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U R I Fl0mg#z BHEREOKRS R OREZORS Lz EDLF Y R
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ENH. BREED S T2RRZICIEERPICLF Y R I FidEH
ENBmho7 0 (HEAT—4). [1.4. 8.1, 9.4.2 BE]
16.4 {8
In vitrog®ETIELF Y FI Fidk MFI 70y — A RO
WINTLRBRIEPIASZORBIIZ T 2 -7 BHEAT—%),
16.5 Pkttt
LF) RI FORBIREILATOIREASIFEAETH S, BERK
A [MC] LY R F2BEREORE L& BEEOH82%
DOSTRENRE R E UTRPICHRt S 27 (EAT—%),
16.6 HEDNERZFTIDEE
16.6.1 BiEEEEESEE
B EEEEREZICL Y R I N25mgZ BEROHRS Lz & Z 0%y
BT A—FIBZLUTOEBDTH Y, AUCIEHEM L7 (HhEsE~
HIE (BTLE) BRETH3~5E). £/, BREOETICHENL
FURINOEOZYT S5 (CL/F). B27U75 A (CLg)
WFEAD LY 2 (SEAT—%). [7.1. 9.2 2&]

BIREREREZICL Y NI F2omgz BEREOREG L& &D
HEMBREIST X —5

m e | @
. (%T) f{;ﬁ Tﬁf GBITRE) | (BHTLE)
oFl) | (o)
Coax 605+246 | 691+110 | 592+177 | 765+81.3 | 552+ 140
(ng/mL)
AUC. 2181 +703 | 276711094 | 6021 =847 | 8191 £1317|11121+2133
(ng + h/mL)
t (h) 1.0 1.0 1.0 1.5 1.3
e (0.50, 2.0) | (1.0, 1.0) | (0.50, 1.5)](0.50, 2.0)| (1.0, 2.0)
ti, (h)  3.34£0.88(3.67+0.70|10.6+3.33]9.22+2.44|15.6%+1.14

S fE + IR R 2

SEHE L EAMT P E

tmad L FPRAE (B, BER)

EHRER 7 L7 F =27 ) 7T A (Cla) FEHHE

1E% : 83~145mL/min. #fE : 57~74mL/min, HEE : 33~46mL/min.
HIE : 17~29mL/min

BREICRED D 2 BEICAFZHRET 25H1E. TRIRICLla
EzZEHEE L TAARSERORSHEROHRS 2ZE T 52 L.

BHEREEE LRSI 2BOMBAROBER
BiaE (CLo)

. HIE Ethd
i mﬂﬁﬁﬁimm GBITAE) CGBITLRE)
CL+<30mL/min | CL.<30mL/min
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16.7 ZAEEER

16.7.1 IIFI v
A (1761) 1IcLY FIF (10mg® 1H1E) #RERZOHK
BRI IF T 20.5mge HEREORG Lz &, L) FI N
ETRToyIF v DOChuKITAUCIE LT NI FIERETEH]
BLUTHI4.0%EmL 72" BHEAT—%). [10.2 2]
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BRIEREOZREEHESRE (661 1TV )Y NI N25mgz
TEH ALY A0mgE REFRBRG L& LFY R I FOFEY
BRANOHZBIIFRD s Nkip 729 2,
EEREA (1461) [CP-HEEEHEEATH 2 F =¥V RERIEKNY
(600mg 1H2ME) %= REFZEOFRGHZICLFY R I F25mg%x BEHREC
B’EGLIEE, LT NI FOEYFHBAOHBEIRD SN EH -
722 BEAT—%),
FRA (114]) ICP-HEAMEEH ZETHLTLITY LR
25mge LY NI F2omgZ BiEGH ARG L&, LFY FI R
KROT L0 AADEDBEADZEIRD 5kr -7 (4
BEAT—%),

16.8 Z At

(LFURZ RATEIL2.5mg [F])
LFY R FATEN2.5mg [Fl i3, [E8H RS EOE R
DEMENREERBEATA RS V] ICEDE LFUYRIFAHTS
VSmg [Fl 2 BERA L LB HRHBORR. WHES S EE
CHIES N, EMENICEFEE Ak SN,

