOEYBEANOBEIIFD S
Nhh o722 (BHEATF—45),
R N (L1 IS P-R & T BLEHR /R ECTH DT L0 AR
25mg& L+ N3 F25mgkx B PG LzL &, LFY R
I FROT LAY EY) AADSEYFEANDBEIIRD SN h o
e (HHEANF— %),

16.8 Z Db

(LFVUKIRHTEI2.5mg[FNK])
LFY RF3I A FEN2.5meg FNK L, [&EA 82 5 #% C1
LK D A SRR A A P54 v 1Tk &, LY
K3 F» 7 n5mgl FNK % e 8] & U 7 7 el Bk oo f 4
IR EE & HE S, AR L AR S,

) A DR - (1) X1 1E25me (25 MABE) . 111 10mg (5
Tt R IR 2 % kS S BRI BUERERE) Td 5.

%17, EERREIE

17.1 AR UREMICET 555
(S HMBHIE)
17.1.1 EIMNE I HEER

657 LA 3 MM B B HE O G & 7 & 2 W RIBIE D 2381

R o Sk L 724 AT R (MM-0255885%) % J2 0t L

L+ 1) 3 F25mgil+ 7 F 9 X & 2 40mgit? ff e (Ldg

) OEEE G Lz ZOfES 21383, 3% [95% 1 ##

X[ : 68.4, 98.2] (I KR EEf#3/ 2460, 5 Ef#17/2460) T

ﬁ) i) f:ZG)o

oAk BT B 26450 P 25451 (96 . 2%) |2 BRI (BRI A fil i %

)ROSR EREWERIE. 58951260 (46.2%) . IfrhEk

WAIETE] (26.9%) « FER6H (23.1%) LN IR A i 6 5

(23.1%). ZIm561(19.2%) . HIMEREAHESH (19.2%) . K2 )H

HZIR360 (11.5%) « & 9 FEHESHI (11.5%)  BEIK 95K 92 341

(11.5%) 11948360 (11.5%) « BRESLH3HI (11.5%) . RIS

#1(11.5%) TH 722, [5.1. 7.4 ]

EDLVFY K VoM HEIZ28H0 %2194 7 )& L, 1H1M25mg% 21 H [
RORET 5, &b, R UEA MRS 2. FNERRBRTIZ, L
FUFI FEESENLETOREICH LT, LT FI FORSHEEA
W7 & PRI 3E S I LB 2 55 B HE T d o 720

FE2)FXH A5 OREE - HEIF28H 2194 7 v & L. 1H1E40mg (755
B2 2 BHE20me) #1. 8, 15, 221 HICIHE ST 5.

17.1.2 @S E MAEEER

655 LA S % MM B R R O MG & 7 & 2 W RIBIE D 2381

BRI 2 G & L7258 AR (MM -020585%) % 906 L .

LY N3 F25mgiV+7F 4 2 &V 2 40mg™2 fif 1 (Ldig

) BIREAMEAT F TG L/2LdBE. Ld#ieE 21841 7 )V (7238,

1A 70 28H) 5 L7-Ld18RE KR " 2 )V 7 7 F ~0.25mg/kg.

7L K=V ¥2mg/kg. ¥V F~<A F200mg® P A#EE % 129
A7 W72, 194 7))V @ 42H)$5- L-MPTEO3FIC L 24
MR ME L7ze ZORE, LABETIEMPTRICH AT H R
filisE H T & % Mehg A AL R (PES) O B AR EEHED Sz,

