sk 202647 7 JLET (45 4 10 BAREBANEES
* 20254 8 HUHT (5 3 ik, AL H) 874291
BPk SR FvE I 28 28 i i %) 2.5mg 5mg
AREAR - 34 LFY K s KA 7".[._, U ARBES [30700AMX00038000 30700AMX 00037000
. N RRFBAME | 20257 61 | 2025% 6 /]
ks LFURZR e 2.Bmgrenk
UE e S - -

LFURS th’thmg [FNKI

Lenalidomide capsues 2.5mg - 5mg [FNK]J

X)) ER—EMEORMFEICLYERATE &

1. B
1.1 XZEHY NV NBERTH D, AEIEEMCH
WIS EE T HEEMEN $ 5 -6, 1TELIT
RUTWBHEEMDH 2 HMICIERLTERELEWC
&, [2.1, 9.5 3]
1.2 KEDORREANOBREEZ TS /-8. AFOFEAHIZD
WTld. REEEFIERITF. [FAFIEDIEDHSIT
WAHNDT. BERLE. EM. ZIMEOEEBRE.
BERPZOREZDETOEFREISAFIEEETFTS
Z&EY, [2.2. 9.5 BH]
B FIRT AEEEM D H 5L MICRET 5. B’E
BRIARTICITIRIRE ATV, B THHZ LR 1
tTHREERIBT D E, £/~ BRERHBTESER
PSR ERTHEREET. BXFEITHIHEIE
N— P F—¢EHIIBEO THEDIEABITEOERZ HE
(BHEESTaAR—LEER) &, #IFT2EFLT
WBZEZTRICHERSRT 5 & EBHICTEHNICIHIRGE
ZITH2 &, BH. AEOHRSHEHICITFIRSSTEDON
3BEICIE. BEBICAFDKREEHIEL. EREISE
BEDELOBELEIBETHE, [9.4.1, 9.5 BEE]
A FEBBRPABITTBZ LS. BERTHER
BET. MXHBHEITOGEEEO TENBBITEDE
BEREBEHELTIC N—L2ER) €. BiT%
BFLTWVWBIEETRICHERTEE, £, 2D
HERISIERE EDHEZFIIThEEVW &, [9.4.2,
16.3 ]
5 AREIDKRE(Z, BRSNS TE 2EERERIC
HWT, SMEBEMEEDAREICNL T2 L5 -
BBREEBOEMOE & T, AFOREHEY) &
h3BEDOHICITHIE, £/, ABERIBICEILSL.
BEXIZOREZCENIERVBBRE BREADE
BEOEREEZED) 2 T9ICHBEL, XETREL2E
Tho5zMTEIES
.6 FEREIRMAGTER CHBEREORBARE IO TL
PNDT, BEZ+THIITOWEYPSEEICESTE L,
BEEIPRBOSIAEFEICIEIESICREEFRIEL., &Y
BUBZEITHE, [9.1.1. 11.1.1 BH]

g
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2. BRE(RDOBHEICEBELLEWVI &)

2.1 IR IR L T s R0 H 5 etk (1.1, 9.5
]

2.2 HEEHRTIEZMFTELVWEHZ[L.2, 9.5 2]

2.3 AF OB UBEE O AR O & 5 B

3.2 BH DMK
B, LFUFS FA7EN [ LFY F FA7EL
L 2.5mg[FNK | 5mg[ FNK |
B~ RO | B A~ KRR
@ #EW RiEW
TE A~ IR | T A~ IR
AEW] ARiEW]
HIIE A 7 VH A 7 IVH
wo | CTD | CID
EfE 14 .3mm #15.8mm
PR #5.3mm #J5.8mm
KEE h TV 45 35
L K 7

4, WhEEX TR
(LFUKIRKHTEI5mg[FNK])
O%RMEEHIE
OsBLaAREHMRKEF > BHREMRIERE
(LFY KNI RKNHTEI2.5mg[FNK])
LR M EHIE

5. FEEXIZRICEET 3R

(ZhEEH @)

*5.1 [17. BREAHIOHONEZ R L, KR OHRMEKR T
Rtk o HF L2 BT, MInEEORNEIT) 2 &,
[17.1.1-17.1.5 =]

GELaFRBEHRREZ #5 BHEMRIERSD
5.2 EBSF K %€ > A 7 2 (International prognostic scoring
system : IPSS)I2 & 2V 2 7 5 OH -2 27 KL UHEY
A ZNZxET B AR B OV AR L TR v,
wx (FRETHAMOVO T AMKHREBMEY > /NE. BREX
TSR DB >/ & (Grade 3B))
#%5.3 ¥ 77 ¥ 7 (BIEFHIEZ) LR T 2BoHERT
Az, #7735 ~7 (@BETHRZ) OBTHELE SR
‘a— ;Q) : k o

*6. AERUVEE
(BHRMBHE)

M OPLEMEIEEH] & OB BT, W, RAIELF
Y RI FELT, PEAT 2 EREGA ORSS A4 7 Ve
ZEL T, DWTFTOAETEBETRIOERS TS, &8, &
HORBIZL ) BEABET 5,
AP 1H1M25mgZ 21 0 B 05 L 7%, 7HBARIES
o THEIHFA 7V E LTS 2 KT,
Bk 1H1MI25mg% 14 H B3E H %5 L 72, 7THEKRSES 5,
INZIFA 7V E LTS Z#8) KT,