) ARIOARHE - AR (1HE) Z1H1E25mg (ZFEERE) .
IH1E10mg (STEREERBIRAZH D BHEERERRE) T
b5,

17. BRPRREHE

17.1 BMERURLMICET B R
(ZHEBHEE

17.1.1 EASEIIHEER

657% DA b IS MM R OIS & 72 5 2 WRIGR DO ZHE B 5

[EEE Z R E LI SIERE (MM-02538%) #%EL. LY

N3 R25mg®) +7 %4 X &V > 40mg® HtHEE (LdEE) 0oF

WA Lz, ZORR. ZIE1383.3% [95%EHX : 68.4,

98.2]1 (REERTEMI/ 2461, HIFRRLT/246]) T -7,

LA FME F 26612561 (96.2%) ICRIER (ERMEHEER 2

BT) PROONT. FREWERIE. HZ126] (46.2%). 1FAPERI

DRETHI (26.9%) (ERLO6BI (23.1%). I/ IMEEAREOH] (23.1%) .

EM5H (19.2%) BMIRBADRESH] (19.2%) . B 52 4% 341

(11.5%) &> BERE3H (11.5%) BOR EBREIE36] (11.5%)

EIPZE3M6] (11.5%) BRERFE3M (11.5%). BRE3% (11.5%)

TH-o7z%,

1) VFU RINOME - ARIE28H%21 17L& L, 1HLME
25mgE21 HEO# 53 5, 48, ERICE CEERET 5.
EINERHABRTIE, LT FI FE2REIN3LTORBFICHN
LT, LY R FOBSHERD S HLIERE IS HiEEE %
BETHHETH > T,

H2) THRYRAYY O - HRIE28HZ 1Y A Z)L& L, 1HLE
40mg (75 %A 5 EHEITIE20mg) %=1, 8. 15, 22HHICRE
Hi%59 %

17.1.2 B EIREEER

65/% DA b IS BB OIS & 72 5 2 WRIGR DO ZHME B3

fEEE %2R & LSRR (MM-020588%) 2EHEL., L)Y

R 2 R25mg™) +F7F % X &V > 40mg™ A% (LAEE) 2%

BHITE THRE LLdBE, LdEEZ18Y A 7L (728, 1947

L1 28H) #5 L7zLdISBEKR U AT 75 0.25mg/kg. L F=

vyomg/kg. HY RvA R200mgd HRIEES 129 1 2L (723,

14270 42H) %5 L7zMPTEO3BEC K 262 MEt L7,

ZOFER, LAB CIIMPTEICH AT EEFHMEIEE Tdh 5 Mg ELE

#HiHE (PFS) OBBLERARO SNz, 2B, BEIRFHiEE T

H 2L (0OS) OHBEFTHER T, AREERIIRED SN

T n®,

BHMMEREOER (2013F5H24HT =41y b4 7)
Ld## Ld18%¢ MPTE
(53543) (54141) (54741)

PFS

AR MREZER (%) 278 (52.0) | 348 (64.3) | 334 (61.1)
HrRfEe (2 A) 25.5 20.7 21.2
[95% 55X ] © [20.7, 29.41|119.4, 22.01|[19.3, 23.2]
N — N He 0.72

[95% 5 X ] [0.61, 0.85]

pfE (Log-rank#i&) 0.00006

OS

FEEER (%) 173 (32.3) | 192 (35.5) | 209 (38.2)
rhofiE (7 A) 55.1 53.6 48.2
[95%EHEXHE] © [55.1, NE] | [47.0, NE] | [44.3, NE]
N — R He 0.78

[95% 5 HH X ] [0.64, 0.96]

pfE (Log-rankifiE) 0.01685

a : iz Kaplan-Meierikic & 2 & i

b : FFREDI5%(E FEX

C: MPTEONY — FICHT HLABEONY — ROk
NE : Not Estimable (#&ERA)
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FLI260 (21.1%) FE510760 (20.1%) I /INR 36 > E 86 45
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A (BRBREEEE &) PRGN, EREIERIZ. 1FhEk
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(13.9%) TH-7=",
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25mg &2l AEO#%5 3 5, 8. RIS CHEERET 5.
WOVERRETIE, LT R RE2BRESNSE2TOBEZICH
LT, L7V R3I ROBEGRHERD 6 FMESE U HigE %