B, AIKETAMIE H T % 4z EA7HIH (0S) o iR T,

BERILERIIED LN TR ARWnD,

Ld# Ld18#% MPTH#E
(535%1) (54141) (547%1)
PFS
AR MEERE (%) | 278(52.0) 348(64.3) 334(61.1)
Hrefia (» ) 25.5 20.7 21.2
[95% 15 HE X i ]P [20.7, 29.4] | [19.4, 22.0] | [19.3, 23.2]
SN — R e 0.72
[95% 15 HE X i ] [0.61, 0.85]
pfiti (Log-rankM &) 0.00006
0S
BT (%) 173(32.3) 192(35.5) 209(38.2)
ddefiia( s B) 55.1 53.6 43.2
[95% 15 A X 4] 1P [55.1, NE] | [47.0, NE] | [44.3, NE]
NI — R e 0.78
[95% 15 HE X 1] ] [0.64, 0.96]
pfiti (Log-rank %) 0.01685
a @ efili i3 Kaplan-Meieri: 12 & 2 3t @4l
b : HIL D 95% 15 X [
¢t MPTHEDO N — I 2 LdHEO N — FolL
NE : Not Estimable (Jff: &A1)
100 4
-
: N
H o] Ry,
&° " ®Law
- \
iy @ LAIS B
04 @ MPT #
0 6 VI ] L
PFS (H)
VAZE
@ [535 400 319 265 218 168 106 5 19 2 0
@ |54 301 319 265 167 108 5% 0 7T 2 0
@ | 547 380 304 244 170 116 58 % 6 1 0

PFS®Kaplan-Meierfh

LABEDZAVEEHBRERI BTy 53245 1148241 (90.6%) (2 BIE
H (BERMAER S 2 5 t) 30 bz, EREER . I
BRI A RE169%1 (31.8%) . £ MiL12561(23.5%) . fHEA:119%1
(22.4%). THI11261(21.1%) FE3710761(20.1%) /MK K
AES6H (16.2%)  FM IR = 2 — 1 /XF —8541(16.0%)
BT3B (13.7%)  FTHE60BI (11.3%)  FiEiiE5751(10.7%)
FHIER A ES6H1 (10.5%) « #EIEE5651(10.5%) TH - 720
Ld18%: D &AM EHIE R BTy 5406114811 (89.1%) 12l
e (BRI 2 &5t S0 bz, ERBIEMI. 4F
FPERIRAME 16551 (30.6%) « FEFL12761 (23.5%) . 95712641
(23.3%). #1m118%1(21.9%). FHi84Hl(15.6%). F&81%1
(15.0%) . KWL= 2 — T35 =766 (14.1%) . /MK
BRETEHI(13.9%) T - 7220, [5.1. 7.4 1]

FEDLFY) FI FORE - ARIZ28H 2194 7 )V & L, 1H1H25mg% 21 H [
BOHEGF 5, 2B, R DEERRT 5, WARIKRBTIR, L
FUFI FEHRGESNLETORECH LT, LY F3 FORSHE
e & BRI OB I3 % 3 55 B B Td o 72

E2)FEH ALY YO - HER28H 2194 7 v & L, 1H1H40mg (755
Rz A BEIIE20me) 1. 8. 15, 22H HIZKOHS-7 %,

17.1.3 EREEFSE I HxER

R 75 MR R OIS & 72 5 7 WED RIBH D % F ML il

BB 4465 (H AR NEZ2M %2 &) 2RI, LY F3I R

RN F VI TE FXRHG Ry LE (BLA) PRI & BLAGEH

REICA Y F v~ 7 (Isa) ™ % B3 L 7zIsaBLABFH#E: %

ZFNEN2 : 3OEETEHA T, T 25 v 7 2 LIEEMRER

LR MARGRER 2 Ehi L 720 T ofEH, FEFHMIEE T %

B AAE WM o vh g fif %, TsaBLABETI3E#E9, BLABETIZ

54.347% A (95%IEHEIX [ : 45.207~HEEARE) TH V. IsaBLd

FECHFTFICAERIEED R EN (NF— FH 1 0.596.

98.5154%AZJEIX 4 : 0.406~0.876. p=0.0005[J& illlog-ranki

1. 20234E9H26H T — % A v bt 7)%2),



1.0 e,
09- Sl
08 *\*’MW
07 ey T IsaBLd
filz o
B 0.6 e
T 05 e -
-
044 [T
s - BLd
- IsaBLd(N=265) BLd(N=181)
0.2 Median PES(months) Not reached 5434
0.1~ Hazard ratio for IsaBLd vs. BLd(985% CI)  0.596 (0.406 to 0.876)
i p=00005
00 T 1T 1T 1T 17T 17 1T 17 1T 71T ™71
0 6 12 18 24 30 36 42 48 54 60 66 72
W ()
Number at Risk
IsaBLd 265 243 234 217 201 190 177 164 153 104 43 2 0