3. fHEE - MR
3.1 %
Wi, LFYFIFITELV | LFYFI R TR
L 2.5mgl FNK | 5mgl FNK |
QA | VPV R K25mg | LFU K3 Nomg
BT oK, Rt rva—Z, ZaAH N AT—
WEW [AF M)A, AFT7Y VEESRZ AT YA
e YoF v, IUVNRIETTF V. T2 IV
ATV WS N A LS| N A BRIES
KM |y v, FHos, wh|y s
= AbEk

GELEFRBEIREEFS BHEMRIERE
WHE. RAIZIZLFY FI FELTIHLRI10mgZ 21 H [H#
HEEORS Ltk THEKESTSE, Thzld 17 ve L
THEGZHVET, B, BEOREICL ) EERET S,

7. BERUAEICEET 215

(ZhEELLE)

#7.1 FREREREERE TIE. AAOMPREN LA T2 2 &8
WEINRTWAEZD, FEEROES-HEORE %228
LB, BEOREEZIVHEEICEEL, AEFED
BHIZTMEETHZ L, [9.2, 16.6.1, 17.1.3 =]

7.2 BRI EEIH% O 512 L 5 TAUCK U Cru DI T 253
DOENDL T ENS, RFNI IR EEEHT# % 80 TS
THIEDNLET L, [16.2.1 BHE]

7.3 /MR A AP ER 8 A % B < Grade3 X 134D EI{EH
(Gradel¥CTCAEIZ D ) 235 L 22481213, ARAIoR
EhPILEEET S L, S5 OHMIZ. BFOREID
CCHBiT5Z s,



(BHRMEHEE)

*7.4 RA OG- 4 7 )V, KA & BT % PUEVE IS Al %12

DWT, [17. BREE [ OHOWEZHI L. BRSO R

HMOHNA NITA4 VDB L LT, ERTEHZ &,

[17.1.1-17.1.4 1]

*7.5 RIGROLEMEFHILICH$2 55 v 4~ 7 Gl fs T-Hlifk
) RKvervamy—+¥ 777 GREEFHEER) BE
BFEEA, RVFYITROFFI A5 v OIS
DWTIE, AFOKRIE - HEEEDLHEO, ¥V LR T -
Frerra=y—¥ 77 7EEE TEROETRT
ST LHI L,

7.6 ARFHAB G- COFME R L&MW I L TWiRn,

7.7 MR XX BRI A S B L 72356121 %. TR E
S LUAKORESE 2 ZEBT L2 &, [8.2, 9.1.2, 11.1.3

Z ]

Kt O L F VL BE T O
i/ N/ R BRI A SEBLIRE O R IESE D H %

ML/ T ER B

G OMLE ) OV BRI O ke 0 H %

KA RIES B,
Z D 150,000/ w LEL FAZ 04 L 7235
I, ARH 2 RFER O H G2 5

25,000/ w Loz |5 P!
L k. I OPE G R ASmgn1 A 11
BEOBAE. AA2. 5mg 1 H 1A
5B,
NPT S
W 2 01,000/ W L i L 75
o |3 R (1%, A % R O3 54 55mg
WA | R O | TR °

ii38.5C UL Lo

)

B, WRIER OG- 2Bmgd1 H 1
HE5-OYE1E. AHK2.5mgx1H 1M
EASELS

ARH) % i U7zt RS & 5 SRR AS I AE L 72 & J b
SNDYAICIEHEZ5mgd DW= (2. 5mgik 50841
SmgN\EHE)TAHIENTE S, 72720, MR Z A%
Wk,

P LR RO S S Bl C o
M NGRA /i P ER IR A SEBLI O PREESE D H %

LN/ I Bk R

EHE O RLE K OB O JE O H %

30,000/ p LA 12
L%

KA RIES %,
Z D 130,000/ w LEL FAC 4 L 7235
I3, AA15mgz 1 H 1In%5- T

N o
2 K% T %o
R P T2 030,000/ 3 LbL 1t g L 73
G ez, A & Rl g S 5mi
R & L C1H1F TR,
RN & ARIET B
< ZO#1,000/ u LY. il (7272
L, WHEHEFREDS 05 |7
IJ,OOO/ML*iﬁL:‘(‘)TﬁE ?%%Li\ ARA25mg % 1 H 11a 45
VAN o
Kk - ZO#1,000/ u LY F I B4 (72 72
e U WPk Ao AR % 0

%) L72¥A12id. A#15mgz1H1
1] % 55 C B o

PREE2101 H LUK,
Ji£1,000/ g LA 12

WA

ES: k7S Scap-

Z 01,000/ p LELEACIHE L 72556
Wi, AH 2 i G 2 5 Smgid
L CIH 1M TH o,

GEREFRBEBRKE # S BEREMRERE)
7.8 M/MGEAD A hERIR A EH L 22381213, T&RZ
B LUAROKRESGEEET L L, [8.2, 9.1.2, 11.1.3

Z]
I/ NBGE A /AT R IR SRR O RSESE 0 H %2
N/ I R | Wi O LB e OV B I 0 i 0 H %2
ES 27 SN
WOVTNHhDLEITIE, AH % RS
B O M A S L& L <OV T 721
/| 25,000/ 1 Loz | C FER

< WEA 50,000/ @ LEL A2 L

B | RS 78,
< TH B E 0 B # &3 C I fi 2520
125,000/ 1 L 550,000/ u LT
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IR ﬁmﬁ@ﬁﬁéouL L 786

2 iy - o | TEAEAS500/ 1 LU EACIRIAE L 72354

s (P00 LA WD = PO % ot o F B & U B
LAV FUF 72 I T P

T) FEBHI O it L~ L

*9.