TTP®Kaplan-Meier i
LFY R R+TF9 R85 Y U BOREFHRER ICH VT 1774
Hl64f (92.7%) ICEMEH (BRAMEMEREZ&T) »RYS5hi.
FEaBIERIE HFrhBERBAET2 (40.7%) . 9EF55761 (32.2%) .
fE38HI (21.5%) HHREEE3AH] (19.2%). AHRAE34H] (19.2%).
MRS AFE33H] (18.6%) . EIM32M41 (18.1%) . NHi284
(15.8%) . D236 (13.0%). 22361 (13.0%). FETED FW0
2200 (12.4%) WREFRE2260 (12.4%). RAETEFE226] (12.4%).
BH2260 (12.4%) . BEFE2060 (11.3%) . FFEERH R ML A2EE 19461
(10.7%) . #=¥18%] (10.2%) TH->7=",
F) LFY RI PO - HRIZ28HZIY A 7L &L, 1HIHE
25mgZ21HEREO®RE T 2. %6, RIS CHEERET 2.
¥2) THRY RSV O - HRIE28HZ 1Y 7L &L, 1HIME
40mg=x1~4H. 9~12H. 17~20HHIIRO®ET 5, hz
454 7 UARDIRT . 5Y A 7 IOVBELREE. 1H1E40mg % &+
A7 VDI~4HBICROKREG T 5. %8, RIS CEERE
T %o

GCBREFRBIEIRAZH S BRERNMERS)

17.1.4 ;BASEIREEER
SERAFRMARAZ H S BHREBEREERE 20K L Lz
SBIIHE (MDS-0043{5%) #2HE U R MIREIIKTE A S DB
Bi# Z2FM L. TR T TR RBEOSIHIH3B] (5.9%) .

BETHHETH -7,

F2) THRYRXY Y CORE - HEIE28H%Z1Y A Z7L& L, 1HLME
40mg (755 %A 5 BEICIE20mg) %1, 8. 15, 22HHICHE
H#%59 %,

17.1.3 BHAENMEEER

PR GEREOZREEHERE 20R & LBIH_EEMHT
BEAER (MM-009388%) =ML, LY B3I R25mg™ +7 %4 X
5 2 40mg™? FRBEOHMIEE T F 9 X &V 40mg™ Bl
BERB Uz ZTO/ER, LFY FIF+TFH X5 VTR,
EEEHR (TTP). OSOWVTHOFMEICKHLTH, TFH x5
> BORE & KR THERBICERI SRR 5/,

Smg™ BEO46HIF1B (41.3%). 10mgBED41HIH230] (56.1%)
AR MBRER MARTE D & OBEBICEIN L7z 5mg™ B, 10mght Tk
MERERMARTE D SBER L 72 BE OBIE 1T I L RBETOFE LA

THERIZED 5 712%,

TR MLERERIIARAE > S 182 H DL _LBERL L 7- BE 0 &l

EIRTBE 77 ARBE| Smg™ B | 10mgh¥
BRHERE DB (B2 RE ) (5141) (46f1) (4141)
(ZEE MR : 20054F6H7THT—% 51y b4 7) FMERER MR D S E5E182H 341 1941 2344
LF U RIN+57% SR T B DL BB U 7= BB (%) (5.9%) (41.3%) | (56.1%)
FAY VB (1768 10mgBt D% R HEFAREHI6OFIH66H] (95.7%) ICRINER (HpHE
(177451) HEFE2EL) PED SN, 10mgBETOELEWERIE. FrhBki
TTP ARES2HI (75.4%) « I/IMTIBAES3B (47.8%) . % S EERE18H]
AR MFEEE (%) 73 (41.2) 120 (68.2) (26.1%) THI1361 (18.8%). {EMIBI (13.0%). 576
R fE: (GE) 60.1 20.1 (10.1%) T -7,
[95% (S FEX ] © [41.1, 80.0] [16.1, 21.1] 1) MDS-0045 x5 g O FE#
N — REEe 0.285  SEREAERMIRQSIREOMBEBEENRE L2 ET S (fhofHn
[95%fE #EX ] [0.210, 0.386] M EENEEOEEIIMbZ V)
plli (Log-ranki&E) <0.001 < IPSSHHHTE Y 2 7 LIFHRE-1Y X7
oS - RIMEREMRFEEEIMZ S GBEL2HM (165ER) <. RIMER
FHERER (%) 37 (20.9) 60 (34.1) H L T W e Wi AR AY56 H K ii)
FRoLfEe (GE) NE 103.7 - B RERIERREOZMNIIFABSYE TEE
[95% {5 #EX ] ° [NE] [82.6, NE] * [MEREL12,000/ 0 LOL 18 1B 86 BBk 1 0% B 13 R4t
N — R e 0.499 H2) EREI82H (265E) DI ERIMBREGMZMNEEET, BRNES
[95% 15 #E X ] [0.330, 0.752] OUVBENR— 2T A VEICHATlg/dLEL 1M
pfE (Log-ranki%iE) <0.001 1¥3) AFIOA&ARAE - ARIE [1H1E10mgz 2l HREEBEZO# S