BLd 181 141 121 104 96 89 81 70 51 20 2 0

e A I B O K aplan-Meier Bl #5

IsaBLA#26361 125741 (97.7%) \ZEIVEH 25588 &7z, FE 2l

PERE. KR = 2 — 18— 14201 (54.0%) . F 9651

(36.5%)\ TFHERIRAMETTHI (29.3%) « #7656 (24.7%) . fil

6201 (23.6%) . AL D KIS6161(23.2%) . FINRES55]

(20.9%) . AMRAEA4H](16.7%) MEJIHE38MH (14.4%) . F8¥537

B (14.1%) KA FE36H (13.7%) ML/ IR A iE 35 51

(13.3%) EAGEIES33B(12.5%) . Hlige31%1 (11.8%) . i

#2761 (10.3%) Td - 72,

BLA#E181H1H 17561 (96.7%) ICEIMEH A358 H v 7z. F R FIE

JE, BT = 2 —a/,8F—10541(58.0%). FH#i664l

(36.5%) . FEFLATH](26.0%) . 574061 (22.1%) . &FHERI A

JE38H (21.0%) v KA PEFIEI441(18.8%)  ASHRAE29 5]

(16.0%) . MJJRE27HI(14.9%) . FAPEE2561(13.8%) . 559522

B(12.2%) M/ RE21H1 (11.6%) L AGE G220 651

(11.0%) TH o720 [6.1. 7.1, 7.4, 9.2 ]

1) 655% LL_E D KB AL BTG O B, XUI65m A T b 5 A7 il
NaRRDE R AL S0 O DAV % AT T Mo VWA 2 0f
R EETEEZ RN,

H2) LY F X RO RO SR AN (1~4% 4 27 V) Tld42H H
194 27 v e L, 1H1125mg (CLerA¥30mL/min A _E60mL/min A o H
H1310mg) %, 1~14H H K U22~350 BIZREIH% S L7zo ket 500
(544 7 VELRE) TIZ28HE 21494 2 v & L, 1H125mg (CLerA™30mL/
minkh F60mL/minAiil 0 B #1310mg) 2 1~21 H B2 3%5 L7z,

) RN TV X T O S O SRS AR (L~4% 1 7 V) TlZ42H 1
214 2V E L, 1H1HL.3mg/m2%, &4 27 VDl 4, 8, 11, 22,
25, 29, 2HHIZE TG L7z,

H4) 7 A 5V OFE RO S S A (1 ~49 4 2 V) Ti342H

155

Mzl 4 7 e L, 1H1E20mgZ, 1. 2, 4. 5. 8, 9, 11, 12, 15, 22,

23, 25, 26, 29, 30. 32, 33HH (75l Lo EHIXHL, 4. 8, 11, 15,
22, 25, 29 UF32H H) \ZHIRPIEE 50U AE OG- L 720 Mk 530 1] (5
A 7 VLK) TIE28H B 2194 2 v & L, 1H1H20mg#% 1, 8, 15, 22
A BACHIRNEE S OEAES L 7o

W5) A Y F 2= 7 O M O R SRS A (1~49 4 7 V) Tid42H

&1 4 7 Ly 1H1M10mg/ kg% FM DA 7V id5m (1, 8, 15,

22, 29HH). 2~4% A 7 V28 E Ik (1. 15, 29H H) THIRMN$S-L
720 MRBESE G-I (59 A 2 OV DIFE) TIE28H M A 194 2 v & L, 5~17%
A4 7 ViZITH110mg/ kg% 208 [ R (1. 15H H) T, 1841 7 VPIFRIx1
H1E10mg/kg% 4B (1H B) THEIRAPS- L 720
17.1.4 @S EMEEER
T T RO L S R R E 2 R & LI EE
L EGRER (MM-00935%) 2 FHi L., L) F I F25mgV+7
FH XYV A0mgF EHBLEO AL TFHF A5 Vv
A0mgH2 WA & i L7z Z 0858, LY K F+7%H
Ay BT, EELIE (TTP). OSO W3 o FFAlli 12T
LTh, TFH x5V v HMHE L KR THREICIERR D RO

SRz,
PR D B
(T EF BRI : 200556 H7THF— % % v b4+ 7)

