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WEIME AL (MM-0097L5) . S& 1A R K 2 2tk > BB
SERBERE AR E LS TR (MDS-004i80) . FI56 X IZ M
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RGFEOEMED > NEE IR GRFEIIEE - 2158 BEexdss
L R BRIC B W T, ARG THR (oS ATI)b

(ENAKFR)) BEE Ll U TR Y X7 M25E ML 7= Z & 2%k
HINTVWD, £z, REEGREETHERE S LT, OB,
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Jith=s 5mg'®  (741) 10mg (74)) 20mg™® (74

Cmax (ng/mL) 113£35 227146 521+195
AUCw (ng - h/mL) 345+59 727115 1462174
t ) 1.0 1.0 0.50

max (0.50, 2.5) (0.50, 1.0) (0.50, 1.5)
tiz (h) 2.28+0.48 2.36+0. 41 2.24%0.42
S + R (R 2
SV A il

tmad TR (B, BK)

16.1.2 RiExZE
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HAEXHAEO LML SHEREZEICLF Y R R10mg™® KU
25mgZ HERE 5 R OREROKEGELZEEDLFY RS RO
PEHEIN T A —ZIEZLLFDOEBOTHD, LF U RI ROMmEFE
BT 5490, 5~ 1R ICREMEITEL., 123 2~3K/MTh o
2o iz, KEHRFICLZEREEEED NN 7289

SEEIEIX S A — 4

Jiik==+ 10mg™ (343 25mg (641)

Bel5 ik LAEESS AEH - LAEEZSS JAEH -
Cmax (ng/mL) 330116 31669 642+163 721+109
AUC: (ng+h/mL) 1063300 1050300 2835+1059 2892+952
toe (h) 0.93 0.5 1.0 0.97

(0.50, 1.0) (0. 45, 1.0) (0.43, 2.0) (0. 45, 1.5)

tiz () 2.57%0. 65 2.45+0. 42 3.20£0. 83 3.26+1.02
S+ R
SERAME LS S
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e 5751k i G (661) iE#E (561
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AUC: (ng - h/mL) 92543442 936 =355
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tiz (h) 3.33%0. 812 3.70£1.20
- ¥ fif = AR A
- H e A T fiE
tmaxd HUAE
a5
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JOAF—=N—FicLvzEnThih 7))l (LFURIRELT
5mg) PARE LI R AR D% G U Tl R 2R E
ZHIEL, Bohz#EHE/)NS A—4% (AUC, Cma) 12D TI0%
EEEBECTHEIBT 2T 28R, WIntblog (0. 80) ~log
(1. 25) DEIFNTH 0. WHID &Y FH RS R S Nz, 12
(ng/mL)
200

o i LFUKI KATE) 5mg [h—1)
—— L 7I5IRN T 5mg
150 1 SEEfE 4 R S, 1561

WEERE

-~
3]

0 4 8 12 16 20 24
EHROKRE (h)

*

HENT A5 BENT A
AUCo-24 Crax tmax ti2
(ng + h/mL) (ng/mL) (h) (h)
VIURR ENTOV) 416 94472 | 168.5+429.5 | 0.870. 41 | 2. 444025
5mg [h—17)
L 953 kA7t lbmg| 404 2450.2 | 171.3+32.9 | 0.77+0.18 | 2.380.20
SEHE £ REEfR 22, 15461

