In AR E2525%
Leavdo Capsules 25mg

FAElEE R T 55 059664 5%
REHEEET EH
hr7sH#8 2026-06-18
FRR 4

W5ha - BEMKEBHEH - FE0EF IR M2 B AW S m 12

BE5M

A AT EHlenalidomide ° Lenalidomide 2P &) &E#&(thalidomide)$81Y) - E— B F%E
ARBIRORAERER  DANEERECANASRBKREY  SENREHGBREGHAREERR
g - ZERIEZEE KR Alenalidomide - Sl BB R E R - MRIEED - EIEXMAI
lenalidomide E5R] - EBEXBREINLUREA  BR21R - BERZEY (RR2EHEZRD
25miU/mL) - BEBEBEENHNEUERALERBEMEBNNEZSZE [2REREEIESIE
(BEEBEENZMHESEM)] - RE%BESlenalidomide’a BN AZEE/DAZ 8 AT - BERAAE
FEZBNEVAZPA - FERTEEBEEMNMESE - (S2REEZREIESFIE])

5 #t % fs 5 2 B i lenalidomide B9 Z 14 - |lenalidomide REEZ B RH N EHENE - )
"LeAssure, % - [2REZBRITEFIE (LeAssure5E) ]

HEm&EsH ([EPHaMmKE T EED/NMRET )
LenalidomideZiEMEZENEP M A MIKE MEAM/NRET - EFHBPE0%NSqR BRI
(del 5q) 2 & #EIL 4+ A RAEEEF (myelodysplastic syndrome - 78 MDS)fm A B ELEE/ R EEI=E -
34%Hm ABEME _RILEE/IREHE - = RENRNMAS M HIRES0%AI BB ARA
th - S SHEqIRZ BB EAREGERARAE - WRETEAENNSBESBE AN MIKE - ME
B AEVEBHEN—R - RATGEREEFER/HEELE - mRAUERREAMRSZ FHEE/E
FERRAT [FE2RAERAE] -

5% BB 7% Ak 0 42 B2 A 37 M 42

LenalidomideERLBESHEEZEB IR FIRMS (DVT ) EMEM#E (PE) WAER - RESR
lenalidomide & fifdexamethasone’8 BN Z B EERAZELNBEEM)RFENERE - EA
EARRET - BEBUEEESHEMBER - BIFRSE - W - FEREEKBSELE - BB
B - B2 ETA R ANB S EREFERATEAZE ( Thromboprophylaxis ) -

R alEEwww.totcare.com.tw#dlh - EXSlenalidomidesd BRI E - 3 EE 2 0800-707-080 -

(I 57N
1.1 BUEAKRIZE
BHIBEZAEUEMD : Lenalidomide 5E 5 (B2 EF550596695%)
FHBESAEUMASD : Lenalidomide 10Z 5= (BEPEEEF 550596685%)
BHBEZAEEMUMSD : Lenalidomide 152 5= (BEEEE F50596635%)
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1.2

1.3

1.4

BHBESAEUMD : Lenalidomide 252 5= (FIE 2R F50596645%)

Lenalidomide@ /P AE& ( thalidomide ) A FEEY) - BEBEMME M ELTER
RENRE R —ERBREE - (EBE%/3-(4-amino-1-oxo-1,3-dihydro-2H-
isoindol-2-yl) piperidine-2,6-dione - EBM NHI{EELEE -

O o H
N
N 0

NH,

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

Lenalidomidefd =B 5C 3H13N303 - HFE259.3 « SMIAKEEES EIHF
TARBMEE / KOREY - MREEGENIKEAE - EAKAE RpHERIEN
RS - ARERE  RABRWEEGRT ARERIE - H04F0.5mg/ml -
Lenalidomide B8 — R & A BET - EIL T SN EEHAS() BER(+) A BE -
AERBIAEASOEIEREY -

R

JEVEMA AL  Lactose anhydrous ~ Microcrystalline cellulose ~ Croscarmellose
sodium * Magnesium stearate °

S5E=HBEZABpharmaceutical gelatin - titanium dioxide - sodium lauryl
sulfate ~ purified water ;

10= =B EZBpharmaceutical gelatin - titanium dioxide ~ sodium lauryl
sulfate ~ purified water - brilliant blue FCF - tartrazine ;
152=BEZApharmaceutical gelatin - titanium dioxide - sodium lauryl
sulfate - purified water ~ new coccin - tartrazine ~ brilliant blue FCF ;

25= 7B ES B pharmaceutical gelatin - titanium dioxide ~ sodium lauryl
sulfate -~ tartrazine - purified water -

k]

5mg: BBAEHBE -

10mg : EHEEKREENERBE -
15mg : kEREEAERBE -
25mg : REBAERBE -

2.1

ZRMBIER

P.2



» fidexamethasone - Bibortezomib K dexamethasone - 3t &imelphalan &

22 BB

prednisoneEHERAEANESESBE ZZENZ E M SEEE(multiple
myeloma, MM) B ERE A -
BE-FAERARMACEZERENFAMBE Z M2 R M SRR ERA
AAES A B RZE -

#ldexamethasoneSHER ARSI CERE D —BaBERN TR M B
RN

BEA RIS

HEEMAEAXAENERT » Lenalidomidet BB RARAEIPSSH R AR FE
(Intermediate -1)E & H BB BEREIR5qIRR 2 B HEIEEAREEEF(MDS)FTER
MEMKBREETN ZHARBA -

23 EAMMEE
BErituximab& HER - AERTACERBARE ZBEMEMRER (follicular
lymphoma - FL ) BERA -

24  fERIPRA

LenalidomideA#&E AINA 2 3% AR A &R IR B DISNO I M E A IR B M= (chronic
lymphocytic leukemia, CLL) °

RANRRE

3.1 HZEHE

Lenalidomide EREBARNEERBRA - ERBRBINEEYHAR - LenalidomidefE
BERNDUKER - BEAETR - FTHE=0EE -
LenalidomidefaEEREBMEREABELRIWEBIMES NMEA -

3.1.1

ZRMBHER

2 B % 8514 B BE7E (Newly Diagnosed Multiple Myeloma, NDMM)
Lenalidomide& ff{# Fldexamethasone’ABA B S B BERA BRI ERAIL

B 48 %9 15 P M (9 1M 3K B (ANC) < 1.0x10%/L 3 I /)\ 2 81 <50x10%/L - RaT 1Y
Lenalidomide’a# -

BEmE

LenalidomideiZ2ZmERHIE /ST H25mg - E28 KA BHNEI1R21KRE
HARA - MdexamethasoneWEZZHEREHAI0=% - E28 K HEEBHMW
1K -FBXR - FBISKELRXREHKRA - mAEFELenalidomide &
dexamethasone’/AEE 2R IBEIEHNAMS - IR AR KR EREIRATHE
BrEgHERE [2REZRIEFTE] - SRFEHTSEMU L -
dexamethasoneViEZEHEREH20=% - 28 KBEBHWETX - 58
X BISKE2L2REHRA - BRTEBEINEAZTHEA - Lenalidomidei®
ZHER8H10mMg -

ARPEREMG T ARNESTISHE

P.3
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HRFB3FFARMNMRE T ~ BEhERMBKIE Rt H A EELenalidomide
HEANSE3NBIREIES T HERE B A%k -

o HERELHR

Lenalidomide? Dexamethasone?
sy eyl 25mg 40mg
FH1RESE 20mg 20mg
F2REE 15mg 12mg
FE3MEE 10mg 8mg
BARTISE 5mg 4mg
S54RI = 5mgfE X AR A NA

@ FrEEmMNEI EREECEIIE

o [M/MMRIETH

M/ AR TS EERAEER
P22 <25x109/L s BR R B AZ a1 LE4R T Lenalidomide
EIA Z550x109/L DUE—RBE - 5 T EREE

a ERIERFBIESE DI LRERERS 15 KE - Bog AR —BEEZHHRH
BREZEF4 FLenalidomide -

o EhMAMIKET

[E 4 B M BRAR T EEAEEF
&2 <0.5x109/L #{FLenalidomideia
BIF2515109/L DR HEEH—R - EFaT

Lenalidomide
EhHaMmIKENSE—NEH

BIFt250.5x109/L UF1HRHESH—R  BFGT
Lenalidomide
Eop B MIKE T ERSS - EAT S AHE

MR&= 1%
BRINEZ<05¢109/L #iFLenalidomideia
BIFZE0.5x109/L DE—REEBH—R  EFHET

Lenalidomide

P.4



a REMPVAEME  EEOBEERAT  IREFHELMEKE T 2MHE—
SMHN&E - oA BNMYADIKEEERBEF(G-CSF) - 4 FEE
LenalidomideXI £ 4R Al -

LERAEPMHEMKET - F%FT%%EFI%UDLXE@EE%/\ °

&P Lenalidomide A EH EER AT ELABBNMAESYE  MIFE
Lenal|dom|de/dexamethasone/uKTEQ%EPEZEIB (B/D2MEEERESR
BREEHEHBESTE NRERAEHN=ENFAEZBHRBRE
ANC=1.5x10%/L EM/MEE=100x10%/L ) - FABMHZETEUT —ERSE
£ (BRI REE ) kERE -

Lenalidomide & f# {£ FHbortezomib & dexamethasone/ABA B S E=
EBHEAEZES H{ERAlenalidomide Edexamethasone & A B E I ER =S
it

PRB8%E  LenalidomideE2bortezomib K dexamethasone & #f 15 F
#RANC < 1.0 x 107 /L3y M/ R 5T 8 < 50 x 107 /L - RIR A& R &
Lenalidomidefibortezomib K& dexamethasonefy #]4a 75 &

BEEE

EENEREELSBEANRAEERENEI-14X  BRKRA—3
lenalidomide 2525 @ W& H{# AbortezomibZidexamethasone -
BortezomibER & E21 X EEBIIET ~ 4 - SR1TABEMRE NEHEH

#(1 325/ K2 REEHE) - HittARRlenalidomidett MEMMEE - 1%
REMBERZLT AT ENEN - 52 R [RREER] Km0 18 BRI ZER

[=1-1

EERETSEN K e B 4BrROVIEE) -

FERE | AffERALenalidomidefidexamethasone B &R E1E

IS EREE28 R ABBHNE1-21 KREX—XOMRKLenalidomide 252
%= - WEfFERAdexamethasone - B EAEEIIHIRERBEIIRR IR
FESNEMRERL -

Lenalidomide®
FEYRTH = 25mg
F1RHE 20mg
FEREE 15mg
FEIREE 10mg
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FATEIE 5mg

E5REE S5mgls XAk

@ B EmINE SR OB I ET

o [M/MMRIET

M/NRAR T REm R

BEE <30x109/L #iFLenalidomideiaE

BIFt 2 550%109/L USBIREIEEH—R - EFHT
Lenalidomide

BESRNEREBR30x109/L #{=Lenalidomide’A &

BIF Z550%109/L WE—RBEBH—R - ENHAT

Lenalidomide

o EhERMIKEH

[E o 14 8 M3KAR T EEAEE R
&2 <0.5x109/L #{FLenalidomide’a &
BIFtZ51x109/L PR HEEH—R - EMHAT

Lenalidomide
EhHRMEKE N 2E—NEH
BIFt250.5x109/L DE1REEBH—R  EMAT

BEchi (9 MEKE T RSN - iBEese Lenalidomide
TR SRR MRS

BESRIEE 05x109/L #iFLenalidomidea¥%
BIFt250.5x109/L DUE—RBEEBH—R - EMHAT

Lenalidomide

a REEMRFEME - £EQUHERR T - WRIEPEAMIKEFN2ME—K

SMHRE - OINABENMSMEKEZE R EF(G-CSF) - WARFHEER
LenalidomideXI £ 4R Al -

Lenalidomide& ##{#Fmelphalan B prednisones | B4 8B I E B {F
B 4B %I o M (3 M ER B (ANC) < 1.5x10%/L 5% MM /) i 81 <75x10%/L - AT LU
Lenalidomide;& % -
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HEEES

LenalidomideZ:ZELWMRHEIE R OREBHI10Mg - 28K HEEBEHANE1E21
X EHRAEIERZEBER  #HE28KXAZBHANEIZ4XSHOMR
melphalan 0.18mg/kg - 28 K HZ BRI 1 24K E H O BRprednisone
2mg/kg © SER OB R ZB RIS A A2 & AR AT AZ BB A -
#i#E L Lenalidomide OB H10mMg - fE28 K AZEBIANE1R21X - BH
RABEZRERE  KREARERERRFATEBELENTSHAE (2

EELTREE] -

ARPEREMG T ARNESTISHE
HRFB3FFARMNMRE T ~ BEhERMBKIE F st E ¥ EELenalidomide
HENSEINBAREESEZHERE - BTk -

o HERELHR

Lenalidomide Melphalan Prednisone
teyam S 10mg? 0.18mg/kg 2mg/kg
FE1RES 15mgfRRARA | 0.14mg/kg 1mg/kg
F2RTES 5mg 0.10mg/kg 0.5mg/kg
FEIRESE 5mgbm X iz F NA 0.25mg/kg

AFBEPHEMIKE N 2EURABSHE—FM - MMAG-CSFIL 4
Lenalidomide’&a &£

o M/MRIETF

Mm/N#k3 et FREe e ded

F—REZE p55109/L E{FLenalidomide’& &

BIFtZ525x109/L PlLenalidomideZ5 1 4R Fil £ 42
melphalans 1R EE - EM4ET

BESRIEE 30x109/L #{FLenalidomideia

BIF2230%109/L PUE— 4RI £ (552405 B3R ) =

H—®x - E54 FLenalidomide

o ERMAMIKET
& 4 B MBRAR T B EiEfra

F—REZ<05x10%/L #{FLenalidomidea%
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[BIF2505x109/L

Pt HEEH—R - ENHAT
Lenalidomide

[EhitaMKE N E2H—NSM

Bl Z50.5x109/L

[EohiERMBKE MRS - BEHERIE

HE MRS T

US1HRHEEH—R  EHET

Lenalidomide

BESRTEE 0551091

BIFt250.5x109/L

F{FLenalidomide;8 &

PBE—REEEH—X  EFHT
Lenalidomide

a REEIRVFEME - EEAHERRT - WRIEPHELMIKE T Z2ME—RY
S ERE - a0 AFRRME B 3K EF & R E F (G-CSF) - 3 4 1516 B /Y

LenalidomideBIE 4k Al -

¥ 152 Be v M 83 A AR 848 (ASCT) 0B A i 1T Lenalidomide# 13 4 5
BEASCTERHIEECREMFEA - BEIBENWMRERERZEEBERA
sEfTLenalidomide#t 3898 - M1RBYIIE DA MEKETB(ANC) <1.0x10%/L
B/ M/ R st 81<75x10%/L - BIRTIBItALenalidomidefE 5 a5 -

E T

EEtnmEREESH—ROMKLenalidomide 1025 (28 K E & FHZE
BHANE1228X) - ERLRERBRIERZIEAMR AL - ET3EEIRY

Lenalidomide#t#FaE 2% - IRBEHM R - OIREIERS EESH—ROMK
15825 -
o H=RHEILHR
ey MREECIES
F1RTEE 55 1025
F2MNTE SEFR(B28XRHIZE1T-21 5857
x)
FIMTIE AiEH 525 (B28XKME1-21

x)

FIEt)Z7ER525 (828 KE1-21X)

SETIMEE I LenalidomideffiiaE 2% - IR

E8H—XORISER -

o M/MRIETF

P.8
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M/ #Ak35 REmERER

PE2 <30x109/L H{FLenalidomideia &

EIFtZ530x109/L UR1RHESH—R  EFGT
Lenalidomide

BRIEZER30x109/L HFLenalidomideiaE

I Z530x109/L DE—REESH—R  ENfaT

Lenalidomide

o EhERMIKE R

[Ech 4B mBkAR T B g Fa

&% <0.5x109/L2 g {ZFLenalidomide& &

Bl Z50.5x109/L UF1HRHESH—R  BFGT
Lenalidomide

BRIMEZ <0.5¢109/L g {FLenalidomide&E

Bl Z50.5x109/L UE—REEBH—R - EMET

Lenalidomide

AREBRIHIETME - EEAHSHRAT - WREDHELMIKE T 2E—NE
Mz FE - o INA BRI B M EKEF E RIBE T (G-CSF) - TR
Lenalidomide&IE 4R Al -

EHSESE) AR SR BHE
BB YT IE D A MEREI(ANC) <1.0x10%/Ls M/ MR E <75x10%/L - Siikig S
BECh#S A2 BT - M/ VREN<30x10%/LEE - Aol Lenalidomide’as -

2ZamE

LenalidomideZZRWEIER/ETH25 mg - DUKER - 28 X AZEBEHAME
1221K - BHERA1BESSE=BE - mAAEITE - BEsTREE
fMmdexamethasoneWZZEIEREBHI0=2% - EHRVNVMERZEBIR S - £
28K AZEBHMNEI1E4R ~ FIZR12K - F17220KEHKA - HTRHNA
ZIRHA| R FE A28 RAZEBHNE124RXEHRA4L0 =% - BEERER
PRAEMR RABEREIE - :2EHFT 1 dexamethasoneIE R =