LFU R F+7% | 759 A5 7
T A YR T
(177%1) (1761)
TTP
4Ry MEEAETE(%) 73(41.2) 120(68.2)
rp e fiEe () 60.1 20.1
[95% 15 HIX [ 1P [41.1, 80.0] [16.1, 21.1]
N — R le 0.285
[95% 15 BEIX [ ] [0.210, 0.386]
pfiEi (Log-rank# %€ ) <0.001
0S
B (%) 37(20.9) 60(34.1)
e fia () NE 103.7
[95% 15 M IX [ 1P [NE] [82.6, NE]
NI — R Ite 0.499
[959% 15 JE X 4] ] [0.330, 0.752]
pfii (Log-rank#i&) <0.001

a : HrfitiidKaplan-Meieri®: (2 & % 3@l
b HLE 0 95% 15 HE X

¢l FRF RSV WHBONF— FITHT 5L F) K3 F4FEH 25V VRO
N — RO
NE : Not Estimable (Hf A 1])

1004
%IXP TS5
L7
=
D 50
| OUFY RS F+TFHF A5
AN
=
(%) 25
@F XU AV A
p=0.001
0 T T 1
a 10 20 an
v xoH TTP (A)
@ | 177 67 5 1
@ 176 15 1 1

TTP®Kaplan-Meier i

LFY I F+FFH 25V Y BEOREEFMRER BT,
17761H 164450 (92.7%) W RIVE (BRI Al 2L 3 % & de) ATk
H7ze FREWERI. 1Bk RET2H (40.7%) « 9% 575761
(32.2%) ., 1HFL38H1(21.5%) . MHEEH#34%50(19.2%) . AMEAES4
B1(19.2%) . M/MRIRAES3H (18.6%) . &332 (18.1%) .
THI2861 (15.8%) . HL2361(13.0%) . F6952361(13.0%) . #F
BPEw F\2200(12.4%) . BREELH 2260 (12.4%) A Pk 77 IE
2250 (12.4%) . 812261 (12.4%) . BH2060 (11.3%) . IELEE:
IR M AE 1961 (10.7%) . RIE1861(10.2%) T - 722, [5.1,
7.4 ]
EDVFY FI FoME: - HEE280 %2194 7 v e L, 1H1M25mg %21 H
BORGT 50 5. RIS DETRIET 2.
E2)FEH ATV O - HREIZ28H 2194 7 v & L. 1H1H40mg% 1~4
Hy 9~12H. 17~20H BiZRIO%5-3 5, Shxdd A 7 v Rd, 5
H A4 7 VHPEEZ, 1H1E40mg% %314 7 v D1~4H BISRO% 53 5%,
A By SR MR T 2.
GELEFRBIREAZ F 5 BHER KRS
17.1.5 BHIE MARRER
57 St AR RIER R 2 % A 5 5 Bl S0 B0 i B AR % o kD) &
L 72 45 A ERBR (MDS-004388%) % 920t L. AR M BRI IR AE 2> &
OERLTED 2 Gl L 720 ZOFER. 77 L REEDOS1HIH 341
(5.9%). SmgEIED46HI 1961 (41.3%) . 10mghE D 416123
B (56.1%) A3 ML ERER MAKAE A © OBEBLIC BT L 720 Smgi® BE,
10m g TR ML ERMIMAKAE A SEEBL L 72 B F 0 E& 137 5 &K
HTOHELIRTHEICE ) - 722,
FRIMERIH MR AR A © 352182 H LL_REEL L 7= B od &

BB 75 b R | Smg™EE | 10mghE
(A5 D 1 B i 1) (5141) (4611) (4151)
AR MLERTG M AR AF 2 & 52182 361 1961 231
H 2L B U 72 (%) (5.9%) (41.3%) (56.1%)