M HEPEE S N AUC, CoadB D/ T A—F1E. HBEOER, (ki O EE L -
W% DRI & > TR D TR B B,
16. 2 BRIR
16.2.1 BEDHE
@R A (1761 2L F U KX R25mga &gl - mhnoy —_of&
BICREOBE L7z & ZDAUC, Chnadd ZERFICROKGLZEE L
FERTZENZNR20%. KIS0 T Uy tmaxdd ZHIL. 6RFRIERE L 72 (44
EATF—%).19 [7.250]
16.3 9
LU R ROEHMBEAZEESRIIKIGTHo 72 GEAT—
) Fi. EERAN Q4] 1L F U RI R2bmgZ KERO#KS
Lz& &, BEPIZLFY R RIZ. &&E50 524 % I
IND, BRGNS KRR IR PIC LY R Ridsl
Inlshole GHEAT—4),19-19.10 [1.4, 8.1, 9. 4. 28]
16. 4
In vitro {5 T3 LU R Rk MFI 70V — A K OIFRTE O
WITNTHRIELIAEORBIEZ T o2 GHEATF—5).17
16.5 HEf
LFU B RORBIREMATORMDSIZEEAETH D, fRERA
12 UC] LY R REHEROKES LEEE, HEEORIS2EDHL
HHEDSARZ LR E L TIRPICHEE S n7s GHEAT—4),10.18.19
16.6 HEDEREFTHEE
16.6. 1 BiEEEEE
BB ERFICL Y B3 R25meZ HERE O 5 L7z & & D3y
FEENTA—FIFUTDOEBOTHD, AUCITEEINL 7= (hERE~
HE GBS BREE TR~ . /2. BHECKTITkNnL
FURIROROZVTY S>> (CL/F). 827U75>Z (Clp) 1
BAOLE GMEAT—%).20 [7.1, 9.2, 17.1. 3]
EHAEREE I L F ) R S R25me MEHR 4 5. U7 & & QMBI S 5 A — 4

e i
i i i WEE | o e
A GEIAZ) | GBI
@hi) (5 (6 pax A
G 6054246 691110 5924177 765+81. 3 5524140
(ng/mL) - - * = -
AUC-» 2181703 276711094 6021847 81911317 | 11121+2133
(ng - b/mD) - = * - -
o (0) 1.0 10 1.0 L5 13
e 0.50, 2.0) | (L0, 1.0) | (0.50, 1.5 | (0.50, 2.0) | (1.0, 2.0)
tiz () 3.34+0.88 | 3.67+0.70 | 10.6+3.33 | 9.22+2.44 | 15.6+1.14
T B
AT

tmaxl T FRAE R/, FK)

EHAE L7 F 2207 T2 X (Cle) EillHiE

IE% @ 83~145mL/min, #8JE : 57~74mL/min, H%JE © 33~46mL/min.

FE © 17~29mL/min
BHEEICHEED S 5 BFICAKZHET 25813, FRITR I CLe
ﬂE’&’Z)‘%)ﬂE)& LTAKIZEEROCEGHROFAHG 2EZET 5 Z
&o 21),22), 23

BB R TR G T 2R OMBAED HE
BHRE (Clo)
. (BT (BHTNED)

S0=Cla<G0mL/min | ¢y “3mI/min |  ClLe<30mL/min

AHFI10mg % 1 H 1A% | A 4]15mg 2 2 H 12 1[6] | AAl5mg & 1 H 1[a[{% 5-

HCHBL., 291 7 |#5 GEHT HIEEMT I
EZikazei VA& T 1 B A RETS 5

BEII15meICHET

x5,
;ﬁ;@gﬁr‘jﬁ%@g AFomg# 1 H1EH S EEUZ. 5mg71H 1[a/#% Ebﬁﬂz. 5mg71H 1=

5 H N ey

TERRSE (B égfﬁ HIZENT I

Rk RARES I alL—Ya O xEH

a: AFsmg 2 HICIEE 5T B EHTE S,

b : AKlsmez HIEHREETEIEBTE S,

16.7 EYEEER

16.7.1 3% >
fEEERA A7#) 2L F U RI R (10mgP1H1E) Z2&KEROKE
BICPIF 0. bmga HEREOHRG LLEE, LFU RS REE
TTOYIdF T DCnax X PAUCoIE L F Y R RIEHEG T & Lk
U THIL4. 0% L 72 GREIAT—%) .29 [10. 25:H84]



16.7.2 ZDfDEA
HIEOIEREO LR ERHESRSF 66 LU K2 R25mg%
FTFYAY Y AmgE KEFHAHZEG L&, LT R ROEY
FRENDOEZEBIIRD 5NN 7282
fREERE A (1461)) ICP-HEHHEERTH 5F 22 P HEREKMY
(600mgl A2[l) % RKEROFEGHRITLF U K R25mgz HEFRO
BELEEE, LU R ROEYEFEANDEEBIIFRD SN
= GHEAT—%),
f@FEpk A (1161) ICP-BERBEEAN EETHL2T7L> 00U LR
26mg& LU RI R2bmgZzHEPFHBE G Lz&E, LFURI KR
BT L0 LADEYFHEANDEEBIIFD SNaho/z UtE
ANF—%),20