JAR L)L
P46
JHE LX)V

AA O - &
1H 1M 10mg7% 21 H 8 H R85 L7228, 7H BIK
e Do TNRIFA ZNELTHRGZED BT,
1H1A5mg% ¥ H#R 1359 %,
R L ~V2|2H 121 5mg % RO 55 %,
Ji L ~OV3 | AR 205mg 2 #1085 53 %6

8. EELEANEE

8.1 AFPGBAMGED S ¥ 5P b4 % F <. mki, HSF -
RO g vz &, [16.3 BE]

8.2 AHNDOH 512 X 0 EEE 24T P ERIRAME F O/ MRIRAE
SEDF IR AIHEBIT 5 2 L 03h 5720, BRI

MMAEZITIZ L, T2 AROEGI2H - T,
G-CSF#ANOBYW MM EE T L & [7.7. 7.8
9.1.2, 11.1.3 ]

8.3 AH DG X W BEUFIEY 4V A DERGHALD S S bh
LT ENDHDHDT, RAPEGAZI A THRY A4 v R JEGe
OFLEEFERL . RAZ LA HY 2 0L@E 2179 2 L,
[9.1.5, 11.1.4 ]

8.4 {HHMEIRABRICB VLT, B, T v, IR, . &
AL2SE SN Twb 0T, RAZRSG O BEICIZHBED
EIRSEERRE HE) MOREZ BT 2 X )BT &,

8.5 I MIESERIEEAH SbNBH I EWHHDT, liED
S BT, I TR R I e B OV B e AR A A AT
e, BEOREEZ+HcBgis s, [11.1.8 2]

8.6 FIRMIIIK THENDHODbNLZ LBHLDT, EMW
WCHREEIT) R L, B2 +04irH 2k, [11.1.12 =
ey

8.7 EIELFHENHSDLNLIENHLDT, EMMITH
HE2TIHE, BEE2 AT 2, [11.1.17 ]

8.8 AHNDOHEGICX V., K. FEH. MBS EES U v
DOFEREZEMETIHEETLTBHLLNLI LD S
DT, BEOREZ HBSBTL &,

9. HENEEZHTIEREFICHATIIE

9.1 AHHE - RMEEEDH 2 HEE

9.1.1 FEFRMARENY X7 H§ HHBE
TR EE IR A AE 2SS B, WET 22 L dH D, [1.6
11.1.1 H]

9.1.2 BEEMHEIDH 3 BH
T R AP R ERIR A E B NIV IO A E DS RIS A 2 0D
5o [7.7. 7.8, 8.2, 11.1.3 ]

9.1.3 EHRBHEE CEMBHMREBHEEEZST)DH 8L
TR 25 12303 2 i SIS XA R F 6 18 EIR 25835 %
BENYDH 5D,

9.1.4 YU RITA NICLZEELBBEDEEREDH 5 EE

9.1.5 BRIFF R ML A ¥+ ) 7 DEEITBLERLEE (HBs

HEEM. » DHBcHiA X IZHBsHi AR )

RAFN O 5-Plda R G kR L TR RERA SR IF &7 4 L 2

= H—DE=F) T EATIBE, BREFFETIA VD

FHEMEAL DO BUERFERDOFBUEE T 5 2 Lo AFOHKG

WX OBEFR YAV ZAOEEEALR D Sbh b 2 LD

5o [8.3, 11.1.4 ]

2 BiEEEERE

BHRELOESHBEORAG 2 E2E 5L L b12, BEOIR

BE2LDHEEICBZEL, FEFRLORBUTHERT L

Lo BIEMD B b obhbd BTN H b, T2, Bikhe

BEENE LS5 EDH b, (7.1 16.6.1, 17.1.3 ]

9.4 &5EREEE T BE

9.4.1 IR AWM H 5 LIzl RAIIRSBIAG4HE AT
B OARHN B 5-BAAG3 H AT A S 3 5- BRI AT £ Tl iR %
FEHEL, FIRL TWARWT L2 MERBICRG 2 BTS2
Lo 7o, REOEFEFIIAGAM 2/ 2 2R T, RKEO
P 5T ORI ARFN PG T e B OAAN P 54T LR #12
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D THN ML O Eit % e BEedar F—2%
EH) X, BWITEZEFLTWSEIEETHICHERTLI L,
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9.5 1T1@

IR TR L C W AR O & 5 Z I3RS L v
Lo N7 AN TOERBEAETEERETIX. FEREPICL
FV R FEEG SN ORRIRICHF D b iz,
LFY FIFige b CHRSGERZ AT 2TRERD S,
[1.1-1.3. 2.1, 2.2, 9.4.1, 11.1.18 &H]

9.6 ®ILIF
BAPOLMEICIZHESE LAV ERET LS, R0 %A
TG T2HEICIIRATIESEL 2L,

9.7 I\R%F
NBEE R R & L2 BRRERERIE M L T v,

9.8 =#E
BEORBABILE L 26 HEIIHKGTHZ L, —BKIAE
BASREAME T LT b,

10. #HE1EH

10.2 FREE (BRICEETD L)
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(VIFTV5) |72 LOMEVHLOT,
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1.1 EX&EIEA
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1E2) P56 AT PR O AN TR s ) > SRS 2 3 5 & L7 IE
PR TR S0 OF VS T SV B e D I L V) o o S O3k
W L SMEBRE % kR & U7 ERS AL A I AH sRERAS SR A2 350 ¢
JEBUHE
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14.1 EJFAFBEOZTE

iAh7enzeLenwZ &,

14.2 FEZZFEDOXE

14.2.1 PTPAEDOIEHAIIPTPY — F 2 S5WY L CTIRT 5
kHEST AL, PTPY— FOBEMIZK Y, FHVHMER
DEERIEATA L, HIZIZELERE S LR &5
ERAEWEZET LI DD 5,