ﬁlﬂ:%ﬁﬁ‘r *‘JEEFWI?E %I%%Bi&_i%’ﬂﬁﬂzqﬂ M B MEKE T sk M/ MR E T
s EfER M MIKE M E A EE LenalidomideHEARIZE 3 FARTI E
SHZHERE -

P.9



* SRNBBBIRSEMT
o M/MRETE
ZRMBBRZM/MRE R

ZHIERE

/)M Ako

et kg Edad

PEE < 30x109/L

1= Lenalidomideja
B EEEBHCBC -

EIFE 5 30x109/L ##& LenalidomideH
. HENRBHISE
=

BIREBRRER < #/F Lenalidomide’a

30x109/L -

BIF 2 > 30x109/L

#7%8 LenalidomideH

8%
1<

25

LEERIREIEH RS

ZEE NRBEHSE

58

o BHIEPHBEMIKETE (ANC)
ZRMBBBRZIEPHEAMKER

[E R4 3 MM 3KAR 7 EEAEER

PEZE <1x109/L E1Z Lenalidomideia# - 11 EG-
CSFi &3838 1t CBC -

BlFft 25151091 - BIEFHEEMIKE #4E LenalidomideZE - HERE

TAE—MFER H25%5s

BIF 2514109/ B EREMB M #i48 Lenalidomide %% - HIERE
H15=5%

BINREBREZ <1x109/L /% Lenalidomide’a% -

BIF 25 1x109/L #E4E Lenalidomide FZE - EERT A

EEHLSER
AREIE T RASASER

@ REBEEIAFIETME - EEABHERAT - MREPHAMKE N 2HE—NFE
M P& - SNSRI B IMBKESERIBR F(G-CSF) - WAEFRARRIAY

LenalidomideEI S 4R Al -

312 BREBEFRERE

Lenalidomide;aE A EE A% ANC<0.5x10%/L B/3tm/)\# <25x 109/L

P.10



EEnE
Lenalidomide ZFEHRHERZH—R1025% @ I8 RAREBHRNE1E
AN

o HERELEHR

FEYATI & H28RFTHMEI1E21IREHRA—
1025
14 = F28 R BHMBA—RSER
FE2HRTEE B28RPRABAH—RSER
E3MEE 28X PlRHMAH2.525%
o [M/NAREMEE
/AR AR e EEAEER
PEZ < 25x109/L E{FLenalidomide& %
7T REDVBE2RO AR PUR—RHEIE - EXF4ET
>25x109/L - < 50x10%/L N EETE  Lenalidomide’a & (551 ~ 234 34K
B M/ R [EHER 50%109/L =)
o [EohiHMIKIE TIE
[E R4 3 M3KAR EEREER
B&2 <0.5x109/L E{FLenalidomideia ¥
BIFt250.5x109/L E—RNEE - EHHET
Lenalidomide;a%& (581 ~ 28k 34R %I
=£)

{FlkLenalidomideia &

ERANEBEABAEN 4 BRARERED —REMA MBI ERE(ZIRE
D50% MW EMEK - AWM TMAZREM1g /dl) - BIERLE
Lenalidomide ;&% -

Rt RER

= BYIIE P M 5 M BKET B (Absolute neutrophil count)<1x10%/L&/3k 0/)\ik

<50x10%/L - RiSRAthLenalidomide’aE - BRIFILIRS ER A B IEHIRME
BRBEER -

BER=

P.11



Lenalidomidefirituximabff A Z Z2ZEWREIERBH20E%: © £ 28K FHZ
BENE1Z21XBHRA - AR212EHZEH -

Rituximab B BB AT E AT S (1V)3752%/m? - HE1BHNESE
(81815 22R)MFE2E5BHA(E28 K BE)WE1RER -

o HERELR

BH—R202% - £B28KEEN

B
i
4 &
>
N

BYATH S
RIS E1ZE21 KR
i) 38— 4R SH—RI52% - £E8KERY
(BB ZH-1) #1221 K IR
o B 2 SH—R102% - £E28KERLY

F1E21XKRA

FlE:/E =4

(BIEER-3)

BH—-REZ2% - £®B28XERENF
1221KRHA

BRarituximab 2 B & R 22 B AR FH 2%
£ ZrituximabfFES ZB/EZHZ -

o MRS

- SMZHER

REAFIKETEE -

==
=]

M/ AR BEAREER

BEE <50x109/L thifLenalidomidea® - 207X
MIT—RBREEMRBIRER
(complete blood count)

EIFtZ550x109/L PIE—REE(BEER-1)KEBE

BESRXREZER50x 09/ T

BIFt 2 550%109/L

thifLenalidomideiaf® - £2/0E7X
ET—RERZEMRBNER
(complete blood count)

DBR—ENEHE®mESE
-2~ -3) EM#HT
Lenalidomide - ASEEIEREER
HEEHR-3 LUF -

o BEIEDMHIMIKETE(Absolute neutrophil count)-FE ot H MEKE,

//|\

[E 14 B MEKAR T

B RiEfra

P.12



BEE < 1.0x109/ L FEED 7K - 2B

ErC NS |

£ <1.0x10%/L B HIERE SR
>38.5°C) * 2 <0.5x10%/L

thiifLenalidomide’afE - EVE7X
EIT—RBREEMRBIRER
(complete blood count)

EIFZ51.0x109/L

VIBE—RHEIEFEER-1) - B

# Y Lenalidomide

thiflenalidomidela & - £20E7X
ET—RERZEMRBRER
(complete blood count)

BESREZER ox109/LFEE
DR - BBRE 1 0x109/L B HHEHS
¥ (32)8>38.5°C) - FfEE<

0.5x109/L

DIBR—RHEE (BHEE

#h-2-~-3) EMAET

Lenalidomide - A E¥HIEFBRE
BIEEH&-30LT

A RBERAE  MRETIHEMIKE D EMBEHESRE—TIRNEMR
FE - oJIE RN B M BKE R AZE(G-CSF)

EIFZ51.0x109/L

RE T2 A BRE (Tumor Lysis Syndrome)

Fhiam A& B B AR TR 224 (allopurinol ~ rasburicasesy B8 &
FRRZERIPAIE RN ENER)  TEE—BEEZENE—BREFER KD (O
iR) - REBEKRBRNUFEEREE - B7YSNERARE  F—EE2ZH8 &
ABEEHMI—RETELERE  UREGRESZMRHMMRE -
GIERAMEEKIBEEREZEZE - BRERER  EBH1REGKRERE
JEARRIE - A TS EFE ALenalidomide(# 5 RATE £) - SR 15 B8 AN H
P — B S4B S Lenalidomide - BATRAREFRFETA - WIKkS
HIZEREETHENEREREE  BEIEREEFEBLURIE - olstREFES
rasburicase’&8% - DIRESKEINE - RAREREZAMEE - ISHEBER
=

BAEFE2RARGEIREARERABRENRA - P Lenalidomide’a®E - HE
B—RE[ERARBEMMETELERER - BATRAREFKBERAE - I
KEMEEREETEENEEEE 52

EMBEEBBLRIE - BAZREHEMEArasburicase’aBEMEPTEE - & H
BEIRTE - EEAREEBREFZORE - REBMAEBE—REIEEMRGE
Lenalidomide’&a¥%& -

HEJZ MBI 2 F& (Tumour flare reaction, TFR)

RIBEMAE  LHIRFBI1IRNF2HREENERENRA - OJ#EE
Lenalidomide’a ¥ - |EPESREEIE - RIBEEMFE - 0 EAIFEERE
H13% Z(non-steroidal anti-inflammatory drugs) - (2 & 8 & f2 (78 IR &l 52 A
FRF ) A2 /3% i B 14 LE R ) VA - HIREE3ARENER4 ARBEINEI R ERIRA - B
JE1& Lenalidomide’aE - WFAGIFBERS IR EE - 57 B 5 B f2 K /58 i BF 14

P.13



3.14

3.15

AR - BEMBEIREEZEE<H1RE  HEREEDEREHESREN
Ftalenalidomidela & - CHRIBESE 1AM S 2R IERBINEI R EIaBEER] - #m
NETEEREREEE -

PRAEIRIE | EEFMRBEIFRNE ERE

HRNEAMMBEERE ERLFHEHTEIMASTHER - HKHE A
Lenalidomidet8f8 - RIEEFa%E - ZRHEBHAIT - BEHUHERE<E2
R A EERE LI — AR E SHEB R E -

EREFE_F ﬁ&)i'ZFEZIF EEREFH T2 FALenalidomide’aE -
BHEMEMKE - BHMRE FHERAD - 5% r&*mx@@zlr
(exfoliative or bullous rash) - 2% 1% 5% A 52 7% X & X 38 4 IiE & 8% (Stevens-
Johnson syndrome - SJS) - &4 %< &2 /& B2 fiE (toxic epidermal necrolysis
TEN) - &2 S HEFPA M B ME X2 5 E iR (Drug Reaction with
Eosinophilia and Systemic Symptoms - DRESS)RJ BJ 55 - Rl FE{= 1L 55 FH
Lenalidomide’a#& ; HTEfEMRAERE - AEAEEFEHLenalidomide/a & -
BMBEAETRANRZERES

HitLenalidomideEF B2 & g“ﬂ%‘ﬁﬂi?ﬁ T/\“ﬁiﬁ?}”‘i%ﬁfﬁﬁ’ﬂ%‘ﬂ]ﬁ%
T OEEFEREMTY  BRETREENSWEILEEING -
BREBINEARAZHMM ~ MDS - ‘JZFLFAE@E&A”'“JEK%%%JEEHW
DE - EEBNEEAZHARBBHFB(ESRD)EARZE U T HNE S/ IE KL
EEZARE -

#EPhase 3580 - WK EAB W% (ESRD) (CLcr<302H/ D iE - |TEFE)
WA Z EFRRE -

ZRMBBBBEIEAZRANEZLEREE

INBE(CLer) | = 2L
P EBNEAE 102% 8H—X1
(30 <Clcr < 50
mL/min)
BEEBEEAE 1525% fRH—2
(CLcr < 30mL/min, &
BB
AEAE B fm (ESRD) 5% B§H—X
(CLer < 30mL/min, & | EES S AENH
BB F . EEBERRAE

1EPF€*§“IJJ EAZE - ERALI0ZERAF2BH HE B REE RENEM
2t OEZERAHNERI152%

BRIBEAREEREBINEAZHANERLEREE
BINEE(CLler) |HISHAEE
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DEEER | EpEE 5= 0%
& (S28F Dy
(30<CLcr<50 1221X)
mL/min) S1EEE | 5=m EO—%
(S28F D
12285%)
E2BEIE | 2585 BOR
=
(S28F P
1228%)
EEEMER | muEE s BO— %
> (E28F P
(Cler < 1228X)
30mL/min, | 1oy gmegr | 25=% mER
ZiEH) -
(S28F D
12285%)
EIBEIE | 2585 —BW
%
(S28F
1228%)
AHENE | EREE 5= EO— %
(ESRD) (828 K4 mzE
(Cler < 1221X)
30mL/min, & [, o=+ D
ik =1 BEE %55& 5 B R
ey
E%%zzzf; (E28KDHE
e 1228%)

F2REE* 25825 —Bm
:R
(B28KmsE
1£228X)

YN Bt - WIREE3REFEARM/ R E ~ BB MEKE MESIEMHAIE
EilenalidomidetBEERI3/4ABIES Y - HaBRMBREN G ENEZT

SRE -

REEMREBBINEATRANERILEREE
B INEE(CLcr) FERE(B28KEREZEFET1E21X)
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PEBINEAER 1025x §H—RX1.2
(30<CLcr<60 mL/min)

EEBINEAR 5=£% BH—RX
(CLer<30mL/min, fEEFET)

RNEAB s (ESRD) 58% BH—X
(CLcr<30mL/min, FZEZE) ERRETaENHT  BESNE
AnBL

TmBHEATMEZLE  TEEBRESEHERESH K158 -
HRNBREBRI10ERMBEA - B REFIMAFEARIED 1 E MERE D 5K
M/NAROED - BREMSE 3R SR AR/ - FFEELenalidomidetdRd - of
FHE  BRHEASHEEE=RHRAS2.528HRAMUT -

FdaLlenalidomideia & - BIKBERIAMARAEMZ M - /EBINEAZ
mAEEWLenalidomideX|E - W _EFraiisl 2R EEMBYFENTE -

(MRS BRRCED)
41 RBZ

R E IR ALenalidomide - TASERIMREERE - REFREWNENE 8
BEREERBEREY  BELIREERSOBT - RS HRERENR0E
MBS - ERIBRFEBRRNESR - Blenalidomide B A B IaZEY)
thalidomide# #8184 - Bl - B2 Lenalidomide R EREY [ 2 BIELE
EUHENEREZPEEAREACERENBHIES . BARR SN TSRS
BERR - [2EZERTESE  HEEEISEE) -

42 BEBWEE

LenalidomideZ AR Z LR ¥ LenalidomideFZE B (ENME M KIE - FEXEKR
EREER  BURNARENBEA [(S2REZBRFIESE] -
ZEERIESE
(M BREC L)
51 ZE@EB/ IEFHE
511 MiasEH
Lenalidomide@thalidomide 5L B BRZE R IEZ B ER - Thalidomide
BEMAEMBREY)  ZERGRETHWABRLREHRESIMRRIET (2R
BIAGETREIE] -
BRI EIREEIR - 2R R ALenalidomidel &%z - 4 HEBELR
B MHUNEEFRBTEREZBE Z E A thalidomide B9 A $8 -
LenalidomidefZ#&E @ LeAssure 5 gt [2REZ R TEEIE(LeAssures

)1 -

N
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5.1.2

BEEERENATH
THRALEEBEANZTEFEE  BRIFFEU N E—BEG  SABHEBEE
£BEN - R -

e S50m ()L - BEAEFEKED—F*

s HERIENERMERNE R UINERIS

o STHIB AR A E P E IR B IR+ = YIBRAG

o XYEREZH - BAECIEIER(Turner syndrome) ~ FERB AR
“MATREBEEZEZNERIPEMEALNRE  tRAEBEBEN -

BEEBENYN (AEEFEEIAEBHARE ) W AMBERBER
lenalidomide’a B4 B R - FZHMRE - HEEFIHE - BAREFERIBR -
R -

YHERFARESR lenalidomide’a BAVAE R - FHZEHARE - HELEHE
AEFERAZHALAHENTREMBEEENEZEBNE M EDFERYE
27

ERGERR - ©BRZIR - HERABHEZ2EHEZD25mIU/mL) -
FE—RBPEBHBFEULEFRI3KA - UREFRIUIETRANGE (LTS
ZEREEHI0OK ) - HAERBE  B4BEVETIRER - BEHREHE
aRE  THEAEREREZMBETIR  RFEECETHINEEER -
RE2FSBERIUELR3AAET URELRIUBTRAALE (LEMHERZ
MREEHI0K) - [2RRHREFIESE] -

B

Lenalidomide® HIRTEEABE ZWANBERT - B - EHEABMESRK
INETHIBEE 4R - fEFEALenalidomide AZEEARE K Lenalidomidesa & 4s
REZVTR  REHBLBEENHAERABYEZ AN ETEI MR
B - N AEEFERABRNENRBREE - EMEATAERE (8%
FEEEHE ) UMRABGEREZVTIRABER [(S2REHEGEEHIESE
(BEEBENNLHEEM)] -

Bm

mARAlenalidomide B M IFEE E/DTRABFIBM - AABMARCIEEHR
LY RZ2ELZMERB A EERlIenalidomide -

LeAssuref5 %

AREERREERER [2REEBRIESIE] - lenalidomide REEE B
RHEF RS - 8] "LeAssures 752 - LeAssure S EZNERYE - A0F -

o EFBRKEME Y BUBTEREEFEEK -

s MANEEERAN-BMZEARE  UBITRRBREEFEEX - FHI2
REZHEEBENINZURBALBEBERERBRZEX [2REHK
BETREEBEEBE N2 MEEN)) BEMNEABRERPEKXK
(2B HEHIRSHEELEBENZLHHEN)] -
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5.1.3

o HEGEEAFEIZE R T Blenalidomide B EREBFTEKRIE
A
e FERUBEATAAN  UWHBEEEBETNARUNRZERE  AH
lenalidomide#AEBEBRENNL Y - RIBZENBEIFAEER -
BN ESAEREBEE NI MERRBELIBIAE  BELRBEEERN
HWER  BUESLEMAERA - BREE12B  #ELEUNEE
MRER -
ol EBwww.totcare.com.tw#lL - BViSlenalidomidefI48RERLE - S E
#z [0800-707-080 -
MEESEMY

AREMBPABEZNEP R MIKE MERM/DRET - BERIEF 4R MIKE
NERABREEN - ERBABEL MM - FFHIZ2E FARENE M
PRV ZEYRS - a0 NPTt - IEEAR Alenalidomidefis A FEE HBaT (4 = MEK Y
(BERAZEAE] -