10m g > 22 4V FFMRE B169 51 T 66451 (95. 7% ) 12 BIVE T (BRI AR
TR E 2 &) RO LNz, 10melE COELRIMERIX. &
HHERIRARES2H (75.4%) « /ISR A FE33HY (47 .8%) & 9 FE
JE18H1(26.1%) . FHI1361 (18.8%) . MALIBI (13.0%) . 557
$1(10.1%) TH - 722, [5.1 BlH]
1) MDS-004 78500t 4 8 o Rl
* STRAARRRIHB 31K R OSBRI SEH % 45 5 (oA il (=
IS O IHEM b )
< PSS/ TR Y 2 7 LidH-19 A 2
« AR I ER G AR AE P 2 R (B 2112 H B (168 5) <. AR ek L < v
73\ I R I I 7556 H o)
- BRSO BUE I O ST F ABS 8T HE i
+ FIILERER12, 000/ 1 LIL o> PP i HE 2R Pk 0l R Lo e
11:2) MAE182 H (263) L FAR MBI A L% L 5, ANEZ B U VD
N—=RA T A MEIZHARTlg/dLEL L3
1:3) ARHN O AR - HEIETTH 1M 10mg % 21 H 3 H #2115 5 L7z %, 7H
BT 2, ThZIFA 7V E LTS ZHERY BT I TH S,

18. EhEEIP

18.1 fEAERF
LFY K3 FiE A A A VAR, 1% e
WP B BB A A EENZ AT EZ N
5o LA L. Bl 2 EAE I3 ST 2 ns08h,

18.2 In vitroiE:

18.2.1 Flix o 2 J M BT i 4 B vk 2ok L C B g B 1
HZRL, TOEHETIFH X% 2 L O THEGR L 723030,

18.2.2 & M KM IMHALERIC BT A TNF-a. IL-14. IL-6%0°
IL-12% O %IEVEY A4 DA A4 ViEAEZHE L, JidEttEy 4 b
HA VIL-10DFEE AL 72, £720 & FTHINBICB T 5IL-2
PEAE B OIFN- p REA: 2R L 7230,

18.2.3 I 45 PR MG o 3t A R0 /N LS D TR & i % & &1
X0 MAEHE 2 B L2230,



18.2.4 5FHAREMIH % K I L T\ % i L B A o0 B il %
P L 720 F 72 CD34Bs 1k 7% Mg o 7L B85 12 g B
EFUY Y ORB AR L 723,

18.3 In vivoitBg

18.3.1 & M &IV Wilid i skl otk (NCI-H929) % 4 L 72 Hi
BEREAREY T ZTB VT, ARSI 70 IR 34 i #0 HE H
ZR L7230,

19. FRIEAICEET 5E{LERIFR
—%E9&FR - L 7Y K3 K (Lenalidomide)

%% : (3RS)-3-(4-Amino-1-oxo-1, 3-dihydro-2H-isoindol-2-
yl)piperidine-2,6-dione
AFR  CisHisN303

SAFE 1 259.2
fesmas
0
0
N NH
H K OBE R BAE R
NH, 0

M R KABE~MECOMETH L, VAFIVANFFYF
RRHEITICC L, N N-YAFIVERIVLT I FICH
WLy Ry AF =V ET s 7 —)v(99.5)121F
LAEE TRV,
B & #270C
SERE - log P=-0.7

20. BRVEDEE
20.1 SEAVE I 4T
20.2 BB, T HE R O -

21. AR

211 [RIRSL ) A 2 W HIGIH 2 5K o b, YN ERT S 2 L,

21.2 KR OBERTE - HH - FHEFICHZ->TE [HY F=A
N8| S SRR | 2l F I8 52, F720 AFIE
DEHEIZOVWTIR, HSH U, BEFEHED TR 2T %
NI bnwZ &,

21.3 RANOFGH, BEFICH5IE T & 5 EHEE IS B W T,
TGk - RBREATHEMOD & T AFoHGH0EE) &
HIF SN BIEBI DA ZWRIZ, B 5D LOBE N FFDOFREIC
HRE R OBt TR b o THP s, THEICL2FAEL
BTHLMOTHEGINSL L), &P OBIEREELZHL S
&

2. G

(LFYKIRATEIL2.5mg[FNK])

104 7tV [10% 7tV (PTP) x1]

(LFUKIRFHTEILEMg[FNK])

104 7& WV [104 7 (PTP) x 1]
404 7V (104 71V (PTP) x4]

BHPMEZBSF L, MRS 52 &0,
A M CTRET B2 L,

*%k23. FEXE

1) TERMS® () b= A F#H| 52 8 PTFR)

2) Palumbo A, et al. : N Engl ] Med. 2012 : 366 : 1759~
1769.

3) McCarthy PL, et al.
1781.

4) Attal M, et al. : N Engl ] Med. 2012 ; 366 : 1782-1791.
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