16.8 ZDfth

(LFURZRATEIN2.5mg TR—21)
LFURIRATEN2.5mg [h—") 13, FEISRARZBOEE
BHNOEYENRI ST R4 ik DE, LFURIRATE
JVsmg Th—7 | ZREAERKIE L& &, EHBENFESE S HE S
N, EMFC S E BRI NI

) AKIOEKRME - HE (IHE) 31H1E25mg (Z7RMEEsE) . 1H1E10mg 6
FeQ R BRI R 20D B H RIBRIERER) Th 5.

*17. BRRRRRIE
17.1 BWERVCREMHICET 3R
(ZRMEBBEIE)
17.1.1 ERNE IHEEER
655% LA b I3 M SRR HE OIS & 72 5 IR W RIBE O L FE M E B
JEEREFEEZMRE LS TR MM-025i5k) #EEL., LU
R 3 R25mgitl + 55 A &) > 40mg2 ff figE (Ld%EE) OfF
hEZEMRET LTz, T ORE. FRNFIZ83. 3% [95%(SHXH] : 68. 4,
98.2] (B Emm3/2401, o Emm17/246) TH > 7/.2
e L Mk FRAME 126651 P 2561 (96. 2%) WCEIER (EPRMAN R 25
) NBOH SN EREWEMZ. FB126 (46.2%) . GFhERHED
JE7H] (26.9%) . ER6H] (23.1%) . M/IMRIBAMESS] (23.1%) . &lft
561 (19.2%). FMERGEAESE] (19.2%) . FRERLE3E] (11.5%). %
SHEIE3F (11.5%) . BIREZIREZ36 (11.5%) . DN 3H
(11.5%). WESESH3H] (11.5%). BEE3HE (11.5%) ThHo 7.2
[5.1, 7.48MR)]
EDLFU RS ROME - FRIZ8H 219 Z)L & L. 1A1E25mg %21 H %
O#%5T 5, &b, ERIJEUETHRET 2. ENERKLBRTE. LFUR
I REHEINDLTOREITHLT, LI U RI ROEGHBERD S Hl
RS HRE R 2 5T B RETH > /.
1E2) FEH A Y > DR - HRIZ28A&1% 1 2 )L & L, 1H1E40mg (75k%
A SEHFITIT20mg) Z1. 8. 16, 22HHIZKROHKET 5,
17.1. 2 ;BB MARERER
65k LA _F X33 M AR O RIS & 72 S IR W ARIBE O L R i
BEREEZNRE LSRR (MM-0205t8) 2%£6EL. L3V
K3 R25mgltl) +F 5 X &V > 40mgit? pf fEE (Ld¥EE) 29
BHEITETHG LZLABE. LAREZ18Y 1 7)) (72, 1912
Vi 28H) 5 LALASEER U AL T 7 520, 25mg/kg. 7L K=
v 2mg/kg., B R R200mgd ff AL Z2129 1 7 )L (723,
191 7)) 1 42H) #%5 L E=MPTEO3EIC L 2 HMEEREFL 7=,
ZDRER, LABE TIIMPTREC LR T EEFIMIEE Tdh 2 MIgE AT
W (PFS) OAERBRTEENED SN, B, BIKFHMEEE Th
LA (0S) OFEMTHERTIX. AEARIERIIZEDSNT
RN, 29
AR OB QI3ESH24AF— 4 Hy b4 7)

Ld#t Ld18%E MPT#H:
(5354) (5414) (547451)
PFS
AR NFEAEFR (5 278 (52.0) 348 (64.3) 334 (61.1)
e (5 A) 25.5 20.7 21.2
[95% 5 MK ] P [20.7, 29.4] [19.4, 22.0] [19.3, 23.2]
N — R e 0.72
[95% (5 X ] [0.61, 0.85]
pfEi (Log-rank# &) 0. 00006
oS
FUEEE () 173 (32.3) 192 (35.5) 209 (38.2)
g2 (5 H) 55.1 53.6 48.2
[95%EHEIX ] P [55.1, NE] [47.0, NE] [44.3, NE]
NH— R ke 0.78
[95%Z M [H]] [0. 64, 0. 96]
pfti (Log-rank#i&) 0. 01685

a @ hyufEiZKaplan-Meierik i & % #EE il

b @ YLl D 95% (S HE X [

¢t MPTEED N\ — R DLABED N — KDL
NE : Not Estimable (7<)