14.2.2 7 7NV Z AN 0, B2 03 ICIRET 5 &
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15. ZO/mOEE

15.1 BRERERICE D 15

RIEWED LIV BIE B E 2 15 & L 7232 O i iR %k
2B VT, ARANB G- TR IREE & ik U CHEMENEE o %3
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L7,
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16. EiENRE

16.1 MeRERE

16.1.1 BEKS
fEFER AL ) F 2 F3IAE Gmg™, 10mg. 20mg™) % Hiln|
BORGL2&DLF) FI FOEYBE T X — 5 1ZLF
DEBYTHY, LFY FI FOMSEPEEIZHRS80.5~ 18
MIEZICIREMISE L, teldf2~3 T - 727,

W ST A =%

JH & 5mg™ (761) 10mg (761) | 20mg™ (7f1)
Cmax(ng/mL) 113+35 227+ 46 521+195
AUCe(ng * h/mL) 345+59 727115 1462 =174
timae (h) 1.0 1.0 0.50

e (0.50, 2.5) (0.50, 1.0) (0.50, 1.5)
t12(h) 2.28+0.48 2.36:0.41 2.24+0.42
S il + R
SEIAE ST AR fif

tmax (& HYLAE (B, 1K)

16.1.2 RiE#E

(HRIMEEEE)
PO RO L RIEEHERZ L+ ) F I FI0mg™ RO
25mg% Wi G R O AR LIRS Lcs DL F ) F 3
FOEYEHE T XA =F I TOEBYTH), LFYFIF
D MHE B IE 3 540 5~ TR I B I e I Ly t2l3492
~3MEHTH o720 o, KEHRG I 2ERITLETH D S 2
o 7289,

HYHREST X =%

i 10mg™ (3%1) 25mg (641)

Peli- )5k HWEPES | S | BEES | KES
Cumax (ng/mL) 330+116 | 316=69 | 642+163 | 721+109
AUC. (ng - h/mL) | 1063 %300 | 1050 =300 |2835 = 1059| 2892 + 952
o () 0.93 0.5 1.0 0.97

(0.50, 1.0) | (0.45, 1.0) | (0.43, 2.0) | (0.45, 1.5)
tiz2(h) 2.57+0.65/2.45+0.42|3.20+0.83/3.26+1.02
SR+ R (i

PR SN T A

tmax YL (/s BeK)

GEFEFRRBER K & 45 BREMRERE)
S5 YR Wi q31q33 /K2 A LIKY 2 7 SE-19 2 2
OB BEFIE BRI & 2 FAER % P 9 B B SO0 BOE BT
TV F ) NI F10mgz HEHE R 5 ORI 5- L 72
LEDOLFY FI FOEYEENRFIA-FZILUTOEB)TH
Dy LY R PO 52, SR K 0%2. kg #2 12
TNENREMEISEL, tield 2 2h3 3R KO3 TR T
Holze Flon REHEGIC X 2ERMEERD DNk h o 721010,

EYTRE ST X — ¥

B )5k H e 5- (661) JAg#5- (561)
Cimax (ng/mL) 145+ 56 155+47
AUC: (ng - h/mL) 925 = 3442 936 = 355
tmax (h) 2.52 2.93
tiz2(h) 3.33+0.812 3.70+1.20
I = R

SIS

tmax‘iq:‘giﬁg

a: 5fl

16.1.3 £EMFHIEF MR

(LFU KNI NATEIEMg[FNK])
L3 FI R 7EVmg[FNK & LT T3 K 7L bmg%
JUAF ==L ENENIA TV (LFY FIFEL
Tomg) H A AR R A T3 M Vi £ BE ] 8 TP G- L C e v ok
ZACRBREZME L, oW EIRE N5 X — % (AUC.
Cumax) (22 TI0%IE HE X [ 321 THERHEAT 2 1T - 7285 . log
(0.80) ~log (1.25) DHIPAPITH V) . Wi o> Wy 2209 [l S A Hfe

Banz?,
WY BRE/ ST A =%

AUCt Cmax ti2 tmax

(hr - ng/mL)| (ng/mL) (hr) (hr)
LY FIFAT| 300.46+ 116.75+ | 2.814+ | 0.667 %
+ V5mg[ 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

(CF3fli=S.D., n=24)

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

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

BRET /=N CEERE

(ng/mL) 50

Bt (hr)

MUAEPIEEENE ICAUC, Coax D85 X — 13, W O RIR,
I OFRIUREL - WE S DRI & - TRL 2 WM DH 5,

16.2 RIR

16.2.1 BEORE
TEHER N (1760 12LF ) B3I F25megZ mlil - mha) —£&
DEBITREITIRG L2 EDAUC, Conaxl I ZEEIIZRR T35 L
72 B L HRTZENZNH20%. FI50%HETF Ly tmaxldF91. 68F
BIEE L2 (WEAT =5 ). [7.2 B8]

16.3 2%
L B3 FOFMAER A EFITR0%TH - 7219 (FHEA
T—%)o Tl WHEERA (2460) 12V ) F I F25mg & JUERE
L5 L2 & &, iz L ) B3 MR S&dkhh 5240
IS S22, k%520 & 72K 2 I3RS c L
U RS FEBIB SN o210 (MEAT—%), [1.4, 8.1,
9.4.2 K]

16.4 54
In vitroREETIELF Y FI Pk MIFI 70 yY — 24 KON
DVFNTHBILRHEEORBIEZ T 2 d o 7217 (FhEA
F—%)o