¥ % f A lenalidomide £2 dexamethasone /8 B Z # M SR B I E R
Lenalidomide# /8 EMNEA - BERGEENIMERZBETE7X
EIFPHFEIRRFEISK - HENE28KEE)ETEMEKEF - ®HAD
EEREEER/IRERE [F2REBAERAE] -
EZRUSREERAERRT - A5iE59%FALenalidomide’a ERIE A
BIMBEEIWAREFEEHMIKET - B SE3I8%EALenalidomide’a &
FIm A B A E3HARMNRE T [SREIER/FARKRIE] -

WMEZEZRMEHERE . FESESBEI S G @A Lenalidomide £
bortezomib Kdexamethasone;&ZHI A

£ SWOG S0777 fff 3£ 89 Lenalidomide B2 bortezomib & dexamethasone &
HBBERVAOAD - FAREPHEMIKE TR EEEXRZEMNRIEIRA
(2.7% vs 5.9%) - RVAAHERIAHF W EARIETHEBMIKE T & 58 %
(febrile neutropenia) B AR K HHEE (0.0% vs 0.4%) - FEIBMIEA - W
REARESEN - BUAEE ; o REFEABER/ARERE [(FERAE
MAE] -

ERVAAES - F3FARMNRE TRIBERERESRRIGIRA(N7.2 % vs
9.4%)

RN ZEH - fEMLenalidomide/a BB IR EAREREIBAFBES
SBERNSFBIHEBARISEPMER MR N EK M/ NHORME - $HEHES
Lenalidomide’aRRV B BEIEE A RIEIRATR A - TEAENAISBUNATEE
AZMKEY - ARAZVEHAEN—R - BIKRFBARNMRSETHIBE
80%FHIMDSELERAM ARIRA P - 1E48% L3R EAR B MIKE FHIRAF
BERBBRPUES42KR(FEET14-411XK) - BLENRERBPUES 17X
(2-170K) ° £ 54% 32 E3MRVARM/NRE FRIBA T - SEERBRYPAIE
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514

% 28 R(E8-290K) - BALBENERBPURA22K(5-224K) [FE2R
RERMEE] -

#=Lenalidomide;a BB EMMEBHRBA - EERKBAENSE1ERZEE
HPRRI3ESE—R - F2EFABBENE2E—RX - BENSEAS—XRiMMm
BRI M Bk & (complete blood count) - RATIREREE = K/ EREE S
(£2RBEAFAZ] - FAUGMENTRIMAGNIFY: B = Lenalidomide &
PErituximab’A BRI ERE R A - 2 BIBE50%H M 33%E R 55 553 44RIE
MEMEKET - THE2%FM8%IEABREBEEFEIFARM/NET [2RE
ER/ARKIE] -

IR H) R ZE

= Lenalidomide’ 8 BN R ARE REF KB ESHF(VIEEZ F kR ZE
DVTE MR EPE)RFRBRESHAIE DN EEHRDR) - B
Lenalidomide & fff melphalanfprednisone/a BRI Z &M EREEREA T
BEFMRESHEHIRE E S H E R R E X Lenalidomide &2
dexamethasone’A BN ZE MBS RERAR [(2REIEFR/FARRE] - &
FilLenalidomideB—E X ABEMNZ XU HBERBRHE A BEFH IR ESHRERRR
fFALenalidomide5HEZABENZEMSHEERARK -
HERBSE)—BAEBENZZUSRERAET Z2HERE  BS
Lenalidomide / dexamethasone ;A& m A 2 4 R B FF IR 22 (7.4%) B2 i 42
E(3.7%) - HE R Z Rl /dexamethasone —BE A B £ FEEF IR E
(3.1%) A2 E (0.9%) W A MREREEIE N1 - BHERZ BN RMEIAE - T
PHZRUSHRERAET MR  £FmMERASEESRMETENRA
& FEERDIENZARIFELEA - Rd18 - MPTA)BRERELAERIE
(3.6% - 20% - 1.7%) - EHBRELEMBRENRESAERES(3.8%
2.8%  3.7%) [SRINMEELRE  LEIEFHEERIERA/ARKRE] -
HEABSE) BARAENZRUSBRERAETZHR B
Lenalidomide / dexamethasone & &Em A B840 AEZE(1.7%) A o & (CVA)
(2.3%) - BN Z R M /dexamethasone—48% A 284 0\ AL E 2 (0.6%) A o
[E(0.9%)89 E BB REIE /N - FEE 22 RS EERmAET 2T - O
BEEEM)NRZHERIFELSES - Rd18 - MPTH)BRAEREFARNIE
BERQR3%06% - 1.1%) - PEAEZEABRRSREAFRREMEEERHL
(0.8% ~ 0.6% -~ 0.6%) [£REIER/FARNE] -
BALZEBEHMNERET MRS RERE Aot EsAREER
WTER EREMAUEXMNEFEISMAE - SMmE - #R) -
HENBESEVD—TEEENZRUBSRBRAET ZHEBIRE - HEPRGH
FRERMURE  2IS%BRESHCMQRESH)REEES
Lenalidomide / dexamethasone /A E 2 ® A - HEB R E X £ &
M /dexamethasone’8BE 2R AEREEH%H 8.3% - BEFE—RREZIFHE
hUER28ER - TEHMZEZ R USHERRAET MR - LFEFRABERA
ESMREEGMAE  RAFEAFEAKMRIISMARESHNEBEER
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5.1.6

174% - MPT#H%11.6% - RAFEAEKRA18MA R EE —REE ZFE
b AH437EA -

£ AUGMENTE B8 - 3#F = Lenalidomide & #rituximab ;8 BRI M EE % A
o FIRRESH(EERTFREZEEAMRE)NEEER34% - HIKRE
EHEBEBONERE)NEEXR0% [(SREIFR/FAERRE] -
BEATRERDOMRE - BRBRANBERRA THRERMMURE - 15
TRALBHEEESHEAEICRIER - ESAsHlestrogensTJBEE B iR S
BRERMR - #EXLenalidomidem ANEERUEEBREREFER [2RRE
fEA] -

HHE S LenalidomideM & i - EEFERLenalidomide JAEBFEIZE A
REEZEEHNOBEA  FikDz2EBRNBEERE(EEZEDFEFIRIMZ KM
E) -

EMNEAREMEREALTE LA

RE—EEEEMREAR B MEREAET ZRIEMEERA - )BT - 48
8 hichlorambucilEE—J&% - lenalidomideE—/AEAH 7T ERIEN - H#A
bR - Mlenalidomide’8 BRI 210U m AP B340 T - M
chlorambucilF&ER21TMUE AT B 18U T - BEGFERZEREES1.92 [
SR EFEER : 1.08-3.41] - ZIENM2%IFET AR - AR 2013FE7HAR
ZERBECDEF -

BEOLMEARKREEZOEEE - DIEERORIBERE AR
lenalidomide’&&#H - Lenalidomide A% AN 2% AL A B e PR a5 A Sh
FE BRI -

% _|REE BB (Second primary malignancies, SPM)

RERNZEREENZEMERE2HERAREIR  ARNERBHON38 /2
100 A-F) + #E=Lenalidomide/dexamethasone;a#&(3.98 /2100 A-F) 2
F_RVEMBEORERIZN - FREHEE_REBTUBEEZEREAR
FEIRAEE B - KoM ERIEMHE_REEUERREE R HER -
FNESBENMZEZEMEEERANRARSRZIR - i melphalan
f A prednisone & E#I7E A (0.36/ 100 A - ) - Ll Lenalidomide f}f A
melphalan X prednisone;a BB 2R EE(1.75/8100A-F) 2% _JREZ T
M RE R R B A ER 12 N4.9F(AMLEMDSZA) -

1 82 1% ¥ 2 mephalan & prednisone 8 BB fm A (0.74/8 100 A -5F) - LU
Lenalidomide(91&’& & HHA) ff Fimelphalan K prednisone’a ErI5%E A (1.57/
B100A-F) - B RBEEEBMERROSSETRIEM2.1215 -

B L 3% Zthalidomide #f A melphalan & prednisone’& & 9% A (0.79/%
100 A-F) - PlLenalidomidef# FHdexamethasone BRI &R EEH 2ESZ18
EBREAENBA0.16/8100 A -5F) - 5 _[REE MRS M IE R0 5 £ 3= 0 18
o e
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B = thalidomidefft Amelphalan K prednisone(1.19/5100 A -£F)&
&/ A - Lllenalidomidef# FBdexamethasone B REfmE{be B 181E
BaErEA(1.58/2100A-F) F_REEEZHEBIZERIZM.3

f&

= lenalidomide & ffbortezomib#dexamethasone’a B I 1 52 i =% &
MEBEEREATD  FRBMREMEENESEERES0.00-0.16/F100 A -
F - BRBEEEEUEREINEEEXRE0.21-1.04/2100 A-F -

Lenalidomide BBt _[RE M ER ZERIEN  BESEESHERE
(ASCTY B FZ 2B iEEMEeE - AL REMEAEZE  B2EFH
Lenalidomidef5fEEEE = -

£ LenalidomidefAi® - MRABEMER(EHIREFTEESBAML - MDSE
BAifa B iER [ EFEAARAEXMEB)NEERB1.31/8100A-F - EZH
M4 RIZ0.58/E 100 A -F (FEHE S ASCTE # ALenalidomide’a BRI E A
h51.02/8100A\-F - EESASCTEKRFEALenalidomide’AERRA DR
0.60/8 100 A-F) - £ Lenalidomide#id - F_REEURERBNEEXRS
1.36/2100A-F - L FBEASRIE1.05/8100 N -FE(FEESASCTEFER
Lenalidomide /8 EMHE AP 51.26/B100A-F - EEIASCTEKREH
Lenalidomide’aERIEA P 40.60/Z100 A -F) -

FtallLenalidomidefif Hmelphalansl & A% FERN4E T = B Emelphalan &
BiRS M ARBEASCT) Za%A - BEEESRESE RV MEREMLE
BREMR - AR EAED - BEELIRERE NG/ N OTMEE ZREE M
FEEHRE - Wi TIRE -

£AUGMENT & Bg = Lenalidomide & ffrituximab & BRI E BB A -
BnE _REUEMER - 8F MREREANE R (solid tumor) - £ 5l
e EBMHE A (acute myeloid leukemia) - ZEAUGMENT R B - # =
Lenalidomide& fFrituximab8 BN ERER AT - H50.6%EFE R4
SHMEEMHRMR  MBEEFE_REMEUHMREENEEREEAESIER
BRENBRE)NEBERS1.7% BB MUES29.8MEH8(1£0.5251.31E
B) [2REMER/FARERIE] - EEARAZRESLRE_[REMEMERE -
EEEFEALenalidomide’aER - EHEBENZEMNE _SUE4EEN
[7 Bz -

1B P E (Intermediate-1) @R 2 B EEIE £ A RIEEEF(MDS) BEE 4B
e A MAE(AML)

F % (karyotype)

Del(5q) BB MR & TR MDS Im ARER =B BEEE MBI ERE - B
ARIE 4B i B H 2 {E(complex cytogenetics) B - E—IBS H 2 TM{E
P Lenalidomide ERAEES T ERMR ZMDSEE Kt - EEE#MARE
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5.1.8

5.1.9

5.1.10

HEtW2aEEmal 2ENMET 2B EMRE(EKNAML(38.6%) - E 15
Del(5q)m A2 FEfhEHEBIEMAMLIEZES13.8% - MDel(5q) k2 —I8
M EREENRARNRB17.3% -

AL - EMDSHEEDel(5q) K EFHMAMEREZE - Lenalidomide IR/
PREEEZ AR -

TP53 RUAR AR

TP53 REE(EERMDSHDel (5q)R0EAS - 1520-25% - HEBSAIERE
LR BB AME (AML) - E—IRSEEETRETE - 24U
Lenalidomide fERI#EIPSS 7 AR P EEIRHN B IR EAREREEHBA
AERFRELER ( MDS-004 ) - IHC-p53&BEMERHm A 2FERNRIEAAMLAIRHE R
27.5% - M m AR 3.6% (p=0.0038) - &AM ZAREIRES1%

EATPS3ERZ R EABCELEBERTPI3IRENEAMESR -) (2RE
ER/ AR RE]

#£DexamethasonefliThalidomide {4 A9 2 1A Pembrolizumab
- SRUSBBRANTCRENS

H Rl FEEIPD-13LPD-L1FEEM M MR R A ERARAES B M SEEE -

MR LU B IR AMETHNER Y ARKARER T

thalidomidef8 L1 lldexamethasonefE 2 + 1 A pembrolizumab & &2

BTUERAS - R7ERIMERARDR 2 AEZSREMIEEREAR - A23

fEthalidomidefE LI lldexamethasonefy&E 2 + N APD-13%PD-L1 R Ef 4
Zeh 551 7]

FEHEZ?H” °

et

f#HLenalidomide&idexamethasone’AEHEA - EHEEFRIBAIHR

& HOGEBIEE - RASREBTIBE15%0mEASENSH(BETFAR
o ETEREUHRESE) ; 2%ZEUSHRBREARI %S BEEMAREER
WMARERENEUSEMY - Z2Ys|BMEM 2HENAR - I EREF
BiF  ERERBEUNEER  EEMEMREEBEEAS  UAHRZEY - 5B
THIE R EEER  HHEERASRESFEALenalidomide - FFkEEZE AR,
HE%  IERBDUEEIESEMABEE -

BENBENRIE

EERABHRBERENNBERE - SFELFXERBREEIRES (Stevens-
Johnson Syndrome, SJS) - &% ERARRAE(Toxic Epidermal Necrolysis,
TEN) - BiZEM 2 S HIEFR ALY B IME &K E B4R (Drug Reaction with
Eosinophilia and Systemic Symptoms, DRESS) - DRESS aJgE IR B &
FE(NRE ~ SURHIE MR ER) - EFAMEMKEE - 38)E - R/SMER
K~ BVD—BRFUEGFEE - AIONTK ~ BK - bk~ DR/ EK
UEEEREAR DI BESN AR - MAE BB EEIRALS - B REWRAHE
thalidomidet8®8 - A2 IEARAlenalidomide - H&4E — 2 —REEAL
7 EEREFINSTEFAlenalidomide’afE - HREEFENRLAS - REM
HACAMAS - SKEHEMEHENERBE RN - SURKARIENEY D
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5.1111

5.1.12

5.1.13

5.1.14

EREFAMAMEARESERERENERE - RIEXKAFILFER
Lenalidomide’& % -
NEJ&2 A BEME & 8% (Tumor Lysis Syndrome)

Pl Lenalidomide/aEMm A - EEAEBERERNmWEBARERIEER
Bl - BB E A S EEAR (high tumor burden)lE A - BIBRERE AR
HER - BRERZEYISAERERRIEA - WEHEGEENTRME -
EAUGMENTE & - PlLenalidomide & ffrituximab’a BRI MEERBA T -
BB AN B ERREARI(1.1%) - EMAGNIFYEEED - Dllenalidomided
Frituximab’A BN RV 12E BB - B1UEA(0.5%) 38 &R ARRE -
IESEHREIRBEELARRIE -

FEJE 0B /2 F& (Tumor Flare Reaction)

BENERESEFE - LR RE - E%Lenalidomide AR EMMHEMR M
BCLLAME B RREEIR - FEAMEARAHFERE KERE - &
K#LZ - Lenalidomide A% A TR A2 5% 52 FATE IR 2l B i B PR A BRI CLLYA
A

EEEEeMMERR AN LERZINE SFE - BEEINE & EEAR T 8E
B iR ARG BEME -

FAUGMENT: B2 - = Lenalidomide& frituximab’a BRI ME R A -
176A1m AT B 1911(10.8%) BB E BB MEI<E - Hb 153 4RERE
B FE - EMAGNIFY:RER - 2221155

AFBIMEA1%)BERRBRMNEIRE - HPREEIR/1RI2EAR - HP16I%%
HRAEEAREH(serious event) °
BAE1ARF24EE B R FERR AT DIESE F ALenalidomide » MEE DS
MEME  RAELRATE - 1ARFKERNE RER At D AR EREEE -
FEFREIES I 3% L EI (N SAID) A0/ 3% i Bk 89 22 )5 R V2 NN B S P EEAR - 970
3T ARER MBI R ERA - EEFELEEBLenalidomide - EEIEEMNAEIK
FEERR< 1% - 3#RS4A4REE MBI R ER A ZEAR GBS B R4 8
EER—E -

B E A

LenalidomideW{E2&EBHECSHE S EBRERE ML K Athalidomide B 7
# - Lenalidomide &2 dexamethasone 5% melphalan & prednisone & ¥ f&#
FA - B AHLenalidomide - iR EAfEE A Lenalidomide’a E M2 Eh 2 25t
SR - WARIREFEMLSREIENNIRS -

Lenalidomide 255k E 5 Brdbortezomib X dexamethasone & /A &
ZRUBEBERAR  BAEMLSHRENRERRERS - UENIFNAR
¥ Fbortezomibls - LR EBERERIE - EZIHWHEBENES
bortezomibM E miZ &R E -

HAkE

E40Lenalidomide Kxdexamethasoneff ;5% - 1SR RLERFER - HAE
SHARBHIERRS - BB CHENRS -
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6