1004
80
60+
1F X
| 404 g
VN S, @ Ld #
= 204 TS,
% v (@ Ld18 B
0 @ MPT #f
0 6 12 18 24 30 36 42 48 54 60
PFS (H)
UZT
@535 400 319 265 218 168 105 55 19 2 0
@541 391 319 265 167 108 56 30 7 2 0
(@[ 547 380 304 244 170 116 58 28 6 1 0

PFS®Kaplan-Meier i
LA D22 2 PRI BT, 532417148261 (90. 6%) 1 EITEM
(BEMEMREZ2ED) PR ONZ. EREERX. ek
AJE169%1 (31, 8%) . EM12561 (23.5%). {EFE11961 (22.4%). T¥Hi
1126 (21.1%). JE5710741 (20. 1%). /A EES6 %] (16. 2%) .
FAMERE — 2 — 0N F—85f1 (16.0%). FEZ736H (13.7%) . f®H
JE60F (11, 3%). rekEs7Hl (10, 7%) . H i ERMBAAES6H (10. 5%) .
SERAE56M1 (10.5%) THo7z.
LA18#E D 72 2 M3 IE BT BT, 54061548141 (89. 1%) IZHEIME
A (ERREEREEE2E0) MR SN, ERENERI. iFPEk
WAEL6SH (30. 6%). (EAKL27#1 (23.5%). JEF712661 (23.3%). &
11851 (21.9%) . THi84H (15.6%) . FeB81H (15.0%). ARAME
R a—0/NF—=7661 (14.1%). Mf/MREAETSE (13.9%) TH-
72,2 [5.1, 7.4BH]
ED LU RS ROME - HEId28HZ21Y 1 7))L & L. 1H1[F25mg% 21 H [H#%
0592, 7B, ERITS UEERRET 2. KRR TIZ, LFU R
S RERGINZETOERFICHLT, LU R ROBEGRGR S Hiif
M SUIPUREEZ2 5T 5 HETH > 2.
H2) FF Y ALY oMk - HEiZ28H 218 7))L & L, 1H1[E40mg (755%%
HBAZHBHEITIT20mg) %1, 8. 15, 22HHICHIIREGT 5,

17.1. 3 EEHEFRSE DR

B 5185 1 A HE D T & 75 5 78 WIED RGO 23 M B Bl il R
4461 (HANBREZE2DHZ2ET) 22X, LFU R RED KL
TV T FEY A D (BLA) ff i & BLABERIEIC
AHYFIYT (Isa) B % LFE L zIsaBLAPEHREZ, ThT
N2 30FNETET. ikd 25> ¥ AMLIEERERRLRS DM
ABREEMRL 2, ZOMR, FEFMEEE TH 2 EEEAFEHMO
FOLELE, [saBLA#ETIZEER Y. BLARETII54. 347 A (95%(5H
X : 45. 207 ~HEEARE) TdH V. IsaBLABE CHEHEMICTH B D4t
ENarmEns ONF— R 00,596, 98. 5154%{EFEIX[H : 0. 406~
0.876, p=0.0005 [J@Hlog-ranktE]. 2023FE9H26HT—4% F1 vy
R )80

1.0 w
0.9 Sl
0.8 P T
t
e 074 T IsaBLd
o R
¥ 0.6 I
E T,
T 0.5 an,
0.4 -
% 03] S BLd
: IsaBLd (N=265) BLd(N=181)
0.2 Median PES (months) Not reached 5434
(0.1 | Hezard ratio for IsaBLd vs. BLA(985% C1) 0,596 (0.406 to 0.876)
B p=0.0005
00 L LI AL AL I L DL L R B B T
0 6 12 18 24 30 36 42 48 54 60 66 72
: i ()
Number at Risk
IsaBLd 265 243 234 217 201 190 177 164 153 104 43 2 0
BLd 181 155 141 121 104 96 89 81 70 51 20 2 0