16.5 HEittt
LF U K3 FORBHIREMARTOPERDSIZLEAETH D,
B A MCIL ) F I FeHERO#RYS Lz &, 5RO
%J82%?ﬁk%¢ﬁﬁﬁi‘5!@£1 bR & L CIRAICHRIE S 721718 (SREIA
T—%)o

16.6 JFEDERE2EF T 2EE

%16.6.1 BipEEERE
TR E R EICLF Y FI F25mg® HERRIIHRS- L2k &
DFEWYERENT A —FIZLUTOEBYTHY ., AUCIEIL 72
(HP S ~ T GBAT AL 25 B s TR ~51%) . F 72, Bikiko
KTFIPEVLF Y FI Fo&O2 Y75 Y A(CL/F). B2
79 v A(CLR) A L2192 (JLE A7 — %) [7.1. 9.2,
17.1.3 1]
B EEFICL S ) F Y F2S5megh HIERIHES L &0
YR ST A —F

3 ew | I s
g i% A
e | | B TR Gaine) | Gl
(6%1) (6H1)
<ngc7$L) 605+246 | 691+110 | 592 =177 | 765+81.3 | 552 = 140
mﬂﬁfm 2181 +703 |2767 + 1094| 6021 + 847 8191 + 1317|1121 £ 2133
o |10 1.0 1.0 15 1.3
max (T (0 50, 2.0) [ (1.0, 1.0) | (0.50, 1.5) | (0.50, 2.0) | (1.0, 2.0)
tr2(h) |3.34=0.88]3.67=0.70/10.6=3.33]9.22+ 2. 44|15.6 £ 1. 14
TR = B
TS AT

tmax | E YL (R, K

BHERER 2 LT F =2 2 ) 75 ¥ A (CLer) EiME

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

JiE © 17~29mL/min
EHRRRICREDD 5 BE KA 25T 55613, TRIORT
CLAi R ZEM L L CTAFIR G- 7 K O 5- Mk O MR % Z 5
5T,



FEPRRER A I8 5 DR ORISR E O H %

AR OB 0134E5H24HF—% A v b4+ 7)

BHEBE (CLer)
PR L o i
. GENTAEE) GENT L)
30<CLer<60mL/min | o " 301 /min | CLer< 30mL/min
A#FNOmg# 1 H1M | A#|15mg# 2 H |[A#5mg#1H1
Y5-CRR L. 2% Ic1mEs [l $% 5-
SHMEERIE |4 7 VIR T BRAR BENT H LB
WY& 1315mg AN D)
ICHARTE %,
SEYARE | AHKS5mga 1 H1A|A#2.5mgZ 1| A#)2.5mg#1
| W AR AR H1m$% 52 H 114 5-b
PE S B R (EHNT H X BN
T I o A AN

- HRE Y Ialb—Ya icEoxEn

a: AF5mgA2HIZ1IMES- L5562 TE S,

b : AHl5mgE MG L T2 L b TE b,

¥ LFU FI FA 702 5mg FNK I3, 5% Gt RBa k% i i
TEHUE B R B3 500 - AR CIRRB S hTuiun,

16.7 EYHEIER

16.7.1 %> >

fEFER N (1760 12V ) K3 F(10mg™ 1H1E) % AR

%Iy TF 2 20, 5mgh BRI G- Lz & LFY F3

FEGTTOYTHF Y Y DCuax L PAUCLIZ L F Y K3 FIEHR

B LR L THR14.0%8E M L 72222 (AHEAF— %), [10.2 &

1]

16.7.2 ZDHDES

TS TR O 2 5 M B (6B1) I L F ) K 3 F25mg

EFEXY ALYV 40mgE KEHHEG Lz &, LFY K3

F OB RENDHEI D SN o 7282,

fERERR N (1400) IZP-FEE FBLEHI TH 2 = ¥ VB KR

(600mg 1H2M) 2 JAEFREORS5-%IC L F Y F I F25mgx Hi

BOG- Lz &, LFY) FI FOEYBEANOBEIIFD S

Nhh o722 (BHEATF—45),

RN (L1 IS P-F & T BLEHR /R ECTH DT L0 AR

25mg& L+ N3 F25mgk B PG Lz &, LFY R

I FROTAYE) AADSEYFREANDBEIIRD SN h o

e (HHEANF— %),

16.8 ZOftb
(LFVUKIRHTEI2.5mg[FNK])

LFY F3I A 7EN2.5meg FNKIE, [&EA 2% 5 #% 01H

WA O LY F R SR A o4 v ICiET %, LY

N3 F 7 Nimgl FNK ] & EEHERA] & U 72 5 il Br o5 2.

AT A & HE S, AEENICRSE L Ak D),

) AH O ARG + R (1) 1 H 1 25me (2 5 M8B608) . 1H 1 10mg (5

T gt AR R IR 2 A P S 4 BES i BBE) b B

*17. EEERERIE

171 BEMRORESMCEET 3 HER
(SHMBHIE)

17.1.1 EIRNE I HEER

657 LA 3 MM B B HE O G & 7 & 2 W R IO 2 581

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

L+ U F 3 F2mghl+F 34 X &V 2 40mgh? O i (Ld#

) OEMEE G L7z ZOfES. ZRE1383.3%[95% 15 ##

X :68.4, 98.2] (i BRI fif3/ 246, 5 Eig17/2460) T

f)o f:ZG)o

e AV ETIE ) 26 5 H 2561 (96 . 2% ) L BIE T (PR M A4l 5L %

EE) D SNz, EREIEHIE. 951261 (46.2%) . IFhEk

WAFETH (26.9%) « FEFL6H] (23.1%) 1L/ % A JiE 6651

(23.1%). #1Mm5H1(19.2%) . FIMERIRARESH] (19.2%) . K2 f§

HRE3B(11.5%) & 9 HERESHI (11.5%)  BEIR LB IRz 5361

(11.5%)+ 1194360 (11.5%) « BREEH3HI (11.5%) . RIS

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

EDLVFY K VoM - HEIZ28H0 %2194 7 )& L, 1H1M25mg7% 21 H [
BOKGT 2, BB, SRS DETRIET 2. ENERRBTIE, L
FURI FEESSNZETOBFIHLT, LFY F3I Fo&5HE
s & LR SE U PR3 2 B 55 2 HLETh > 70

FE2)FFH A5y OREE - HEIF28H %2194 7 v & L. 1H1E40mg (755
B2 % BHI20me) #1. 8, 15, 221 HICHIHE 5T 5.