5.1.15 BRARIRER
LARRRINEER N RIVENFZAE - EERERBAENAOAEIRE - 18
AR IR ITNBER B BT 5 B R 1 -

5.1.16 BERE
SR #mER LenalidomidelBHIREEFEME M KE - ZEMIBEKIE

(anaphylaxis) 5388 &z F&(anaphylactic reactions) - BIME 4 KERE S M
B8 2 RS B K A fF Lk Lenalidomide’a % -

RIAGRR IR SR
(RS RRRCE)

6.1

[ PR
RBIEAEG (SZREERL] AN ROKRIE [ZRIARER] - 2ERKRA
Lenalidomide - CIEEER MR RIEE - HILRZHABRLER - (2RMNEERE
RREBHRERIEEER] -
HERECH SRR EMIAE RV EB(THALIDOMIDE) - WWHIEEZ A
NEREEY)  SEYREHBREMHABRERRENRZERELR) - BIOKREE
Bia(lUAE)  BRBAZNEEREZ - BEINEER(BESHE - /NEH - P EHER
Z) - IREBAE - EREBEAPE(FRAR - NRESHZ) - OMRERFE - JB{EE - WKE - EESRE
FIBH - Hé%%t?TEAO%
LenalidomideZE &7 F UL M EB IR ERI I B TRFE -
LenalidomideZ BB IRZHNRF R AERIRE - MRRNR2PBERTE - AR
ERTERERE  BENBARTZOUEERIER - 5 HAERBRIRRZ - Bih]
B2 - ERBERT  BRBABNZLEESEERNEENELN  ERE DR
LiEéFﬁ - HIRRERLUSRERlenalidomide A% - BEHREZEYARRBERD
- ERTERSERFRR - MAERR02-2652-5999 #2420 -
EﬁJu]IKEE%MKM%E%E?Ea?’é’fiéjtﬁiﬁ?l‘eéﬂﬁ?ﬂ’ﬂﬁﬂrmgﬂ& FEEERY—MR
A0S - EEAER ZZ2EREEANEREERENEFTEREAR D B52%-4%H
15%-20% -

iﬂ%ﬁﬂ

TERFHBEESUMR  E2BEREERELKEERE - 8 F0OMKRLenalidomide -
ZIRAESFEDPNBENORREBNER - BFREEHENEAZEEEAUCO)Z AL
EFEmAEIZE(MRHD)25 mgrJs ,J\EgE(AUC)E/]O171ﬁ ERBERTFNKEETHE
LR  HEEEDIAABEERABEZEAREEN20E K2001F - ERF
EEMBIETCMABEAREERELIR -

RKEMBLEERNEBHNEEMNE  BYMERELK AR ESLenalidomide - BERIE
ZHAB R 5E500 mg/kg(kEEFRERETE - AR AB2SEZHERIS5001E5)H =
SHEEIIB DN FREASARME - #EHEFRREAANASIEMIEE - ﬁ'ﬁlﬂﬁfﬁ?ﬁ
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6.2

6.3

BT FRERR  REPEBNEEZBMERD - A - PRI - RUOENR
Lenalidomide R in 3 BV BT RERE -
HRENRFILRBFTRERBEF20KREXRORIE FLenalidomide - fa5E MR PHY
LenalidomideiRE A BEEEC 2HI20-40% - BIRZHOAB ORI TERZEY 2 1% -
Sl MR R AB PR L Lenalidomide ; BBREABPHMEEEREBREERR
RSB PRRE - BEERER - LenalidomideZEiBAaE -

=E2R

[ B3 47 22

BaiE IR Lenalidomide@EE HIRMR ABRZ T D - Lenalidomide ¥ 8E1E
BI vEBRZHEE - PlenalidomideBETEMIEFRZFESE T HEHNWERN - BRFZ
ZMEE D WEANENIT - BERBEEIWESZ JsEEELenalidomideM B4 AR
[ FE - E Lt RN 2t m A EEHLenalidomide’a BB A EEEFE, -
BEBRENN BB

:%@@

EREZPERALenalidomide - JEEERERAEXRBE [ZREREFH IS
8] - BEBENNXN - REGRELRE4E - HERE - RELEFERE - ARF
HRBDAERN - BRABRRIRE -

ERAtalenalidomide’aEr] - BEBBE NN ERANABIREENRZER - 5
—REBZHEERUEDRISAAET - MREDBIUBTRALEE (LSRR
10K ) - —BaERGKAZELFHE  BEARMRESIBZEVETIRERE - &
MAAHIRERE  THESREREREVABETIRRE - RIEECETRINE
#EET - EEEELenalidomideHEARVEE R IIRE - BREHRREFEREBHA
EMMERZEAEEEENINYMERA - B2EBERIESRI3AAET - UKES
FRUB7TRKAME (ERERMR2EREEHIOKR) - ERARLRR - HBRETAS
ERPLEM AR BECTERZ S  REETRERES  FEESR
Lenalidomide’a BV ERE 2 - RIMRE DB RIS MEERERAS (HCP) -

e
ZHRA
BEBEINAUNRERZED—BERNEZHE I - B2 U6 611

o BEAH

o TERAREZH(Levonorgestrel-releasing intrauterine system, 1US)

o« RYWEHAEZIZE(Medroxyprogesterone acetate depot)

o WUPEHEER

o RECEMEBEURMNNBUETHETRE@BEYIRMNAINESREBMRK

R - BERIZRM)

s BaASRRZOREZE(Mdesogestrel)
BLRPEMNVETEREAERNZDIBENRG - ARG - RELFHE - 5E2R%E
—HZYP B R /D28 RAHIT - RiEPearl Index - I EZHWBEFTAREBFERYE<
1%%E - AIEAREEZENNLMRA - DEKRIBH RO SERRZ2ER - FRIFZE
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6.4

6.5

Tr=tkRm - MEFE - BREBEBENNIMERABNGURERRELENG
HEERM -

HRZ R EHEERAEALenalidomide5HBEAZIBMFEFREENER - FILAE
SERELOREZE - MIRFABRIEEERES ORBFE - BH L EHP—
BAMNEZETTE - EFRESOREZER - FIEENERINEZHELIZCSE -

SH®mA

Lenalidomide @ HIR M AEEMEANBRY - Bt - EHRAEER
Lenalidomide FZZHAfE - Lenalidomide’aE&#ARER/D7X - BlEEMEANEIEE
ERINGEER  BEESBRENBRERABMBZ AN HETEOUMEER - BRI
FRIAIBIEAEBRRME EMRACEZRHE(BERESFHE)M
Lenalidomide’a B4R E R D7 R AT IEIE -

NG
BrRIEARETE/NRI1SHENZRYEA - BUuZEMEE -
EFEA

ZRUBHBSHAE

BEMS - AlBMM-0200 Z2 8RN mALE16132 - 655l LB A1G94%
(1521/1613) - 755 L E%35%(561/1613) - 7558 LU L m A 72 a1l B 48 59 £ 5148 131
(RAF5#EIAHE : 33% ; Rd18 : 34% ; MPT : 33%) - 2 I - BAEAKRB I ARRIE
BEBEIZEIARRE - £3/4ABRFABRRE - BREFARREB)VZERR - ZUFER(T75
R)BRBREFE(TSE)PVEA - —RERAGABMUBERRRE DB ZHE3IMRAFS
BARREER SHERUFTRER(EEZVBS%)RFENBA - BHRHARE -
DREREZORIBAE () MHEOMRIB) - REAR N AR - B KEER
(BEEBRB)SAMNBE N B ZFIRNABIFaEMEESARNRE(TEAES) SHEZ
UERBREEZEZDVRSNV)BFENRA - EtZER A0 BENMREMRE ZFE
o BURERER - DlER - MEER) - B3/ARARREBERSHEFRERFEN
BARBREER  BRURA— - HRRRFERA  BELARREBESHSZN
FREERSRUBEER -

ZRUBHEERAE

BEEME - 5058 GALGB 100104 E2IFM 2005-02h #=Z8BME A A 10185 - 65
E ERIEAME10%(106/1018) - M75m MU LR AANBIAE - LenalidomideZBAYSS
BRAFARAEREBR  5SHEULFATR(BESYREFEMNEA -
Lenalidomidef B MR EAME AR ER AR DB 2 EIRHFIR AR RIEBIR - 6558
P EBASR(FBES%) B EENEA - £Lenalidomide#iF okt  BLEFREAR
RESEREFNRREMELLAENSHEU EFBAAMARUERERBASNZE M
MREREARRBRFEENHEA -

ZRMBRELNEVERIELER

£ M IR & Bg B2 (MM-009 EEMM-010) 703 B 2 M B REEW A S - 65 E1h 7
45% - Mm75m L £/ 12% - 655 L E 8% A LE ) - £ Lenalidomide /
DEXAMETHASONERL K Z R E|/DEXAMETHASONEmM A B - IBBEERE - 7£1F

P.26




FiLenalidomide/dexamethasonefy353Mm A S - 655 1 746% - £/ & & 52
HEMEENIEZ: 65U LR A - EERRFGSEMNEA - EASELenalidomide A2
B HIFEEFIKIMZDOVT) - M2 (PE) - DEEHEBWRIEZIRSE - ERENY
FH - 65U EREA - HRREENREA  ITEER -

—IEMA 1487 del 5 MDS mAMEEH BT - 38%E65m AL - T33%=E75
mAEE - BESHEMU EMANAREHFREER (100% ) BFEFAMEE - 1865
AU ERANBREFARSHREEZSREERA (54%vs.33% ) - 65 ERRAR
AREHMELEAFENLEASIREERALLS] (27%vs.16% ) - 655 LR
BAMERBA B REHRINBUERE -

EaM M EEERZ Lenalidomide & ffrituximabia &

SRR EENMBE AR  ZBEMS - 48% (282/590)A97% A E #2655 3L L
£ M14%(82/590)89m AE75m A £ - iSMIEGR 5REAR - 65 EmMANARRIE
#8855 RN F 8% AMEBL(98%) - LenalidomidefAd - 655 ERIBE AR R B FE K
HBEA » B3R FARARKRENBEERRS(SHS%B U L) D BIHBT71%F59%) -
LenalidomidefB® - 655 LR AHBRRBREERBA - F3HFARFCRREEMD
TREAME AR R (9 B 547 %F140%) TR R EA S 4 S8 B (D B AR 16%FN11%) 1 B4
RERS(SH5%LL L) - LenalidomideZED - 655 EAIBABBRREBEERNREA -
BREARNENERERRS(SHS%L L) (D AIE37%F18%) « LenalidomidefA s -
65 FMBEAMEBRREENREA @ REARREEREHESTERHE(DEIB15%
MeN)MWBEEXERS(HHSBLL L) -

ARFERBALLER OB REBINEERE - EEREEERNE - WERIBINEE -

6.7 BIELE
RBRBENMENBRE R HEZETAENBATEELenalidomideEESREIE (2R
RZERRE] -

REFH

(IR RRECE)

7.1 Digoxin
fft Fdigoxin k2 Hllenalidomide(10 mg/day) - digoxinfBJAUCEAC ., 18114% - &
ZERAlenalidomidefffE - EHHESAIdigoxinWIMERRE ;| E— BT ERERAE
FEEAH R -

72 GftaEoaeE N EE R

ErythropoieticBE - sy E & (M Zestrogen;a &) D A5G MR E AR - BT EYE
£

mANNZEMREEZEFER [2REEZEREIE] -

7.3  Warfarin
%M Lenalidomide (10 mg)#2 & & warfarin(25 mg)# AR - A5 Zlenalidomides
BBEIR-EAS-warfarinZE¥) &) 1 - warfarin BZ212 - o223 PTEINRIG SR B AV TEHA &
& BEREW REAEEIRALenalidomideM& - DexamethasoneBwarfarinf
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IRV EERAARA - 22X RUBRBEATFBwarfariny - 2R BEHEPTH
INR

BIEF/ AR & IE

(ST RARCED)
8.1 WAREZFFH/ARKE

TIARKREEELLERNOEM/NE

o MiaEtH [SRIMELE - £

o MKEBSM [SRIMELHE FAEBEIR(MERSEH)

e FIKKEIREE [Z2RIMEER  EZIESHEFREFREE)]

o IEBIMCLLUBARIETR [2REZFXIESFHECLLEASLTELH)]

e FRBEUREE [Z2REEMNIERSZHE _RESHER)]

o MEZ P E (Intermediate-1)AME 2 B FEIZEAREEE(MDS)R{ER 2 S iE
HHMBEAML) [£2REZREEEIE]

e f7EThalidomide #8181 4 il Dexamethasone Y& i2 & il A Pembrolizumab fF -
MMBARSECEEAS [(S2REZEXTIEEIR]

s HEM [2REZENIESEMWSMN)]

s BRENENRE [Z2REZBRIEZHE(EENENRE)]

o ERAME [2REZNIESIHEERAMIE)]

e Tumor Flare Reaction [ £RZ:E K FEEIE(Tumor Flare Reaction) ]

e BAEMAX [2REFNIESHEEBLLX)]

e AN [2REZBRIEFIHE(BEAE)]

o FilRER [S2REZNIRSIHE(FiIRRER)]

o BENE [S2REZERIREIR]

82 Eﬂﬂ }_\_ I:lit %Az(« % 22

AREAREREEEZEABNOMR T FTHT - SfRTERIAINEY AR RELLGEE
BEEEMERPIOEYLER - o g AR ERBEZINEES -

SRS

MR EZ RN B

Mlenalidomideft A& Edexamethasone;A B A E S 1518 2 His2 2 S5 4 B iR
BA

FmERNKBI6I3ESHE  —EAXREEF=Z2HABMM-020EZEDL—=R
LenalidomideE2{E %l £ dexamethasone(Rd) # A& 1B 8 IS A (BD : & 8%E
BIEREE - RAFEABAHRSI2A)FE18ELI28 KB —EHHA[7218 - RA184H
54088k = melphalan predmsone%l]thalldomlde FHREMPTAHEKS41 B &Z
RRYURKRB—BIT2E) - ABETURBEERIFSEAREMAB2HE(EEITE
246.7)%18.41@%(%@@]016556.7)

]]III% :m

75'2/5’3%1%(%%‘%’@; + LeAssure 5 %))
=hH

i-
IEES
=h
=]
ER
=
2 EF
=]

—fRME - LERRAFE GEALERII8MMAE - BERRESNARREREER - &
W BEKE - BPEBMKET K55 5% Bh - EBAKE - BHREBEW
FIRABARRBEEEPEAMIKE S « M - M/MRIET - FHE - ESS - &5 -
B EMmMP - A2 - BARK - MEARRD - FIREZ  OREFIKDE - SMER
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BAMRED - BRESRERERERIFGELEA(75%)HENMPTHR56% - HE
MPT&Rd18%H - BIMEBAR R ANBREANRREBERIFESFEALRS -

{-ERd FERE—H  ZEEHLenalidomideEEABEN AR RIEREIE(28.8%) ;
BBMsS @ BEFE— ‘XqﬂlﬁﬁLenalldomlde/mF

MR URsEA7E - %LE&ZRdﬁ?E/éfiﬂuFiB¢Lenal|dom|de/éf$"“ﬂEE’\PFEﬁﬁ’é%
MAESM(10.7%) ; BEMS @ BEFE—RFAMELenalidomide)&a EHEl £ 89 o 11 K5 E &
1638 - ERAFEAE —H  HREEHF It Lenalidomide’ AEN A B & FE & B~
(3.4%) -

EMRIEEA  ARNEREZXEERBAENAERA - REBARMUIINZARKRE
MR EER R RGERERAEFRE - ARERFBHEINANER - BRRERREBRRE
#IIBNN0.7% ISR M £ 9.6% °

Lenalidomide/dexamethasone B EI £ /8 E —HFEA4RIEF B MIKE F BEERRE
R BER[IIFTELBE] XNRIG[ A E 18 1E A 2 B H 45 85% -
melphalan/prednisone/thalidomide#%15%) (2 REZRBAITEEIE] - F4R0E
oh M 5 MEKE T & B 58 & (febrile neutropenia episodes)fE B A & £ EEFITEE (R [
BRI R RA18[JA 18 1E FHZ2:E HH] % 0.6% melphalan/prednisone/ thalidomide#i
=0.7% [2REZREIEFIE] - BEEmAUBRETHRMIKENEHEER
BERE [(2RAEZEAE] -

RAKERA18HEE N EBRAE - SEAEFE3HEARM/NRE FHIEEAIERE ( 8.1%EE R
11.1%) -

EEmAEBMEEAMOIER S/ M EREN - FhRERAFRRLUSE
SlEHMEY [(2REZBFRSHEIMEE )] -

NRABRAFEREM - RA18# - KMPTaEAARRERIRAIARLS -
* BHBERS 0% LEFEI/ARBERTO%BULWFIBEARKRE

ZMBEE FIBARKIEa B3 /4R AR K fED
SIS
Rd#F#ER Rd##EA
= Rd18 MPT &= Rd18 MPT
(N=532) | (N=540) | (N=541) | (N=532) | (N=540) | (N=541)