40 194 77 S TH] oD Kaplan-Meier £
IsaBLdR£263%1 #2576 (97. 7%) \ZEIERMERO SNz, E/REER
1, KRR = 2 —0)/NF—14261] (54. 0%). TIH#i96%1 (36.5%).
G AR ERPAETTEI (29. 3%) . JEIT6561 (24. 7%) . fEF62M51 (23.6%) .
EAILED RON616 (23.2%) . HNEESSE (20. 9%) . RNARIE4441
(16.7%) . MEJ79E38H] (14. 4%). F&Z37HI (14. 1%). RAHTEIZE36
B (13.7%) . i /MREAESSE] (13.3%) . EAGEEG336] (12.5%).
Jfi%3141 (11.8%). fifE#m276 (10.3%) ThH-> 7.
BLA#E1814H 17561 (96. 7%) ICRIERANED 5Nz, E/REIEM
13, KRR = 22—/ F—10561] (58.0%). F¥#i664] (36.5%).
{EFBATH] (26.0%) . FEF74061 (22.1%). FFHERHEAE38H] (21. 0%) .
KA RIE3401 (18.8%) . AHRIE29%] (16.0%) . HIJHE27H
(14.9%). HNRE2561 (13.8%). F&B2261 (12.2%). /M AE
2141 (11.6%). k&E@EF206] (11.0%) ThHh-o7z, [6.1, 7.1,
7.4, 9.22]
1) 657 LA 1 O K BALFHEARE IS D B, X365/ A T b 5 A3 1 if # il s
REOF R BAL 085 O AR ICER B 2 KT R O @ W E R PERE
EHETLBHFEBRL -,



#2) LU K2 ROHE KO RIS AWK (1~4Y 1 7)) TI342HE 218
A 27)&L, 1H1[H25mg (CLerA330mL/min A L60mL/min A i D & 1%
10mg) %, 1~14HH K& U22~35H IR O E Uz, fkFiik 58 Gy 27
JVLAR) TiZ28 2191 7))L & L. 1H1[E25mg (CLerA330mL/min k-
60mL/minAji# D B 1310mg) 2 1~21 H HIZRE %5 L 7z,

) BRIV T Y 2 T O K O RIS TEfRE AN (I~4 7)) TI342H % 15
1 27)v& L, 1H1EL 3mg/m?%&, &8 Z7)LD1, 4, 8, 11, 22, 25, 29,
RHEIK TS Lz,

4 TFEYAY Y OO HE KO H BT EREAWRE (1~49 7)) Tid42HMH
2191 27)b&L, 1H1E20mgZ, 1, 2, 4, 5. 8 9. 11, 12, 15, 22, 23,
25, 26, 29, 30, 32, 33HH (75l LOBEIIHL, 4. 8, 11, 15, 22,
25, 29/ U32H H) ITHMIRR 5303k 4% 5 U7z, fkiik 51 GY1 &
JVLAKE) TUE28HEZ1Y 1 7))L &L, 1H1E20mgZL, 8. 15. 22HHIC#
MRPI 5 USR5 5 Uz,

5) A VY F < T OHIE KO B MR AWM (I~4Y 7)) Tid42HM
194 7)V& L, 1H1E10mg/kgZ, HmAIDOY 1 7)LiF5E (1, 8, 15, 22,
29HH) . 2~48 Z)VIZ2EMIEING (1. 15, 29HH) THIRNIZS L.
fei G GH A Z7IVEARE) TIR28HMZ1Y 1 7))L &L, 5~1791 7 )LiZ
1H1[E10mg/kgZ 2@k (1. 15HH) T, 189 Z)LLAIZ1H1E10mg
/kgZ4EBME LHE) TEIRNES L7,

17.1. 4 #B5VE MARELER

B AIEEEOL R FHERE 2 NRE LB NH_E ML

feidBr (MM-0097#t8%) 2L, LU RI K25mgt) +5F4

AZ N > 40mgE? ff FIEEE DA E T 5 A &Y > 40mglE? Bl

REHR LUz, TOMR. LFYU R R+FFTFAYY T

MR (TTP). OSOWTHNOFHHICK L TH, FFH ALY

SHRREE & RN THBRICIEE RN 572,30
B D BR (CEERII 1 20056 HTHF—% H1 v kA7)