17.1.2 @SB MAEEER
655 LU 3 5% MM B R O IS & 7 & 2 W RIBIED 2581
R A G L L7258 A R (MM -0207808%) % F2 0t L .
L+ 1) K3 F25mgil+7F F 4 2 7 ' 40mg2 ff i (L
%) ZRBAEAT ¥ TG L2 LdBE, LA 21844 2 )V (7234,

1A 70 28H) 5 L7-Ld18HE K " 2 )V 7 7 F ~0.25mg/kg.

7L K=V ¥2mg/kg. %V F~< A F200mg®DPF A#EE% 124
A7 W72, 194 7))V @ 42H)$5- L-MPTEO3FIC L 24
BMERME L7ze ZORE,. LABETIEMPTRICH AT EEE
filisE H T & % Mehg B A AL R (PFS) O B AR R Sz,

B, BRI H T % 4z EA7HIH (0S) o i FEHT#5 R Td.

BRILERIZED LN TR ARWD,

Ld# Ld18#% MPTH#
(535%1) (54141) (547%1)
PFS
AR MEERE (%) | 278(52.0) 348(64.3) 334(61.1)
Hrfia (» 1) 25.5 20.7 21.2
[95% 5 HE X i ]P [20.7, 29.4] | [19.4, 22.0] | [19.3, 23.2]
SN — R e 0.72
[95% 15 #E X i ] [0.61, 0.85]
pfiti (Log-rankM %) 0.00006
0S
T EEE(%) 173(32.3) 192(35.5) 209(38.2)
i (2 H) 55.1 53.6 43.2
[95% (5 A X 4] 1P [55.1, NE] | [47.0, NE] | [44.3, NE]
NI — R e 0.78
[95% 15 HE X [H] ] [0.64, 0.96]
pfiti (Log-rank ) 0.01685
a @ efili i3 Kaplan-Meieri: 12 & 2 3t @4l
b HIL D 95% 15 HFIX [
¢t MPTHEDO W — FIZ§ 2 LdEO N — FolL
NE : Not Estimable (Jff: &A1)
100 4
g~
: N
# o] x,
&° " ®Law
- \
Sy @ LIS B
04 @ MPT &
0 6 VI ] L
PFS (H)
VAZE
® [5% 40 319 266 218 168 105 % 19 2 0
@ |54 30 319 26 167 108 % P 7T 2 0
@ |57 380 34 24 170 116 58 28 6 1 0

PFS®Kaplan-Meierfh

LABEDZAVEEHBRERI BTy 53245 1148241 (90.6%) (2 BIE
(R RAER Y 2 5 8) A0 b7z, EREERI. I
BRI A RE169%1 (31.8%) . £ MiL12561(23.5%) . fHEF:119%1
(22.4%). THI11261(21.1%) FE3710761(20.1%) . H/MK K
AES6HI (16.2%)  FM IR = 2 — 1 /3XF —8541(16.0%)
BT3B (13.7%)  #EFTHE60BI (11.3%)  FiE#E57H1(10.7%)
FHIER A ES661 (10.5%) « $EEES651(10.5%) TH - 720
Ld18%: D &AM EHIE RN BTy 5406114811 (89.1%) 12l
e (BRI 2 5t S0 bz, ERBIEMIE. 4F
FPERIRAME16551 (30.6%) « FERL127H1 (23.5%) . 95712641
(23.3%). #1m118%1(21.9%). TFHi84HI(15.6%). F&81%1
(15.0%) . KWL= 2 — T35 =766 (14.1%) . /MK
BRETHHI(13.9%) Td - 7220, [5.1. 7.4 1]

FDLFY) FI FORE - ARIZ28H %194 7 )V & L, 1H1H25mg% 21 H [
BORST 5. 2B, RIS UETRET 2. WA ERRRTE, L
FUFI FEHRGESNLETORECH LT, LY F3 FoRSHE
e & BRI LB 3 % 3 55 B B Td o 72

E2)FEH ALY YO - HER28H 2194 7 v & L, 1H1H40mg (757
Rz A BEIIE20me) 1. 8. 15, 22H HIZKRH%G-7 %,

17.1.3 EREEFSE I HxER

H R 75 MR R OIS & 72 5 7 WED RGO 2 F M il

BB 4460 (H AR NEZ2B %2 &) 2RI, LFY F3I R

RN FVITE FRG Ry LE (BLA) PRI & BLAGEH

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

ZFNEN2 : 3OEETEHAT, T 25 v 7 2 LIEEMER

LR MARGRER 2 Eh L 720 T ofEH, FEFHMEE T %

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

54.347% A (95%1EHEIX [ : 45.207~HEEARE) TH V. IsaBLd

FECHFIFMICAERIEED R EN (NF— FH 1 0.596.