a : HskfiilZKaplan-Meieri iz & 5 it i L7zt THERET 5, ThzlY A 7L E L TESZBDIK

b © FRIEDIS% BN T.] Ths.
CFEEG A VBMBEONT— RIZTALFY RI REFEH A5
" hony— Kol ’ 18. SRR
18.1 {EFIL

NE : Not Estimabl
ot Estimable. (J7EA) LU K3 R B4 b Ao TR i S i

I HEHEINEIER . MEHEREFERZETSEEX6N5. LA
U, FEM 2 EREFEBHIS L Th 0 0,

18.2 In vitrostE&

18.2.1 T~ Ok ™ ZFMEE MR R AR o0 U CHE IR %2 7=
L. ZOEARTHRFY XYV v EOHRTHERL Y 2,

18.2.2 & P ARMMBMZIRICBIF A TNF-a. IL-18. IL-6/2 0 IL-12
BORIEWET A S h A VEEZEEL. FREEY A A VIL-10
DOEAZEE Lz, /2. & NTHIICEB T AIL-2BEA K OTFN-y
BEAEZEE LY,



18.2.3 IME PR MO BEE L HNLE DR 2 IH 5 2 &ic kv i
Bk 2HE LY,

18.2.4 SEGEEERIEL 2 R L T\ 2 ¥ I 2% R0 i oD 18 5l 2 405
Lizo E£7z. CD34[GHE mMEpfo SHEFER ICHREANE /o
COFRBEEEELLZY P,

18.3 In vivosRER

18.3.1 b ~ZHRMEHERRAk (NCI-H929) %#4# L /- EiEE
BRERET T ACBWT, HRRFN 2 BB EMEIHER 2R L2,

19. BT ICRET BIELFHAR

—f%4% : LU F3IF (Lenalidomide)
{b2#4 : (3RS)-3-(4-Amino-1-oxo-1,3-dihydro-2H-isoindol-2-

yl)piperidine-2,6-dione
312 1 CsHiN;Os
TR :259.26
% R MEAB~REEONERTH S,

DAFNANAFY RIZBEFPTL. 7= MY

X7 )= IVIZEEIFIZ W,
H#E=

0 0
N--7 NH
H
NH: O mUsgRLLE

B 1 265~270C
SEEH : log P=-0.4

20. BIRVL EDER
20.1 FEHIERIBEEHEFIEZHTFL, BETLSI L,
20.2 PR, EHEERUER - SR #TTRET S L,

. ERERSRMT

21.1 EEERY 27 EHEE 2 FED B EYICERT S L

21.2 AR OBGERTE - EH - FHFICH->TE [LFYFIF -
KU NI FBEEERFE] 2EECESFT I, o AFIH
DEBIZOVTIR, 5 L. BEFBMED THEZ T HFE
BHEVnI L,

21.3 KHOHEG ), BRRITHANIETE 2 EHERICBNT, +5
HIE - BERE AT AEMOD & T AFOBRE S EY) & HT S h
ZDERIDHEZNRIC, H5» UDBEEXIZZTORBICHEIEROE
Bk P XEHZ S - THHS N, XHICKDERZFTr MO TR
ahs &5, Bfghr OBWELHEEZHECLZ L,

22. 3

(LFU R RATEIL2.5mg [F])
10477t [104h 7L (PTP) Xx1]

(LFU R RAFEILSME [F])
4007t [104 7t (PTP) x4]
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