— AR %5 9% EL e FR AR L R E

39 46 31
_~u-1>>%

i 41 33 32
] 150 (28.2) | 123 (22.8) | 124 (22.9) 7.7) 6.1) (5.9)
- 76 13 7 7
StiEcC 114214)[102(189) | /o) (2.4 (1.3) (1.3)
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FORYE o ss | 3167 | 1833 19 19 1%
H@ﬁf 65 | 3167 | 1863 | <1% | <1% | <1%
1SS s
21 18 8
e 242 (45.5) | 2 . 16.
e 455|208 (385)| 89(165) | - o a3 s
BEFRE%F {109 (20.5) | 78 (14.4) | 60 (11.1) ! 2 <1%
(1.3) (1.7)
WEREf | 57¢107) | 28 3 A% | <1% 0
(5.2) 6.7) (0.0)
L P 5 B 4 4 4 4
e 37 34 28
2 C 170 (32) |145(26.9) | 116 (21.4
(32) (69 1614 o (6.3) (5.2)
AAEEES | 109 (20.5) [102 (18.9) | 61 (113) | < 1% <1% <1%
BIEERET [ 101 (19.0)| 71 (13.1) | 66 (12.2) 2 8 8
(1.7) (1.5) (1.5)
i 16 15 14
BB 7(164) | 77 (14. 2 (11,
. 87(164) (14.3)1 620115 5, 2.8) (2.6)
FRE | 79(148) | 66(12.2) | 61 (11.3) 8 8 !
(1.5) (1.5) (1.3)
MRNBRE | o7 126 | 59109 36 19 < 1% < 1%
pE g (126) 1590031 ¢y < ° °
ASES 51 39 6 . .
et 0013 | g4 (7.2) (1.1) <1% < 1%
MAENf | 43(81) | 3565) | 2954) | <1% | 8(15) | <1%
waEt | 40(75) | 1935 | 10018 | <1% <1% < 1%
RS BT
- 43 9 6 3
XRERC
R | 90(169) | 590109) | 7 ) 06)
= {4 21
St 80(15) | 54(10) | 336.1) | 0000) | 000 | 0(0.0)
41 8 8
R 38 R et 9
REERS | 76(143) | 63(117) | o s s <1%
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ENIRE 53 31 o 8 o
ST % f 69 (13.0) 9.8) (5.7) <1% (15) <1%
fifiskc @ 93(17.5) | 87 (16.1) | 56 (10.4) | 60 (11.3) | 57 (10.5) (;116)
FIRE R
9% 35(6.6) | 25(4.6) | 21(3.9 7(1.3) 4(0.7) 1(0.2)
AT
=t 33(6.2) | 23(4.3) 15 (2.8) <1% <1% 0(0.0)
B B sk f 32 (6.0) 17 (3.1) 13 (2.4) 0 (0.0) <1% <1%
/l] b4

TH Hia 29 (5.5) 14 (2.6) 16 (3.0) 10 (1.9) 3(0.6) 3(0.6)
& Kf 29 (5.5) | 24 (44) 14 (2.6) 0(0.0) 0 (0.0) 0 (0.0
EEMAE o o o
st < 5% < 5% <5% 8 (1.5) 3(0.6) 2 (0.4
Mm@ | 33(6.2) | 26(4.8) 18(3.3) | 26(49) | 20(3.7) 13 (2.4)
& R R TR
. 52
FEPE] 75 (14.1) 9.6) 56 (10.4) <1% <1% <1%
TREFEHE | 39(7.3) | 45(8.3) | 22(4.1) <1% 0 (0.0) <1%
MR E Z 45 md
=yl 233 (43.8) | 193 (35.7) | 229 (42.3) | 97 (18.2) | 85(15.7) [ 102 (18.9)
ErtR 178

1 ) 2 .6) [ 148 (27.8) | 143 (26.5) | 243 (44.
MRET 86 (35.0) 33) 328 (60.6) [ 148 (27.8) | 143 (26.5) | 243 (44.9)
M/ AE 44 43

104 (19.5) [ 100 (18.5) | 135 (25.0 60 (11.1
= (19.5) (18.5) (25.0) 83) 8.0) (11.7)
ErtR
MK H 7(1.3) 17 (3.1) 15 (2.8) 6 (1.1) 16 (3.0) 14 (2.6)
S EE
F MEKE
i@ K 5(0.9) 6 (1.1) 7(1.3) 1(0.2) 3(0.6) 5(0.9)
WIE

0K 38 ~ i A2 B3 e P 5 97
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Nz MR 121 (22.7)| 94 (17.4) | 68 (12.6) <1% <1% <1%
I R ) 6
117 (22.0) | 89 (16.5) | 113 (20.9) 30 22 18
ce (5.6) 4.1) (3.3)
BHmM | 3260) | 31657 | 1761 | <1% <1% | 0(0.0)
M1 0R s f 30 (5.6) 22 (4.1) 14 (2.6) 0(0.0) 0(0.0) 0(0.0)
AT 27 (5.1 29 (54 9 6 (1.1 204 0(0.0
B ske (5.1) (5.4) <5% (1.1) 0.4) 0.0)
RBEREEER
14 7 5
2 R
PRAERER [123(23.1)|115(21.3)| 72(13.3) (2.6) (1.3) (0.9)
gk 38 35 20 11
% 91017.0) | 62(115) | 66) 37) 2.0)
L 52 19 28 23 9
=M 62(11.7) (9.6) (3.5) (5.3) 4.3) (1.7)
\ 31 23 19 8
BMEBE | 57(10.7) | 56 (10.4) (5.7) 4.3) (3.5) (1.5)
Mz 7K % 25 (4.7) 29 (5.4) 17 (3.1) 8 (1.5) 13 (2.4) 9(1.7)
TEEe <5% <5% <5% 8 (1.5) 0(0.0) 0(0.0)
& PR m % e <5% <5% <5% 8 (1.5) 4(0.7) 2(0.4)
EHE 5% 5% 5% 7(1.3 3 (0.6 1(0.2
ﬂ]]ﬁe < (o) < (o) < (o] ( . ) ( . ) ( . )
16 3 ) . .
- <5% <5% <5% 7(1.3) 13 (2.4) 6 (1.1)
K28 B 52 N AR R TR
39 38 33
AR . . .
AR 139 (26.1) [ 151 (28.0) | 105 (19.4) (7.3) (7.0) 6.1)
BREN | 47(88) | 4909.0) | 24(44) | <1% | <1% | <1%
B A
53 4 6 0
KR 147 (27.6) | 127 (23.5) 9.8) 0.8) (1.1) (0.0)
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il >8 (10.9) (g.i) (s.(;) (11 .(s)a) (0%7) (01.2)

MmEER

N

e E TN A O A O I

fEMEc% | 51(9.6) | 35(65) | 36(67) | 11@1) | 8015 | 6(1.1)
SHBBEESE

BRI 4381) | 2546) | 25(46) | <1% | 6(1.1) | 6(1.1)

e 33(62) | 24@4) | 1528 | <1% <1% | 0(0.0)

AREEEE TR

amfE | 73(13.7) | 31(57) | 5009 | 31(58) | 14(26) | 3(06)

NS

e < 5% < 5% <5% | 7(13) | 000 | 0(0.0)

ta s

mEHE | 72(13.5) | 78 (144) (§.89) (;.11) (04.17) (0%7)

10\ i = 97

DEEEEIC | 37(7.0) | 25(46) | 25(46) | 1324 | 901.7) | 6(1.1)

IDAEZE

GES < 5% < 5% <5% | 1001.9) | 3(06) | 5(0.9)

tyce

B bE K KB R

iiﬂ%@ 9 00| 28 33 29

)0 9.2) ' 6.8) (5.3) 6.1) (5.4)

R - B RKRIBFEEEEZEERER)

AR A e

e < 5% < 5% <5% | 8(15 | 407 | 0(0.0)

EEAMR
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o RAHBREHE(SOC) BF S (PTs) 2 BBMedDRAM R B R FELRIE - S M SR
BABREFABREEUBENRAREN B/ BRELIR -

A AEENEENEREE DA% R ELRISELEATRIIBERA - FEinRd
B REMASIRA 18R MBS IMPTA R EIERES LT D2% -

b Fr SR EARAEREEERBREE D E1.0%% £ ERISEREMARI18
ARA - EHRASELEMAIRI1SEFAEERMPTAREIERESHE % -
CAERBRESBREARREENE1.0%REERISELABEAIRIISERA - Bif
RAEAEATIRA18ABE AL RMPTAHBEERESHEM% -

d B iR e R R BRI E A EA/RIEEMAERE - BREHRARS - At
AFBREN AR ERRBRBEYEEERSEN -

e STH "a" A -

Fetm "b R -

CENE—RIFEREERTETER -

* B DA BAERERIAEBREGEFERENERATET  BIZEEREE
LT Z4) -

*RaARREBIMEMRENARRE

IEfE : e - LiER - TR - B ER -

Bhisg : B3 - REMMR - MXIKEMMR - XREMKX - MEZMK - RAEA
iE - BEIKEMX - REBKHMX - FFEAME - MEMEMR - KEEEEMX - b
RIEIKE - el -

BUMAE : UMAE - MRS - RIESHE - KEBRERME - BHRHEEMKIE AR
MAE - FSRIKEMINE - BEIKERME - AEERILE - EEXEREMIIRSH -
IBIKEMR - ERXMXE - (REMEKMIE -

P KRp - BEURE AP WNEP  ZRMEP B - JRUKER  Bek
B7 - WP BEYpaRERAMBMKERESER  SHUAN - KPIRE -
AREEPAKIMLE : REPFFIRME - MAAEFAKINAE - FFRIIAE -

P Lenalidomide & 36 Flbortezomib X dexamethasone’8 B A B S E S 1B1E 2 #:2
ETZ 55 4B EE R m A
FESWOG SO777#55 5 - Lenalidomidef25F Ak ¥ 59 FBbortezomib K dexamethasone
B aEADS 2 EERERER LenalidomideBidexamethasone & /A 4H S (>5%) R &
EARRES :

o {KIMEE(6.5%) - FhBRENZ(5.7%) - BR7K(5.0%)

£ Lenalidomide 2 bortezomib & dexamethasone & 8 BEAHA D 7 B A B XK
LenalidomideEidexamethasone&HaEHESNARRER  IHET3.7%) - BiEH
RIREE(71.8%) ~ M/NRAE T (57.6%) ~ E#(56.1%) ~ EMF5(50.0%) -

Lenalidomide & fff Fmelphalan K prednisone
AEESBERA
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FikEEBIkM2RE [2RIMEELE - EERFEEFIR(G.14)]
HEBESE)D—EABENZIEMERBRAETZHR  REBIRERZEAGCE
ZREPEF Ik M2 (DVT) AR R ELEXR - ELenalidomide/dexamethasone#l % 7.4% K
8.2% =N LR /dexamethasoneE 53.1% K 3.4% - M 2B 7% A EF 2055 Ik M 42 i 1=
IERZEWEEAIEE - EEMZEZEMEBERAETZHE  RIFRMERZHE
(RAF#EAEH - Rd18 - MPTH)BHRARKRERERFIBEHR : 103% ~ 7.2% -
41%)  BEARKREGB6%  2.0% ~ 1.7%) - B3/ARAERE(B.6% ~ 3.7% -
2.8%) - RA#FEAELIRA18MARFE S IkM2F L8 BN R EEEWEEAESE (&
DR 1% ) - Rd #5458 & (2.3%) £ Rd18(1.5%) M #H & % 26 % Ak [ 42 M & &
Lenalidomide’aERILLBIEE -
HEBEXE)D " EBEEENZIZEUEREBRAET MR  BX
Lenalidomide/dexamethasone/8 E—HRE BRI XEMREPEBREARKRE
BI7%)HEI/ARARKRIEL %) BHESZHEA(BREFARRELEI/AFIARER
f& : 0.9%)5 - MARMEEMFIEAENLEAIESR - EHENZEZBM SRR AL
TZHE - MRERZHARIFEREA - Rd18 - MPTA)BHEMUN AR REEER
(MBS :3.9% ~3.3% - 4.3%) BEARRER.8% ~ 2.8% ~ 3.7%) - KFE3/AHKhA
BxER8% - 3.0% - 3.7%) -
HEBESE)D—EABENZIEMERBRAET MR  REBTRERZEAGCE
ZODMEEM) AR RELEZR - #£Lenalidomide/dexamethasonefE&1.7% K 1.7%
SR Z R /dexamethasoneZE 50.6% 5% 0.6% - E /O EZE (B FE &) M F LA ZER
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B EHNZHZEMERERAETZHR  DIEZEEFESN)NRBERIFES
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# = Lenalidomide/dexamethasone’8FE—AHRE BT - FEA(CVA)REHEEAR
RIEBERDAI2.3%E12.0% - HEES LR /dexamethasone#H 73 5l 43 0.9% £
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ANBERLBTL6%  ZREIBR149%) - FIRFAREDHEEMIKE TS HEEE
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MBERBIT% - ZREIAE1.5%) -

=B MR MEAML)
BBIEEAREIRE

P.55




Del(5q) B %8 & 8 ERIMDSE A BIERAMLA KR - Blm ARE AT EEE (G
MTP53BRH(£R5.1.780) - EIEDel(50)MZ & RIEMAMLA2 F b 5T BEi5E fatg =
7138%  MERADelSq) B BE—RARESESRAS173% - EHAMR
karyotype £ 5#2/538.6% °

F—IESELERIBTE - DllLenalidomidefE A1E & BE1E £ A RIEERHH A MR R
B - IHC-p53 /B MR AEANRBIERK AMLIHERS27.5% - MR ARIZ3.6%
(p=0.0036) * IHC-p53/BEMNRA - BIRFIEPRELSARKEMRHEETE(11.1%)
EEfR b B & (34.8%) B B EZ (L AAAMLAIHE R -

3 61 4 b B2 72

MEE R AEALenalidomided frituximab’A BN L 2 - SEAUGMENTE &
(N=176)FIMAGNIFY&i B2 (N=222) 7T fh - AUGMENTHRIMAGNIFY &5, 2 59 U3 41578 6
HREENEZEMNE

BrmA - LUBEMHEEGHEBERIOARZE - (SAUGMENT I EEI83% -
MAGNIFYzRE2RI80% - MR BRI UL A IR 42185 L | - ECOG performance status
<2 - BHIEDP M BEMIKE (absolute neutrophil count) >1,500 cells/mm3 - [0/
&> 75,000/mm3 (ESHEAMEESE - IR AAIREIRE]) - MATER
(hemoglobin) > 8g/dL - FiEEZASTHALT <IEBE LRV =EFENHEBMHERE
=E - BIAZ W AR EIRS) - BALEEENSRRE> 30mL/min - EBEMAFRER
ZRBEHERS)E - BHCEFXREZRACEMAGER -

EAUGMENT: B - D128 K A—ERZEER - siARmAES Lenalidomide& #
rituximab’a®E - REERAZEBBNE1R2TRXEHOR—R20ZE%H

Lenalidomide - H&EABEIERB(EFLIRBEMSNBE AL - &RZAEFE12EE
B - RituximabMEI £ 45375 mg/m? - RE1ERSSEHNESE(E1 -8 15 22X)
PIREE2RSERZEBIEEBNEIXRER - HRARANZESLZEE S ffrixumab
AR - rituximab R A= B A AEE -

FEMAGNIFY:ER - MEF12{EE S - mAE= Lenalidomided ffrituximabia #
P28 R m—ERAZEEBER - NEEAEBERNE1E21RBHOR—R20EEM
Lenalidomide - H#@EaEIERBEHLIRBEMSNBHR L - HZAE12(EE
HA - RituximabfEI £ 5375 mg/m? - RE1ERSSBINEE(E1 -8 15 22X)
A 2#AEBR—TERZEBHEE3 579 1B ESEPNE1XER -
FFAUGMENT=BE S - B88.1%MmATH ZE P 6fELenalidomided ffrituximab A 2%
HE - WA71%REATK12ERZEER - EETPIHIMAGNIFYERES - #E
2017F5A1HABILE - B62.2%Mm AT E D 6{ELenalidomides fFrituximab %
HH - WHE30.6%89 " ASER 1218 FRZ2EHE -

iR ER W 1B B R A B8 (AUGMENTAIMAGNIFY) - s A E#B PN E1R64.55% (26 2915) ;
49% 5B ; 81% /BN -

#=Lenalidomide& ffrituximab’aBHIEA - B6AI(1.5%)BEBINARKIE - &
BRI « DEARE - OIINEERIE - THRERIBMEEREE - BIME - 2%
B85 - #=Lenalidomide& ffrituximab’a BB A - EFAUGMENTHEEDHE26%
BHE B K(serious) FEXRIE - EMAGNIFYEER S RIE29% - ELenalidomide& 6
rituximab’aEHAD - BREEENEK(serious) FEREE2.5%FAZELE)RIEDEL
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MBKE TN & B38)5E(3%) - FELenalidomided BrituximabaE4AE D - B14.6%895% A
HAERFEKREMmXAEHLenalidomidezirituximab - ZER(ZEDP1%)EXKAEFH
LenalidomideZirituximabf AR R ERES B MIKE T (4.8%) -
ESRENARREED20%NZHERE)S | BEPHEMIKE T 48%) - Kt
(37%) ~ REE(32%) ~ BM(27%) ~ TBLM21%) ~ IZBR(20%) °