GCELEERREBBREENES BHERBIIRED

17. 1.5 ;B B MR ER
53/ G AR Rl R 2k 2 1 S 5 Bl B BE B AR A D & U 2
FEMARE (MDS-004ik5%) ZFEiE L. FRifERE k77 S OB
JRED 23l L /2. TOE. T RBEOSIEIH3H (5. 9%) .
5mg’E FEDA6H 1961 (41, 3%) . 10mgRE DAL 12361 (56. 1%) A3
FRMERE M AR TE N S OEERIZ KN L 7z, SmgiEd e, 10mghE THR I
EREQIMAKE SEE L 2 BEOEEIRX T I R EETOEIG & ART
BEIZEMD 2.3

R HLERER LK 77 70 © 68182 F DAL BERE L 72 e o

FIFTTE T AREE | SmgEYRE 10mgh
(A 2 S A 32 1) (516) (4641) (4141)

AR IMLERER 1A 77 7 5 #EE182 H LA 1 343 1943 234
B L - BB D (5. 9%) (41. 3%) (56. 1%)

LFURIR+FFYAZY U | FFYRAE Y Bl
L77) (1764)
TTP
AN RFEEER ) 73 (41.2) 120 (68.2)
e () 60. 1 20. 1
[95% (5 HEIK ] P [41.1, 80.0] [16.1, 21.1]
NY— R ke 0. 285
[95% (5 HE X [#] [0. 210, 0. 386]
pfti (Log-rank# i) <0.001
0S
LCBREE B 37 (20.9) 60 (34.1)
e ) NE 103.7
[95% S MK [E] P [NE] [82.6, NE]
INY— R e 0. 499
[95% 15 #1X 1] [0. 330, 0.752]
pli (Log-rankifiE) <0. 001

a 1 g filidKaplan-Meierik: 12 & % HEE il
b : HYLfE D 95%IEHE X [
I FFYAYY UHMBONT - RIZHTHLFY RS R+FFHFAF Y URHON
HF— Rl
NE : Not Estimable (H£5EA~nl)
100

-
(<21
I

OLFURIR+TFFIRATI >

() DHOKEH
g

@ FHFYAF Y 2 HM

p<0.001
0 10 20 30
TTP (H)
U278
o177 67 5 1
@176 15 1 1

TTP®Kaplan-Meierfifi

LU R R+FFYAY Y DHOLZEMTMESICB W T, 1776

164 (92.7%) ICRIEA (RERBREMREEZ2E5D) NAD SN,

ERREIERZ. HFARERBAET2H (40. 7%) . HEFF57H] (32.2%). &

38K (21.5%) . FHEEEE3ARF (19. 2%) . AHRAE3LH] (19.2%). Ifi/h

B A9E33m (18.6%). & if3241 (18.1%). THi28%1 (15.8%). &

0230 (13.0%) . F952361 (13.0%) . B Fa2261] (12. 4%).

BROEELE 2201 (12, 4%) . RAMERIE2261 (12.4%) . FH226]

(12. 4%). E¥m20%1 (11.3%). FEIBEIRMARELIR (10. 7%) . HREE

18651 (10.2%) THo7=.30 [5.1. 7.4B]

ED LU R RO - AREIZ28HZ219 1 7))L & L. 1H1[A25mg% 21 H %
O#59 %, Iad, ERIJECEENET %,

H2) TR Y ALY O - ARIZ28H &1V 7))L E L. 1H1E40mg#1~4H,
9~12H. 17~20H HICROEE5T 5, Zhzdd A 7IUEVIRY, 581 7))
HELARIE, 1H1E40mgZ &Y 1 7L DI~4H BICR O 5T %, 8. fER
IS UEAEMET 5.