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

1. 20234E9H26H T — % A v bt 7)%2),



1.0 T,
09- Sl
08 *\*’MW
07 . IsaBLd
e L
B 0.6 e
T 05 e -
-
044 -
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 7 17 T T T T T T T T T T
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

i A A B O K aplan-Meier Bl A5

IsaBLA#E2636H125751 (97 .7%) \ZRIVE I A558D H7zo L2l
PERE, KRR = 2 — 185 — 14261 (54.0%) . T HI9661
(36.5%) \ BFHERIRAIETTH] (29.3%) « I 576561 (24.7%) . f&
P62 (23.6%) 1EALZHED BUGB61H(23.2%) . H NS5

155

(20.9%) . AMEIEA451(16.7%) . MIJE38HI (14.4%) . J&9537
B(14.1%)  KRHRIE36H] (13.7%) . ML/ I A HE 3561

(13.3%) . EAGEBRA3351(12.5%) i

#2761 (10.3%) Td - 72,

BLA#E181H1H 17561 (96.7%) ICEIMEH 358 H v 7z. F & FIE

JAE. 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%) . 589522

B(12.2%) /NI RE21H1 (11.6%) L 4&GE G220 51

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

1) 655% LL L D K EALEFREARBIS O B, XUI65m A T B A7 Ml
NaFEAE K RAL S O B BB & U ek o R ER 4 0F
R EETEEZ RN,

W2) LT R N oM O SR AR (L~4% 1 7 V) Tldd2H
194 27 v e L, 1H1125mg (CLerA$30mL/min A _E60mL/min A o)
H1310mg) #. 1~14H H K U22~350 BIZREOH% S L7zo ket 5200
(544 7 VELRE) TIZ28HE 2194 2 v & L, 1H1125mg (CLerA™30mL/
mink F60mL/minaiil 0 B #1310mg) 2 1~21 H B2 3% 5 L7z,

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

H4) 7 A 5V OE RO S S A (1 ~4% 4 2 V) Ti342H
flZ1%4 Z7nvE L, 1H1R20mg% .
23, 25, 26, 29, 30. 32. 33HH (75 LoBFZIEHEL, 4. 8. 11, 15,
22, 25, 290 UN32H H ) ICHIRINEL G- 33 #6855 U7z RkBede 5111 (5
B A 7 IVEPIRE) TIk28H %194 2 v & L, 1H1H20mg% 1. 8, 15, 22

FCERIR I3 5 3R 8 5 L 720
S A WY F ¥ 7 O RO S S A (1~4% 1 2 V) Ti342H

i 9&31%1 (11.8%) +

Wz1¥ A7 Ve L, TH110mg kg%, WMDY A 7V id5m (1, 8, 15,

22, 29HH). 2~4% A 7 V28R (1. 15, 29H H) THIRMN$S-L
720 WRBESE G (59 A4 2 )V DIFE) TIE28H M A 194 2 v & L, 5~17%
A4 7 ViEIH1M10mg/ kg% 28 [ R (1. 15H H) T, 1841 7 VPRI
H1E10mg/kg% 4B F I (1H B) TEIRFPS- L 720
17.1.4 @S EMAEREER
I TR DL S HE R E 2 R e LI EE
ML EGRER (MM-00935%) 2 Fhi L., L) NI F25mg+7
FH XYV A0mgF EHBLEO AL TFHF A5 Vv
A0mgH2 WA & i L7z Z 0858, LY K F+7%H
Ay URETIR, EELIE (TTP). OSO W3 o F#Alli 12T
LTh, 754 2 7 o B & B O A SR R i)

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

LY R F+7% | 739 A 5 7 il
T AR T
(17741) (176f1)
TTP
4R MEEAETE(%) 73(41.2) 120(68.2)
rp e fiEe (G8) 60.1 20.1
[95% 15 HIX [ 1P [41.1, 80.0] [16.1, 21.1]
N — R Hpe 0.285
[95%15 #E X [ ] [0.210, 0.386]
pfiEi (Log-rank# %€ ) <0.001
0S
B (%) 37(20.9) 60(34.1)
R fia () NE 103.7
[95% 15 M X [ 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 : HYLftiizKaplan-Meieri: (2 & 2 i 0l
b HULE 0 95% 15 HE X R

1. 2. 4, 5. 8 9. 11, 12, 15, 22,

CIFRF RSV WHBONF— FITHT 5L F) K3 F4FEH 25V VRO
NF—=FDlk
NE : Not Estimable (3 &A1)

1004
%IXP TS5
L7
=
D 504
| OUFY B F+Fx4 25
ﬁ
(%) 25

@F XY A/ H
P p=0.001 : : |
a 10 20 30
BT TTP (H)
@ | 177 67 5 1
@ 176 15 1 1
TTP®Kaplan-Meier i

LFY) R F+7FH 27V U HOREETFEIZB VT,
177619164450 (92.7%) \ZBIVEH (REIR A 345 % & ) AVl
LN ze EREWERNZ, WP ERIRAET260 (40.7%) . 9E 5757651
(32.2%) . MHEAL38H(21.5%) . fHFEEE3451(19.2%) . ASHAE34

B1(19.2%) . M/MRIRAES3H (18.6%) . & 1f13261 (18.1%) .

THI2861 (15.8%) . HL2361(13.0%) . F6952361(13.0%) . %

Bykod 2260 (12.4%) . WRIEIH 2261 (12.4%) . AR Pk 7 NE

22061 (12.4%) . FBH2261(12.4%) . BEHE2010 (11.3%) . PEELHE

R IARFEL1960 (10.7%) . $RE1861 (10.2%) TdH - 7228, [5.1,

7.4 M)

EDVFY FI FoMEE: - HEE28H0 %2194 70 e L, 1H1M25mg %21 H
BRGS0 5. RIS DETRIET 2.