I . HFAUGMENTE D - B HEEfEgEHEER A AEALERA DI
S RBMES1%ZARKIE : FIASRGILBEES%E)HFEI/ABAR KBTI L8
E£R>1%E)

Big& FREAR RE1 $3 /4R E2
FER Lenali | Rituximab+Z & & (¥388 | Lenalidomide+ Rituximab
. domid #8) Rituximabiga®E | +ZRE (HR
- e+Ritu (N=180) #(N=176) #H)
ximab n (%) n (%) (N=180)
A n (%)
(N=17
6)
n (%)
IR 32 (18) 23 (13) 2 (1.1 4(2.2)
AT 17 (10) 8(4.4) 1(<1) 0 (0)
KE%
i & 13 (7) 6 (3.3) 6 (3.4) 4(2.2)
3,$.%
S8R 13(7) 5(2.8) 0 (0) 0 (0)
PRIE R 13 (7) 7 (3.9 1(<1) 1(<1)
29
YRE 8 (4.5) 6 (3.3) 2(1.1) 0 (0)
xK
175 % 6 (3.4) 4(2.2) 2(1.1) 0 (0)
$
Rl - BERKRSENEE(SEEEEIRRA)
CEREpl| 19(11) 1(<1) 1(<1) 0(0)
Bl
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RS 8 (4.5) 2(1.1 4(2.3) 2(1.1)
fra$

N 0R; ~ g e % &t PR 2= 97

Nz kb 43 (24) 35(19) 1(<1) 0 (0)
M 1R [ 19(11) 8 (4.4) 2(1.1) 1(<1)
9

1 8 10 (6) 8(4.4) 0 (0) 0 (0)
PIEEES 4(2.3) 1(<1) 4(2.3) 1(<1)
3,$

1E2 14 E 3(1.7) 0 (0) 2(1.1) 0 (0)
ZE 4

&

IR 2= 2(1.1) 1(<1) 2(1.1) 0 (0)
183,$

B EER

IE5%$% 55(31) 41 (23) 5(2.8) 0 (0)
B 46 (26) 25 (14) 0 (0) 0 (0)
fEfec.$ 32 (18) 20 (11) 2(1.1) 0(0)
MEnt$ 17 (10) 13(7) 0 (0) 0 (0)
SHIEAR 16 (9) 5(2.8) 0 (0) 0 (0)
B

RS 9 (5) 7 (3.9 0 (0) 0 (0)
FZEFRZ T 4R 4 =7

E#Z$d 39 (22) 14 (8) 5(2.8) 2(1.1)
RIEE 36 (20) 9 (5) 2(1.1) 0 (0)
$e

4172 9(5) 6 (3.3) 0(0) 0(0)
e

R B M 8 (4.5) 0(0) 2(1.1) 0(0)
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CIESh =gkt ke g3
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IINESEES 23 (13) 9 (5) 1(<1) 1(<1)
FER 8 (4.5) 9 (5) 2 (M 0 (0)
$
B &R
=M 3(1.7) 0 (0) 2(1.1) 0 (0)
B15
3,$@,%
Ol ER
INE 2 (1.1 0 (0) 2 (1.1 0 (0)
$EAK3,$
— AR R R R 4R R BT
5 55 38 (22) 33 (18) 2(1.1) 1(<1)
2239 37 (21) 27 (15) 1(<1) 3(1.7)
E55%.% 24 (14) 19 (11) 2(1.1) 1(<1)
BigK 23 (13) 16 (9) 0(0) 0(0)
E$
HE 14 (8) 8(4.4) 0 (0) 0 (0)
Nl 13(7) 10 (6) 0 (0) 0 (0)
LEN V4 9 (5) 7 (3.9 0 (0) 0 (0)
FEAR
TSR R
5 BR 14 (8) 11 (6) 0 (0) 0 (0)
158
R % BE 18 (10) 15 (8) 3(1.7) 1(<1)
L diE

_'%_
HIMEK 16 (9) 13 (7) 5(2.8) 2(1.1)
TEUR
//I\
WREEEK 12 (7) 12 (7) 6 (3.4) 2(1.1)
STEUR
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8.3

//I\

MAE4T 10 (6) 0 (0) 0(0) 0(0)
VAN

AS SR 12 (7) 2(1.1) 0(0) 0(0)
i

it . kBBMedDRA 21 - RARKRERIRERE 2%/ FARRERE - TERNSEZR
M/ARREASET  BEEE—BARREZROBEAERTE —RK -

1 Lenalidomide + rituximab®® - 205 BRARE - Hibrituximab+ X R4
(BRA)WBEER%) S ED1%H A REE A RS (treatment-emergent
AEs) -

2 Lenalidomide + rituximab®® © 2D 19MBARE - Blibrituximab+ % A4
(BRA)NEBEER(N) SR MBI BRBEEREINIBRAIAREH -

3 Lenalidomide + rituximab® ¥ + 219 MBARE - Blbituximab+ X B EIA
(BRA)NBEBER(N) SR MBI BEREEREARSEH -

$ BHRHNEEARKIE -

@ Hph 2 DE—HIEMBILERNARKIE -

%» Hp2DA—HIRRBB/EREMNARRE EREGRERET - 202 ES
TimpAl) -

*PMIARRE  HBRAXZRBZHEHEBARKRENZEXRSHAEMS (KR
MedDRA 21.0iR R PR £ BRI A R 2 FETlT 55) -

a "RESH @%L‘,{—VFE)ﬁﬁ‘%?}ﬁi%(preferred terms) : MAEE - REFIKIMERE
%~ BEMEZRI - 228 - MR -

b MIZMk, B N ARKIEME | 2B - AR -

c "iERE ., BREMUTNARKIENE : Bk - LR -

d "%, 8RN TNARKRIENZE : MR 432 WP - b - BEMEPD - 2
SUEE -

e "REBE, BIRUTNARRENS . BBE 2BMEE BEMKED BB -8
BMEE -

LR

M % LenalidomideR Ik EH B ERNEY ARKIE - HRNEBLENRBRERAHEE
REA/NBEMRER - RILFEARM o ERNRERARNE AR REREREE
% [Z2REZBREIEEE] -

AR © BARBRINBEIE S ~ BRARINBETLE

FiRER - RRIB(ES3ET) - MR - AKX - IETERui:e  REaR4AmR
M/METERMNR - REEE SRR

REZAER MEMKE - 25MBEKE(@naphylaxis) - REBENNEEER
(aGVHD) (REeEMAMBER) - REBEIT

BRERR . FEFEA LB XEHHMRER) - ETHSHERBERE (PML)
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Bl -BUHERRPENEEEFEEEESA) : ERABETLS)  tumor flare
reaction (TFR)

K78 - BB B4t R e 8« fibsk

BERE THBER . EEXEXBEEEEE(S)S)  BUHRKEAMBIETEN) - Y2
BHEFRAMEMBKIEIN K E S AEAR(DRESS)

M MK BB EH

9 B2
(MRSLRAECEL)
RAZRMBE  BREEAREREIUREEHERBRACRBENHHREER - £R2ER
A BT EREEER - BEERZE200mg(#F100mg— XM R) R ER S A LR E S E
MS#E400mg - BREILE - EM2 - ABKHHERASRERBRVARKIE - AR
& - HERFSERABFERMEKE T RM/MRER -

10 ZEIRRE
(MRSTBAEC H)

10.1 fEFR1&EE

Lenalidomide&thalidomideRV#E 14 - BR&#EeE « MMEME RNEBIH LN
B - REBNLER - LenalidomideflfIFE LS MEEBAR(BEESHUSRBERANR - &
ERMNEE Kdel (5q)B IS+ ARIEER - REMKEENEZEZEMERB)WIEE
i 5% 25 4R B T (apoptosis)
NRLEESZUMBIRNISMIEERERIRRIAZAER - LenalidomidefEiE = A1 A
4 & - Lenalidomide G5 eI 2 & ETAM K BARFAN - BMEARSKRTA
REE - RIGIEZIKAIE XA FBITNFEAIL-6) - RBEUEREAMN - S
FLenalidomide#dexamethasone & MR N A MG+ MF S ERAMEER - IR
FEoNELER - MBI EIBREArituximab - S FLenalidomide&rituximabig il &
)M Ak D TR Al e o
BIADCC (antibody-dependent cell-mediated cytotoxicity)fEFEFIE#ER AT - I
BT E2gEMERARPADCCHER -

10.2 EEERRM

OISR IEE
— B H60ZREBEREE - 1fhLenalidomide¥iQTRIR 2 £ EM:HE IR - AW
EEAZZENE - Lenalidomidell A EIERQTCREIIRE K 2 A MR - EE/0%E
BB PR - LenalidomideB 2 RE O F I ZR2EALT10 ms »
10.3 ERFRAIZEMHER
HEN - MRESMELENEE
s R #EETLenalidomide I BB HIFEE -
AMELEREDHT(AmesHlzt) IR - Lenalidomidell A ZiF B RE - LAZEHIEEW

AFBEMMEIKARRBEZE  ASERVNEMERLS178Y Al it b iR 12 0E 215
(thERENRE - EEMR S NTEREL - lenalidomidell AZEREEE - A

LA RIEERE SRS ML MREEMZ -
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N

HAEIMASES00 mo/kg(ikBEEREREE - WERABROR2S E2=EE/I2001F)
HLenalidomide - ETEENARHRIRBEBEME - BrHEBRIRESY - BES
NNEARTE -

2 EN TR

(S BREC )

MR U

OAR1& FLenalidomidef® - IRUAZE - Lenalidomide ZEREIS RZREERTZEM BT
BEASBIZEFEAREEHRAZENITEERIREAZEEN0SE/NER - Lenalidomidei?
BERBFERZRBEEAEZENEYHHERFUHZERE  THBREEAUVOKNFERSEE
(Crnay) AT S Z2LEAIIBM - EEFEN DS RAZEN RISHEYETR -
Lenalidomide B INEEEEHEERIE(Clcr 260 mL/min) 22U EREBREANETERES
HRREFERESHENSH60% -

B4 PR ELenalidomide 25 EXERBEER S HEREER - SRERWNIZE - BIE
BRBEEAUOXRD20% K M P &ERE(Crpan B 50% - EE1ILenalidomide &R =
MR RE  EYNAETEFTEEER - Lenalidomidet A AR EBFA -

ki

BEONEEREET - [14C]-lenalidomide M iE & E 4 S HILLAI NI 530% -

B H% TLenalidomide 2525 - LenalidomidefE#5/& P HIRE M2/\F5(1379 ng/ERFTH)
R4\ (35 ng/ERE ) -

HERR

Lenalidomide® 9+ RE - REZHERINEG - SRMUBBRABFEELEAREEIHA
3 ~5/\F -

il

&Lenalidomide & EAH - ABARBIRNYE T ZEZLenalidomideRE - fifE S A1)
#5-hydroxy-lenalidomide &N-acetyl-lenalidomide ; ERIEBERTHBENEE L EIFEER
5% -

Bt

TESREBRER - MORAS L REREZHE([4Cl-lenalidomide(25 mg) - 10X AT R
BEREEBZINEEMHNEIE D BIANRI0% KL% - TE24NFEAH - NBE8WEEMH T E S
W 2 Lenalidomide - H & Hydroxy-lenalidomide & N-acetyl-lenalidomide 7 Bl 1& 73 i £ /Y
4.59%%1.83% -

Lenalidomide 2 BB FRZRE BB #HIKERE -

u]

SRR EE

BINEEAE | HBSUKEBINEAZHN=H & (FIACockeroft-Gault A ETE MSRIA B ET B
BRZ=(CLcr) 50279mL/min) ~ ST EBEINBEEAEZ M= E (CLler 30249 mL/min) ~ 4IEE
BINEEAZ A E (CLer<30 mL/min) - UK EBETENMSBENREIE MK ESRD)EAL
IREEI25Z% M Lenalidomide - B3R FHRMEE - BINEEIESR (CLcr>80 mL/min) WiZEX
ZEZEORERE 2527 Lenalidomide - CLer RS - ZY)EREMEHE 2 2EEAIH R F -
PEEENEAEZRA  BRESHEER  HEYYRPIER 73E - ZYEREMRE 66%
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12

E75% - ETMRETAENRA(N=6) - AREIGHEMR - HEYFIRYLER 74515 - &
WBERREIZE 80% - ET—RIVNRETERE - WUBRIER30%RAEYTE - £ % M
FHBHEA  EERESAUOEEEBINEACRABRBRRBINELERASL56%
HEBEAZREA - BFEZELenalidomideWiEIRERIE - (BFE2RAZEZKAE] -

FhaER  KERINEAD(EERAEAER>1E1.5FEEE LR(ULN) S A KL I 8%
EstAES RULN) I AE & LenalidomideR 0 - HEPEZEENINEEAZHARIEREE

Hit AR M EFERABATR - FE(39E855)  B2E(33-1350T) ~ Mhl - iR RMRERR
MIEEMM)WRELEAEY Lenalidomide FBMRERER O AEBENTE -

EYM X EEA

[E] 5 AR AR 2 T 5 2 Bl dexamethasone (40mg) A& #fLenalidomide (25 mQ)Z B S ZEH) IS
T ERAEFNTEE - RAEZHEEP-gpil&HIElI (W quinidine 600 mg - —HMR)#E - %%
Lenalidomide 25 (mq) - Tt A& iE R LenalidomideMFHRSRERE (Cpa R ESRES(AUC)EE
ZIBM - B4 FP-gpiHIEl /& (temsirolimus 25 mg) K Lenalidomide (25 mg) - W AE
FaZE % Lenalidomide - temsirolimusggsirolimus (temsirolimusAY 8 ¥R 4) &) HE -
i2 bl BR B R Lenalidomide 2PBEE B (P-gp)IR & - Lenalidomidelli IF A Z B I & B
(BCRPW=E - ZIEEMINFHE 2 (MRP)EH#HZZMRP1 « MRP2 ~ 3{MRP3 - BHI2EE T BHi=3
(OAT)OAT1EAOAT3 - B2 B 7 M AKX 1B1(OATP1B1 3, OATP2) - B4 5 B 7 & i 23
(OCT)OCT1 2 OCT2 £ %2 81 55 R # £ & B (MATE)MATE1 - M ¥ B # 5 B 7 & &) =3
(OCTN)OCTNTEEOCTN2EW R E -

Lenalidomide ~2MEEEHE L & HE(BSEP) - BCRP - MRP2 - OAT1 - OAT3 - OATP1B1 -
OATP1B3 - 3OCT209#0HI%E - Lenalidomide A= N5 A L2 B U AR FIUGT1ATE R BU AR
MUGTTAT*1/*1 - UGTTA1*1/%28 - FIUGT1A1*28/* 28 i B BABAREAL X -

iR RAal B E R
(R RRECE)
121 ZRUBHEE
12.1.1 M2 M B PR YIRaRE
B3ESE3IM 2P0 KRB LGS 5 A lenalidomide 2
dexamethasone (Rd; MM-020) + & f# £ FHlenalidomide Eibortezomib

dexamethasone (Rvd; it §& SWOG0777) M & & ## £ H lenalidomide E2
melphalan&prednisone (MPR; MM-015) 7 B R ZE 4 -

PlLenalidomidef{f fldexamethasonei&aBE R ESBEANEA

KR EBMM-205 B2 EC ~ 290 - FEM - —ARlRAREER - W22
EBRHF16231 - b ZEHZ R UERBEAESESHARBEREA -
2 Bl Lenalidomide E21E % &€ dexamethasone & 8 & (RA) IR A &) #2318
HY . EAmephalan - prednisone&ithalidomide (MPT)E A 2B BIL 2 -
ARE—HT  BEXRIVAEEEZFBEBLRIFELRE) - £ _4HAT B2
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RA’G A 181E28 K B HA (X728 - BRA18) - EHE =P - EEMPT A&
ERZ12ENRKRAEBH(728) - NS REOSHEAESEIFMAR
BPREEAEESEMRRFEIETHARBES - BREIHARBZES)
R E © IRFA(<TS5H AR >T558) - BIRARIE (1SS RAIEA - IR IIER ) 2
BIXRETRAZBHE D -

RAFFEAZEERI18MAREA - H28RXAZEBHPHNETIREFE21X - §H
AR FH—%x25mg Lenalidomide - Dexamethasone@#E28 K FAZZE HAP I EE1
XK HB8XK - -F15K - HEF2L2XKAIOMg - >T5®B&m A -
dexamethasoneMEER B ERTHOR —K20mg - 28K HEBHATHSE
1K~ 88K ~ 15K ~ HE22KARA - IR EHR RERINGERERIGELEE
KRA18MAZ B ERER - MRS RS 4 Tm ARTER M5 [

) -

—HBRANERAOENMNEREENEERSES2HFEE - —RME - =
HAENRERE ARG - IASEED  ZHDPFHEFRRBTIMR - >75HMT
AEG35% - 59% R EBERAOIBABISS /I - 41%5ISS INEE - 9% = &
BBREBINEARAZ(Cler < 30mL/min) » 23%SHEBASPEBINEEAZ(Cler
> 30 250mL/min) + 4% X H ERBEEBE N EE A~ £ (Clcr > 50 2
80mL/min) - SHETECOGKEE - 29% i E A0 - 49% B 14K - 21% 524K -
0.4% %234k -