10mg#Hf D7 2 Mk FMAE F169%5 Fh 66 (95. 7% ICRIEA (FRREMHRA
BERFZED) 2D 5Nz, 10mghE TOLRFWEMT. Gk
AES2H (75, 4%) . /NI A E33 B (47. 8%) . & D FERE 184
(26. 1%). THI13%1 (18.8%) . {EFROM (13.0%). 57741 (10.1%)
THo7.3? [5. 18]
1) MDS-0047 Bk 5 58 D 2%
- SEPEIRERIITq3IR kO MILEE AN RE 2 HT D (W RS
IR O B DY)
- IPSSHEETIE U 2 &7 2 difil-11 2 27
- RMERE MK 2 S GBZII2HM A6EM) T, Rk L T
WR R EIEIA356 H Ri)
- BBl S BRE B BE O 2T FAB /A T E i
- EHMERERL2, 000/ 1o LEA b OBk i B Bk i £ e
FE2)HFEI82H (26i8) DALRMmERIIM 2B E T, BANESOE S #EN
NR—=ATA AMEITHRTlg/dLEA LN
FE) AFORKRM L - FIEE [1HLE10mg2z 21 F M A #1425 L%, 7THR
KT 2, ZNEIVA 7N ELTRGEHRVET, ) Tho.

18. EZpEHE

18.1 fEARF
LU R R YA N EERESER. & i a8 e 2 okt
IHMBEMGIER,. mMEHEREERZ2EIdEEIA5ND, L
U. FEfI72 /R AR iR S Ty, 39,39

18.2 In vitro 5RBR

18.2.1 4 D b LI B B H Sl A bk 12 et U CHEFEIIHIIE A 2 7R
L. ZOEMETFEYAS > EOHFF TR L 72,3939

18.2.2 b bRMIMBEAZERICBIF ATNF-a. IL-15. IL-6% NL-12%
DIIEWET A A P EAZBEEL. HIIYEREY A M 2 IL-100
BEAZMREL =, /2. b NTHIIIZ B BIL-2pE 4 L \IFN- 7 #E
a2 R L 72,3

18. 2. 3 1% N KA O UM S DI R Z Mfld 5 2 &k b i
BHEEEELRZD

18. 2. 4 5FZF PR ERIER 2 KO U T W 2 58 I 5515 55 i o 4 5E &
U7z, F7z. CD34RGMEE M o /LA R BIENE/ O E >
DFBL % g L 72,39

18.3 In vivo RER

18.3.1 b M2 FME& BEfE dolefifiukk (NCI-H929) Zfif L /- BiEH
BHRBPAEITATBNT, ARKGENREEHEEMGEER 2R

7239

19. B ICET HBLZMMEA
M - 0 o

N--- NH

H
(0]

NH: B U SAEAR

—ft# LT U R R (Lenalidomide)

{4 (3RS)-3- (4-Amino-1-oxo-1, 3-dihydro-2H -isoindol-2-yl)
piperidine-2, 6-dione

1 - CisHisN303

Sy &t 259. 26

PR ERA~KREAOM R TH D, K AY =) XILy
J =) (99.5) ITIF & AEBE TR,

20. RV EDEE

20. 1 EHEELETCEHETIEZ2ETL. MET2 &Y,

20.2 PAEE. EHANXKRUER - SR8 TRET S Z &

21, EREH

211 EESHY XV EHEGTHEZRED L, @UNCEKRT S L,

21.2 AFNOEGERE - BH - FHEICHZ>TE, [LFURI K-
BYU K3 REESHTIE 28EICHSFTSE, £ AT
OEFEIZOVWTIE, oML, BEEFBHED TREZZTRINIE
molin &,



21.3 AHIOHGH, BRI IS TE 2 EREHICBWT, +5
Te A - RBER T HEMDD & T, AR OEGN#EY) & HEEn
DIEBI DB MRIT, H 5 UOERE I T ORKEITHNE R TE
BEAXEZ DO THP TN, XHFITRDFAFE/HTH S0 T
HEINDH LD, WM DBIEREEZHL S L.

22. A%

(LFURZRATEIN2.5mg Th—"71)
104 7%V [105 7&)L X1 : PTP]
(LFYU R RATISmg Th=71)
104 7))V [104 7&)L X1 : PTP]
405 7 )V (10 7))L X4 : PTP]

* 23, Bk

1) RevMate (LU KX K - ARV K3 REEEEFIE

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