E2)FEH AV O - HREIZ28H 2194 7V & L. 1H1H40mg% 1~4
Hy 9~12H, 17~20H BISRO% 535, Thadd A 2 Vg Rd, 5
H A4 7 VEPEEZ, 1H1E40mg% %314 7 VO1~4H BISRO% 53 5,
HB, RIS DR 2.

GELaFRBEIBREAZ F S BRHER KRS
17.1.5 BHIE MARRER

57 Gt AR RIEIR R 2 % A 5 45 Bl S0 B0 i B AR % ot kD) &

L 72 45 AR Bk (MDS- 004;:&%@ ZUEME L, ARILERER AR A S

OBERLED 2 Gl L 720 ZOFER. 7T REEDOS1HIH 341

(5.9%). Smg®EIED46HI 1961 (41.3%) . 10mghE D 414123

51 (56.1%) ASARMEREMAKAE 7> & OBEBIZ KT L 720 5mgis) B,

10m g CHRIMEREIMAKAE D SHER L 72 B FEOHBE X T 7 2R

HTOHAELHURTHEREICEP - 7229,

FRULERIIAARAE > S Wik 182 H BBk L 72 B o s &
BB 75 b R | Smg™EE | 10mghE
(A %D P B i 1) (5141) (46/1) (41%1)
AR MLERT ML AR A 2 S 52182 361 1961 231
DL B U 72 BB 2 (%) (5.9%) (41.3%) (56.1%)

10m g O 22 4 PE A AE B169 51 Hr 66651 (95.7% ) W FIE T (il AR A
TAERE 2 &) 2530 5Nz 10melETOELREIEH . I
FRERIRAES 201 (75 . 4%) ML/ A RES3B (47.8%) « 2 9 FF
JE18H1(26.1%) . FHI1361 (18.8%) . MALIHI (13.0%) . 557
$1(10.1%) TH - 722, [5.1 BlH]
1) MDS-004 355t 4 835 o 7
« 5T YO ARE R 31K K O ML RS I 5% & A 5 5 (oA Ml s
R OATIEEM b )
< PSS/ TR 2 7 Xid-19 A 2
o BRI AR AE M i A A GRZE112H0 B (168 ) <, AR ERfi L < wv
7\l R T 56 H i)
I BE R O BT IEFABS B T oM
 FHIEREL2,000/ g LA P R HEER P 505 R 1ok G4k
V2) Wi 182 H (2638) DL FAR M BRI 2 A% & 3, I RKANEZ T ¥ VREDS
N—=2 T4 AMEIHATlg/dLEL B3N
1:3) ARHN O AR - HEIETTH 1M 10me% 21 H [ H #2115 5 L7z %, 7H
RET 2, Shzld A 7 Ve LTHES 2BV ET ITH D,

18. EhEEIP

18.1 fEAERF
LFY K3 FiE A MO A VAR, 1% g
WP B BB A A EENZ AT EEZON
5o LA L. Bl 2 A I ST 2 ns0sh,

18.2 In vitroiE:

18.2.1 Flix o b2 F M b i 4 B vk ok L C B g i 1
HZRL, TOEHETIFH X% V2 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 VA ZHE L, JioettEy 4 b
HA VIL-10D LRI L 72, £720 & FTHINBICH T HIL-2
PEAE B OIFN- p pEA: 2R L 7230,

18.2.3 I 45 PR MG o 3t A e /N LA D TR & Ji % 2 &1
X0 MAEHE 2 B L2230,



18.2.4 5FGAREMIH % K I L T\ % i i I M B o> B il %
P L7z F 720 CD34B5 1k 7% meiile o 7L i35 12 g B
EBIUY ORB AL L 723,

18.3 In vivoiBg

18.3.1 & M &3V Wilid i kAl otk (NCI-H929) % 4 L 72 i
BERIEAREY T ZTB VT, ARSI 70 IE5S 34 i #0 H7E H
ZR L7230,

19. BRI ICEET 5E{LERIFER
—i%E9&FR - LY K3 K (Lenalidomide)

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

AFE 1 259.2
EZBER -
0
0
N NH
H K OB B
NH, 0

M R KABR~MECOMETH L, VAFILVANFFYF
WRRHEITICC L, NN-YAFIVERIVLT I FICH
WLy Ry AF 7=V ET s 7 —)v(99.5)121F
EAEE TRV,
B & #270C
SERE : log P=-0.7

20. BRWV EDEE
20.1 SEAVE M4
20.2 BB, EEHTHE R O -

21, ASREf

211 [RIREL ) A 2 WHIGIH 2 S o b, WY ERT S 2 L,

21.2 KRR OBERE - HH - FHEFICHZ->TE [HY F=A
N8| S SR | 2l F IS8T 52, F720 AFIE
DEHEIZOVWTIR, HSH U, [EEFEHED TR 2T %
NI bnwZ &,

21.3 RANOFGH, BEFFIC T T & 5 EHER IS BV T,

DA REBEAETHIEMOD & T, AR OEG-HNEY) &

HIF SN BIEBI DA ZWRIZ, H 5D LOBELFFDOFREIC
HRE R OBt TR b o THP s, THEICLFAEL
BThLMOTHEGINSL L) &P OBIERIEELHL S
&

2. G

(LFYKIRATEI2.5mg[FNK])
104 7tV [10% 7tV (PTP) x1]

(LFUKIRFHTEILEMg[FNK])
104 7V [104 7 (PTP) x 1]
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