EBEIIEER - BRIEFEHPFS) - ERZWREE DRI EHERRIERIL
i EWmENREINEZEZ(IRAOREEERS IR LIFER(IMWG)RZES
PRAEERRBREENRREEZER ZET - HRAEERIAB ZEPFSENFERAZLL
Al |EEBELEE - BEUO M ETELLBRIFESEEMPTHRE 2&1R1E
1= ERECER NRED - RAFESEARER(EZEH(PFS)BALEMPT
HE - BMRELHR) 0.72 (95%E# &R : 0.61-0.85 p<0.0001) - fFERAF#E A
B4 A HIRPFSANTEEMPTHE D (2 BB 52%E261%) - FERAF &G EA
MEBEFEPURBRMPTAHAZA3EAE - BB KREXRRIFELEHER
MPTHE (7 A5 75.1%8162.3%) - RAFE G BEARA 25T RE(CR)ELAIS
15.5% + EMPTAHFAIZ9.3% - HERAFESFEHE P E REIFBFEMNR BN T
RFE&1.8MEH - EMPTHETRIB2.8ER -

V20143 A3HAGE R ZZEFEM(OS) b - iEFERAZY
IEHSERA5.5ER - SETABAREI7A - MHEEFTE ZEETEOS) 01
PIRR S 2 78%(697/ & FEEAI86) - kEIE - RAFE B EAME R
MPT# 7 #E2 7 & EPREE(OS HR)&0.75(95%E# & E=0.62 - 0.90)

x BUERBE—SBMM-020 ( EEEERE )

RA#F&EGE Rd18 MPT
(N=535) (N=541) (N=547)
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|EBEEEE_RAC(H)9

BRIEEEHE

278 (52. 48 (64. 4(61.1
Fi% 8 (52.0) 348 (64.3) 334 (61.1)
EREEEHP
frafsEy B 25.5 20.7 21.2
: (20.7,29.4) (194, 22.0) (19.3,23.2)

(95% EREEE)b

FIRLL[95% S8
B ; p-1Ad

RA#FE G EHE ,
AMPT 0.72 (0.61,0.85) ; <0.0001
RA#FE G EHE
Rd1S 0.70 (0.60, 0.82)
Rd18LEEMPT 1.03 (0.89, 1.20)
HEEEEHA)h
e 208 (38.9) 228 (42.1) 261 (47.7)
FaPuakfE B 58.9 56.7 485
(95% EHBEBRNb | (56.0,NE)f (50.1, NE) (44.2,52.0)
fEhsth
[95% G &R

SR EMHE
RS SR AR 0.75 (0.62, 0.90)
RMPT
RA#FE AEHE

91(0.75, 1.
RS 0.91 (0.75, 1.09)
RA1848%I 5 MPT 0.83 (0.69, 0.99)
REEZEe_|RAC, n (%)9
522 K FE(CR) 81 (15.1) 77 (14.2) 51(9.3)
IEBH ZE D&
FE(VGPR) 152 (28.4) 154 (28.5) 103 (18.8)
0143 5 & (PR) 169 (31.6) 166 (30.7) 187 (34.2)
BAETE : CR,
402 (75.1 397 (734 341 (62.3

VGPR,5,PR (7>.1) (734) (62.3)
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CR=522 %[ ; D=1E%H EDEXAMETHASONE ; HR= fL RLb ; IRAC=18
WFEEEE ; M=MELPHALAN ; NE= &5 ; O %ﬁﬁ EH
P:PREDNISONE; PFS= & B 1t % & 8 ; PR— oo R E
R=LENALIDOMIDE ; RD###aE=URDABEIEXLHERD®L ;
RD18=LIRD;&%E <1884 ; T=THALIDOMIDE ; VGPR=JEF 25K
F&; VS=1E%R
a DIKAPLAN-MEIERETEFII1E
b IR RIg5o SBER -
¢ Mlcoxtbhlrebaiz Attt sm e E AR Bk INE:

d p-ERKKaplan-Meier AR F 5 BE B BRHMLBAER -

J%MF%WME&ﬁmﬁﬁ

ERBNGERNNFES " REEANE . REA -

9 EREEHB=24 May 2013.
h EMEEHM =3 March 2014.

RA¥#EA%E - RA1ISEMPTR B R ERGHEZEEETMESEEEZ(EEA
BEi%EEE) ZKaplan-Meierfli#R ( ERlEILH : 20145F05824H )

100 4
80
E 60+
E
=2
H
B 40+
20 -
i (95% (= HTRE) IR EEPIE(25) .
R&SEABIESHEMPT  0.72( 061, 0.85) < 0.0001 I
o-{ Rareiss 'u—h RA18 0.70(0.60, 0.82)
Rdla HMPT 1.03( 0.89, 1.20) MPT
T T T T T T T T T T
E 6 12 18 24 30 36 42 48 54 60
#E(LEE(A)
1] 535 400 318 265 218 168 105 85 19 2 1]
2| s41 291 319 265 167 108 56 30 7 2 o
3| 547 280 304 244 170 116 58 28 6 1 0
LR
SET{L T © RAFFNS=278/535 (52.0%) Rd=348/541 (64.3%) MPT=334/547 (61.1%)

Cl=Z# & ; D=1&E =dexamethasone ; HR=/&MELL ; IRAC=18II &
-ME;:EE ; M=melphalan ; P=prednisone ; R=lenalidomide ; RDIF#&

AE=DIRDAEBEIERRIE ; RD18=LIRD/a%E<18EH ;
T:thalldomlde °

RAFF4&EiGHE - RA18KMPTEREFE(BEAEI%REE) ZKaplan-Meierfi 4%
(ERELH : 20144035031 )
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100
aﬂ -
£ 60
=
& 404
20 -
R E(95% 3 FHUER)
RO:SMEMIESYMPT 075 (0.62, 0.90)
Ro-ymamigsnRd18 091 (075, 1.09)
0 Rd18f2@fs*MPT 0,83 (0.68, 0.88)
[1] <] 12 18 24 30 38 42 48 54 60 66 72
T FIS(H)
1| 535 488 457 433 403 385 337 246 156 74 13 0
2| 541 505 455 425 394 362 329 238 148 72 18 1]
3| 547 A84 445 418 375 347 310 230 130 58 10 0
FLB b = IR
SR E R - RdEeEs:=208/535 (38.9%) Rd=228/541 (42.1%) MPT=261/547 (47.7%)

CI=15$ER™ ; D={8EIEdexamethasone ; HR=7&2tE ; IRAC=B I FE
FfHZEE ; M=melphalan ; P=prednisone ; R=lenalidomide ; RD¥5#&
ABE=LIRDAEERZERZRIL ; RD18=LIRDaE<18E4 ;
T=thalidomide -

PlLenalidomide & fif bortezomib £ dexamethasone A B X i & 12 18 1 75
A

SWOG SO777 Gt R ARG B AEE N B B B EI AR EHIIE]
ETBENZ RS IEER ARG Lenalidomide & fff dexamethasone £2
bortezomibEITYIIAEE - AR EBEFFARIEEEEIERB(EHR -
Lenalidomide + bortezomib/ldexamethasone (RVA)# KB ABRREE
21 KBEHAME1-14KES R Lenalidomide 252 5=/HRE%E - 55148
K1 KEES bortezomib 1.325% /K2 - TRKEE1 2458911
K12 KO BRdexamethasone 20252/H - ML HFE A ESE21 K e EEER
(2418) - Lenalidomide/flldexamethasone (Rd)#H B AR EE 28 K8
BB 1-21KES R Lenalidomide 2525 /HAAE - WHET - 8+
15K 22K O ARdexamethasone 40E5=/H - N FE S EZEO6[E28 KI5 EHE
HA(24B) - MARATEEEEFERRIAE : REE28RABEEIHEMNET1-21X
M AR Lenalidomide 25 %= /H - KX 5E1 -8 - 15 k22X OMR
dexamethasone 40£%/H - FEAEEREREIL -
FTENBENIEERBEE(LEFEEH(PFS) - £A5231MF A WU EERE A B
7% - HhE263R A K E# S B ARVAAE - B260115% A BB D BCEA
RdfH - MARABNAOFHE2BERFABERPASEAREE -
P2015FE11ASHAE IEH(GERS0.61ER) - REZE D MIFHIRACE TG
BIPFS#EREER - RvdfH S £ &R Ea SE T A & FR1E 7 24% (HR=0.76 ;
95% Cl : 0.61 - 0.94 ; p=0.010) - ERVA#HF - PFSHF GBI R42.5@EH
(95% Cl : 34.0 - 54.8) - RAZHAIA29.91@ H(95% Cl : 25.6 - 38.2) - K=
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EECEIGFAREE  HYUHEIIENR - LI2016F12H01B A L
H - FhiEm&ERalE 2 PERFER69.0/ A ZMRAERIM NRAR -

* BEREERVHEEREE

B8) : A%
A

YRR E
RVd Rd
(3iBIBEAXS) | (4iBiBHAIx6)
(N=263) (N=260)
HIRACEEHAYPFS (B)
difiza iE
= ﬁigi; 41.7 (33.1, 29.7 (24.2,
° ? 51.5) 37.8)
chb
HR [95% 0.76 (0.62, 0.94): 0.010
e plee 76 (0.62, 0.94); 0.
BREFTHA)
thfiza oshs
89.1(76.1,NE) | 67.2(58.4,
& - B(95%
90.8)
cnhb
HR [95% 0.72 (0.56, 0.94); 0.013
ac: pe 72(0.56,0.94); 0.
RUUSES _ n (%)
BREENR
FE - CR - 199 (75.7) 170 (65.4)
VGPREPR
> VGPR 153 (58.2) 83 (31.9)
PR 46 (17.5) 87 (33.5)
EHIFRI(B)
DI (&R

61.6 (0.2, 99.4)

59.4(0.4,99.1)

a PAIEHIGE S WEEH HERMETE -
b gtk LIKaplan-MeierfasHERKIE -
c PURBRNEEDHTI5% Cl -
d MIBLEEUE B AHH B8 /2 b R BUAY R 7 @ CoxEEAIE fR R B4 (RVA:Rd) -
e pENKEBER/ARDBREHSRIRESL -
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Bl lFH=2016F12H01H

kBELEH2018F 58 1H(FERAMERPNERKE RBB42ER)NEHE
- BRI RERVDAMNREZR F)E#E 2 (HR=0.73 ; 95% CI: 0.57 -
0.94 ; P=0.014) - &LiB7F % - ERVAAABS4.7%NZHERFE - ERvAAEA
A4 7%= B FE

Lenalidomide & f} { A melphalan B prednisone5 | &4 j&% - LB —#1
ABRLESBEBRAZAR
AEEMM-0154A =8 ~ 200 ~ BEYE - B - —ARITR65mE U EBAE
B/ B 2.5mg/dLEO 5 A i BB Lenalidomide 7 Z2 & M R EX - At ML
melphalan prednisone lenalidomide5 | E 48 &E#Z Lenalidomide# 35 14
/A (MPR+R) - Eimelphalan-prednisone-lenalidomide(MPR+p) & 2| %%
EEﬂ: &melphalan prednisoneFZZ R (MPp+p) 8 EEFAEER - &
AR 21 T AIRER A B 2 —4 - W ARBE S B2 UIFER (75U T
GEESNIN E’\75ﬁ)7§2rr ER (1SS ; SEIHA - SBIEA - SIIER ) -

K BB E 2Zmelphalan-prednisone-lenalidomide(EZE28 X HZEEH] - B
FREE1 2 EAROMRmelphalan 0185/ AT ; EB28KFZEH - A
HIF R E 1 EE 4R ORprednisone 2€5 /AT ; REB28RFAZEH -
BHEAF A1 2521 RO Lenalidomide 10258/X) 51 & 44 &9 E B
H - B A EAM 2 EE TR EB A FE’JFA - DUEE A
Lenalidomide#t R A BWIEIAHISE REB28 X AZBH - 5 —EBHREA
ME1EE21IRORI10=% - HEERBIE -

FEEYIEERER(EFEIPFS) - REBBABILMALSIMIEA - 152115
A D BECEIMPR+R - 1531fm AR D ECEIMPR+p + 1540158 A B o B
ZIMPp+p - =B ANERAODERMEREBNEER T U TS ; B
BERME - 50%=ZAEA MR  ERDBBISS Il - BIfEEcreatinine
clearance < 60mL/min - F#H® AFIIEE : MPR+RAEKMPR+p#HEBT71
%+ MPp+p#5HR725 -

PLRO13FAREEERIEITPFS ~ PFS2 ~ OSETANMZERM MR - FiAR
EEPAEHRRERC24ER -

MPR+R MPR+p MPp+p
(N=152) (N=153) (N=154)
ERATLEREFEH(H)
EREEEHRD 274 14.3 13.1
U E, B (95%1E (21.3,35.0) (13.2,15.7) (12.0, 14.8)
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&)

BIRLE[95% 5%
&[] ; p-&

MPR+ RIBE |
MPp+p 0.37 (0.27,0.50) ; <0.001

MPR+ RIBE |

MPR+p 0.47 (0.35, 0.65) ; <0.001

MPR-+ pIEEH7 |

MPp-+p 0.78 (0.60, 1.01) ; 0.059

PFS2= (R)

T

e o |27 278 268
DEOEESPE 002,484y | (231,331) | (243,338)
%EEFE%)

fBIREE[95% (548
B/ ; p-&

MPR+RAEE R
MPp+p

0.70 (0.54, 0.92) ; 0.009

MPR+RABE R
MPR+p

0.77 (0.59,1.02) ; 0.065

MPR+ptEE 1S
MPp+p

0.92(0.71,1.19) ; 0.051

BEEFE(A)

RS R P AL

o gm e 559 51.9 53.9
EE:SE (95 =LA (491, 675) (431, 606) (473, 642)
BRREE[95%
Cll; p-B
MPR+RABE AL '
MPp+p 0.95(0.70,1.29) ; 0.736
MPR+RABE AL .
MPR+p 0.88 (0.65, 1.20) ; 0.43
MPR+pAEE# 1S .
MPp+p 1.07 (0.79, 1.45) ; 0.67
EHE(R)
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P (&N & 48.4 46.3 504
R): FiBmA (0.8, 73.8) (0.5, 71.9) (0.5,73.3)
FHAFL B EEEREN(%)

TE R FE(CR) 30 (19.7) 17 (11.1) 9 (5.8)
B0 K FE(PR) 90 (59.2) 99 (64.7) 75 (48.7)
A BB E (SD) 24 (15.8) 31 (20.3) 63 (40.9)
HAMME(NE) 8 (5.3) 4 (2.6) 7 (4.5)
ERAFERERCR+PR) 2 (A)

PAIZ(I5%IERE 26.5 124 12.0

& &) (19.4, 35.8) (11.2,13.9) (9.4, 14.5)

CI=E8 &M ; CR==2F&FE ; HR=1EMtE ; M=melphalan ; NE=#&A1f
&, OS=EEEFETX ; p=%FH ; P=prednisone ; PD=%f® =1t ; PR=
82 FE ; R=lenalidomide ; SD=Y®1E12%E ; VGPR=FIFBH ZEi D < FE -
a Blkaplan-Meiers &F19E -

" pEs(IMEMBEMIER) ERBILIEK D B ERMB IS RN B Ra &R
BREAERAE)SMEREEIERALT -

MR B S 3T
—IERRY - BEME « 20 - E=HAFER(ECOG E4A03) - B4 A 445055
B 2 & 4 5 8 B % A 222 I & AN BB #% » B =
Lenalidomide/dexamethasone & %l & — #H - 223 i (& #% o Bc 2
Lenalidomide/dexamethasoneZ X = —4H - A BN AI4ERZER -
5—BHAE28K - DB ELenalidomide/dexamethasonefZ# M £ — 48
BmA - B—BENE1EF21KRALenalidomide 2525 /X - LIRFE1ESE
4K~ FIEFE12K - B17TEFH 20X Ldexamethasone 40E58/X - FE
B ZLenalidomide/dexamethasone BB E—AHE A - BE—HENE1E
ZE21 KK ALenalidomide 2525 /X - LIKEE1 ~ 8K ~ F£15K5FE22K
LIdexamethasone 40=52/X - ZELenalidomide/dexamethasone{E &I £ —
H B20Mfm A O01% & 8 &£ D — XA E P
Lenalidomide/dexamethasoneZ | £ —H BB 651 E A (29.3%) -
WL B M S BER ASEIRE DM (post-hoc analysis) - Bt P AR E %
723 # - M & i Lenalidomide/dexamethasone 1% # | = — #H 19.3%
(43/223) - Lenalidomide/dexamethasone & &l & — AR 3E T X & 6.8%
(15/220)81E -
Lenalidomide/dexamethasonefBE| £ —HZ2IRRENEIRFTEER - 2AM -
EEeBEERBEMm NE -

1212 M2 BN SRREESBERNEITAE

\4

pP.72



Lenalidomide# 56BN E% B RS S 1H(ASCT) AR A

AMIAEIIE - 250 - B - €5 - 28K - FITo AN BB RIR
B EERASCTER B M2 M2 %1% 5 8B (NDMM) 75 A &F 14 £ A
Lenalidomide & T4 e AR M E Z 21 : HFFTCALGB 1001042 1FM
2005-02 -

CALGB 100104

T CALGB 1001044 U4 #%18-705% - BT AE ZEHMENDMM - HICH]
{-Eﬁa-ﬁtln/m EEATNIREB(EIRZHEA -

EESASCTER90-100 KA - mAMKT : THEEBIBEH 2 AH & 7 Bl B
Lenalidomidest ZREIETH T AE - #FaBERERN 28K aEBHNE
1-28 K1 F10=2=/HBEBZERTLIRHERFMEMHRE - BIIESE1S
=57/H)  IFE/aEEHIRERZ(EPD) -
EEMANTELMERABER(EEEHPFS) (EEHBERIEHERELE
EEmRERFT[RAERBEME|NWEE) - SEMRNAANNEAE
DR B R F R AR BA1E1E - HB460MIEA BB  B231RA#E
AlLenalidomideaE#4H - B229MU R AEALZREIA - MAWA DR 2SS
HEAE RS A ARAEE -

BIEMEGRBRTELEE ZPFSHT A MNEBE 2 ERS(IRBEIBERE
EENER) - BEZE  ZEREANFANAHFELRERBLERZZAR
Y##E=Lenalidomidefy;58 5
PLRROOOFE12AT7THBREEHNEERMWPFSER(RTERAT DT &) - YU
KRR016F2ATHAGEH (P AIENR B R81.61E 8)WPFSEOSH & 2
MR - R

2 : FECALGB 100104R9BE MR E RHE =

R BhIEE Lenalidomide
(N=231)

LRI (N=229)

BERNER(2009F12817H)

R ER AETERIPFS (B)
P E[95% Cl] 33.9 [NE, NE] 19.0[16.2, 25.6]

HR [95% CI] ; pf& 0.38[0.27, 0.54] ; p<0.001
B HER(20165£28010)

R EEFAETHEAPFS (B)

hfE[95% Cl] 56.9 [41.9, 71.7] 29.4[20.7, 35.5]
HR[95% Cl] ; pf& 0.61[0.48, 0.76] ; p<0.001
B aH(R)
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hfE[95% Cl] 111.0[101.8, NE] 84.2 [80.0, 102.7]

HR [95% CI] ; pf& 0.61[0.46, 0.81] ; p<0.001
CI=EBE® ; HR=13RLL ; NE=FAEE ; PFS=mR(E%EH -
IFM 2005-02

BTEIFM 2005-0212 W2 BT S 2 F i <655 - CEXSHELEBFARS
ASCTa% - HEMRBREKRERCEINZVHEFRERNE ZERENRE
AEA -

EEIASCTERNG6EANAN - MAKLIRLLEAIBE® 2 HERE DRI EH
Lenalidomidesk Z R B T4 56 % - KB2EERBNEEREQRSZ%R/
H RKAFBHPNFI1-2NRGEE) 2R - #FaBRHERN28KEEE
HIWE1-21REF102%/HBREBEERLIREEREESHRE - RIRS
Z£1585%/H) - UHKEEZHIRERREPD)IRS -
ERMANETEZLHERREB(EFEH(PFS) (EEREBH D HEXRELE
ERRBEIFET[ROELZEMEINEE) - EEMENFARAUDEAR
PRGBS R AR E - £BE614ImARERBIR M : B307MmAE
Alenalidomide’a &4 - B307URMAEALREIHE - MAERNADKTER
M EERAERS T HABEE -
ERMAGNBBIRTHAE ZPFSHI A MTNEAREZEEE(RBEEIEE
REEGTWER) -
PI2010F7TH7THBREEHRBEPFSER(RBLAENHA T T Z2E) - P
FUA2016F 2R 1H AL E H(PAIENH B £96.718 B)RIPFSE OSRI & # 7
HrAER - A NRFAKR

% : WI3EIFM 2005-0209 BB B RHE =

LRBNIEIE Lenalidomide
(N=231)

ZRIE (N=229)

FEERNERNQ010FE7A7H)

R EF AETHEAIPFS (B)
RIEI[95% Cl] 40.1 [35.7,42.4] 22.8[20.7, 27 4]

HR[95% CI] ; pl& 0.52[0.41, 0.66] ; p<0.001
M2 ER(201652H018)

R ER AETERIPFS (B)

P E[95% Cl] 44.4139.6, 52.0] 23.8[21.2, 27.3]
HR[95% CI] ; pl& 0.57[0.47,0.68] ; p<0.001
2EEaH(RA)

P.74



12.1.3

hfE[95% Cl] 105.9 [88.8, NE] 88.1[80.7, 108.4]

HR[95% Cl] ; pf& 0.901[0.72,1.13] ; ns

CI=E#&[ ; HR=@MRLE ; NE=EAE ; ns=FABE% ; PFS=ERILHF
EH

TR ERBAR SR BIERERA

ELFIZ@]BLTA: 7 48 3 5 (MM-009 ~ MM-010) - s2f5LenalidomideRyEX
2t - EMEAZRBED OSENZTREHBEERTERGRR -
N %i?:’/'\ﬁi/afﬂ’] BUBREEA - BB Lenalidomideff HORS
™ £ dexamethasone’& & - HE R E FHdexamethasone/8 BN R - 52
AR A - EIE M A 3K B ¥ 5T E(ANC)21,000/mm?3 ~ M /)\ ik 5t 8
>75,000/mm3 ~ M3BHLEE EF<2.5mg/dL ~ 1175 5RE i s R B / R L B B 8
oy SA S N i B $2 R s/ IR AR BE B8 AR BB <3.0E IE R B L FR(ULN) ~ B & #EHE
#1%<2.0mg/dL -
MERERE D - Lenalidomide/dexamethasoneBAV5E A - E28 H A A %38 B
. FI21 K8 H DHE1 R 25mg Lenalidomide - £22-28 XAIfR AN T E
HENZ BE 2 Z R /dexamethasone ZBAYfE A - RITE28 HRY %L
Hich . 212 EIHE%WE&FT’”‘JH?% WA EAREA - LI28HEBZEEE
ERIAEREBINE1IEIR - 9F12K - 17220KE - SHOMR1EI40=
528 dexamethasone °
EERAABRZERRE RECSEREBERNEIZ4 X SHORTHE
4025 Hdexamethasone - AamM—IEEER - 9—BEIFERZE  BRRIEBER
{E&1E -

S 2 R - 90K AR B CRERERE HREESYE O
KFEREERZEEEH15 2% lEHO%ﬁ BH5S 2% - [FE2RAZER
HE]

TREF MR EAZEERACBSERERAEBSE - EWmERR
1 . Lenalidomide/dexamethasone B2 %2 i1 J/dexamethasoneﬁlﬁ%ﬁﬁ)\ﬂ@
EEANDEFEREFREBRE  98HEE -

* BEMANSRHEEEREREE - MM-00982MM-010

MM-009 MM-010
Lenalidomid | Z&%|/Dex | Lenalidomid | Z&%/Dex
e/Dex N=176 e/Dex N=175
N=177 N=176
mASE
FHR(BR)
==Five o 64 62 63 64
SUNERSPN 36,86 37,85 33,84 40,82
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E
Al
S| 106 (60%) 104 (59%) 104 (59%) 103 (59%)
| 71(40%) 72 (41%) 72 (41%) 72 (41%)
Y23
141 o o 175
SEEPN (80%) 148 (84%) 172 (98%) (100%)
Hith | 36 (20%) 28 (16%) 4 (2%) 0(0%)
R RIS 1E
#H 4 (ECOQG)
£3% - BEEk
BB
AREES 720-1 157 (89%) 168 (95%) 150 (85%) 144 (82%)
ERERSE
HAELMNZ
5 5 e 73 BA
(Durie-
Salmon)
I 3% 3% 6% 5%
Il 32% 31% 28% 33%
I 64% 66% 65% 63%
B2-
microglobuli
n(mg/L)
<2.5mg/L| 52 (29%) 51(29%) 51(29%) 48 (27%)
>2.5mg/L| 125 (71%) 125 (71%) 125 (71%) 127 (73%)
FRIEZIRIABENRE
1 38% 38% 32% 33%
>2 62% 62% 68% 67%
BEZAENER
FARRZE 62% 61% 55% 54%
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Thalidomide 42% 46% 30% 38%
Ere]:amethas 81% 71% 66% 69%
Bortezomib 11% 11% 5% 4%
Melphalan 33% 31% 56% 52%
Doxorubicin 55% 51% 56% 57%

MmN FEFEENT LSRR - BB B (time to progression » TTP) -
TTPHERS  BE#SEARE  EFE—RFBEBCHERE -

MiEBREd  FAERIGTWBEBE LML REEL - Lenalidomide /
dexamethasonefifH - ETTPAHENYR - BBEENREHdexamethasone -
MR E®E  FZ & H /dexamethasone HWHE A - BUER
Lenalidomide / dexamethasone S RZEAE - M REE B ZEHRS
BZEEERDH - S EBMM-009 - = Lenalidomide / dexamethasone
HANEEPURBEE394EE SR ERBER @ 329, 474 RESZTR
M /dexamethasone Y% 31.61E B (5% E B ER: 24.1, 40.9) - BLER
0.79(95% 5% & E : 0.61-1.03) - 7 B MM-010 - # = Lenalidomide /
dexamethasonefEEE P URFE A 375@B (5% EEER : 29.9, 46.6)
S Z T /dexamethasone #9745 30.8 {E B (95%E 8 & fE: 23.5, 40.3)
EBkatE7%0.86 (95%EE&EME : 0.65-1.14) -

& : MM-009&MM-0102Z B (FE/E=R(EISRE - TTP)A&AR
MM-009 MM-010

Lenalidomid | Z&%|/Dex | Lenalidomid | Z&%/Dex
e/Dex N=176 e/Dex N=175
N=177 N=176

FEBREIE(TTP)

=Bin (%) 73(41) 120(68) 68(39) 130(74)
PE R RS
hrg - B 13.9 4.7 12.1 4.7

ST E[95% 15| [9.5 18.5] [3.7,4.9] [9.5, NE] [3.8,4.8]
8 & ]

f5 B th [95%
EHRER]
HUSRBT
o {83

0.285 [0.210, 0.386] 0.324 [0.240, 0.438]

<0.001 <0.001

B &
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T2 RE(CR)
n (%)

23 (13)

1(1)

27 (15)

7(4)

0 2 &
(RR/PR) n
(%)

84 (48)

33(19)

77(44)

34 (19)

HESRENn

(%)

107 (61)

34 (19)

104 (59)

41(23)

p 8

<0.001

<0.001

B EEE(Odds
Ratio)
[95%E =
]

6.38 [3.95, 10.32]

4.72 [2.98, 7.49]

fEE = {ERF R (Time to Progression, TTP)#9Kaplan-Meierfti5H{E-MM-

009
100

s = a |

2o

Placebo/Dex

fElg b (95%i5$3®AA) = 0.285 (0.210 — 0.386)
e =D p < 0.001

Lenalidomide/Dex.

10

20

SEaTERE ()

30

&= {ERRF R (Time to Progression, TTP)#9Kaplan-Meierfti 5t {E-MM-

010

P.78




12.2

=R EE(95%(538®AA) = 0.324 (0.240 - 0.438)
HBNELR p < 0.001

75+

B
=
o Lenalidomide/Dex.
bt 50+
8

254

Placebo/Dex
C T L] ] | 1
0 5 10 15 20 25

BRBILEARERE

—EZD B 25  ZREYER BN =-HERKREE  DEBHSEOR
Lenalidomide 5Z27% K 10=7%)H %L B H M EE(MDS-004) ; —18Z /0 ~ BE - H
B - Lenalidomide A9 _HRRG PRz ER (MDS-003) » U EMIEF A B st ¥ IPSS DAk A1
P E (Intermediate -1)E g 7 5 EEIE £ A RAEEF(MDS) S i & 48 5q TRk B HHE
FIFHBEEMARNERERER HEMMEEM 2 AERA - 35 LenalidomideRrEN
B -

PUR 752 MDS-003 &2 MDS-004 st 2 B EAE KR (intent-to-treat) W& R ;| 5
ML 2IREF D HDel(5q) REEEEI D TLER -

EMDS-004zt 88 - 2058 m AF ¥ ERE# DK - X Lenalidomide 1025 - 52
RRLRE FEBEYEESMEFEERLHEABEI10=2% M52 5% Lenalidomide
A BRBMARETINRER (E5HHA16252E  BEEH1568) - MAEE16
BEEIBAHIRED—RREBLAMIKNEREWNE - BFILLEE BHREED—RR
BAMKNERETFELABEIAMKER BEAEBEBESHNEY - —HEES
Z 525 Lenalidomide FIfEA - £ 16 BERBEHRE D —RRBA MK =
RENNSZ  HFMLTEBEERFS5Z%Lenalidomide AES LIS H S # 8
Lenalidomide’aE (== 21025%) -

EMDS-003: 8T - 1488 W AEZEER10=E7%WLenalidomide - FEEMIEED
T EFEEES P E (Intermediate-1) AR 2 B RIS 4+ A RIEEEF(MDS)fm A ER3E M A1
MR E -

xR BEMERWHE-H MDS-004(25F5ER)E MDS-003 - EEAEEEAVEREIS

1= o
MDS-004 MDS-003
N=205 N=148
10 mgt 5 mg't 2 R 10 mg
N=69 N=69 N=67 N=148
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AR MR FR MR

B 38 24 4 86
55.1% 34.8% 6.0% 58.1%

182K ( ) ( ) ( ) ( )

AR Mk 8 MR

. 42 33 5 97
60.9% 47.8% 7.5% 65.5%

(> 56K)* ( ) ( ) ( ) ( )

EAAMKEMD

AR BT B B AT 4.6 4.1 0.3 4.1

HSE(8)

SEARMRE

[0 & & B9 & NReo NR NR 1144

WESESIEEE)

Hgb 3% 10 B9 &

f%(g/dL) 6.4 53 2.6 5.6

t 28 KRB IRI21K + #ES10=5ELenalidomidefI =it &

H28RFEIZPRI28K + #HES52 % Lenalidomide A5 &
*ZHERALZEENREA  EEARNSER - ARRZENMEFERESRKERNA
BEloB%F

#££BEHgb > 1g/dLAYIG N

co R ZERIZHE (.. PAIBIKREIZH)

FEMDS-004: 858 - FEEIIEZAER - Lenalidomide 102 =ALLHELZRBIEES
EEBIZZE R AR k38 R 8 E #8538 182K (55.1%vs6.0%) - TE4A7 I BB EEE5qiR KA
mA - EEEH102 % Lenalidomidet® « B27I7m A (57.4%)ZE R AR AL M 3K
x

Lenalidomide 1025 AZER A RKE MR BTN PUEIGEZ 4688 - EEa%EAD
REFFEARKBMRBEVFUBGRE - B Lenalidomide Ja BN X EH
MREFEBBE2F - MAR(Hgb)EE R EZINRERPUS 6.4 g/dL -
ZMANEREMENER  S2ARERSERE(ER10=2=H 0 RIEEE) 30.0%4H
2A0%NEEMREBNARERRE) BREISUBSRBMANAERRE - HERZE
Bl AAREEERENERREEZRIIEENER —BI HXFLenalidomideryia
FEMDS-003:5a % - £ 102 % Lenalidomide #HR MDS B A BRSELAIEZIAAE
kB MR ENEBB182K(58.1%) - ERIARKBEMRBEINPUBBER418 - HE&
ARME MR BTN P AIBISES114.48 - MARE(Hgb) W E M EIG MN0EZE A P
#735.6 g/dL - 7 RITE40.9%F130.7% WX E PHREI T EZMRENARER SR
REEZTEMDS-003 (72.9%) EMDS-004 (52.7%)B5= 52 :0 & ST Al #0 & 2 =2 3@ 41 [ 3K

P.80



12.3

RN ER

AUGMENT 88 (CC-5013-NHL-007 - NCT01938001)
AUGMENTEBE—IBZH0  BBEIER - €5 - BHRAE =85 (n = 358) -
FrEE RS A M ER M EIF AR E X MERE (indolent Non-Hodgkin Iymphoma)F
A - #FffLenalidomideff ArituximabBR N ZE FT”“UTﬁﬁHntummabE’JFﬁUiZﬁ’z\T
AUGMENT: B s s e MM E BT E ZEMERIREA - MAMTBEE S ES
Lenalidomide& ffrituximab - 32 EE S FrituximabfIiaE - FTULARAYE & M E
BRE1 - 283afk - BERAMNBEREVESBIREGHEE - RWEEBERERD
#aEmEN (refractory) ~ BI R ¥ rituximab R (not rituximab-refractory) ; Ib4h -
BWAZDBE—EC L ACTEMRIZZFEEISENMEEIIMESEINEE - TEBEEH
ST - FRBINEE - B ERER TNIEFRAE | MERER(E SN BRiliEs
EMERE) - LRI EERBrituximablaE - ML ESEMTUKERABEZMAGER
IR - DI28RB—EAZERER  NEeEREBRNE1221XEHOR—R20=7%
fLenalidomide - FHEAEIERBCHLIRBZMZNEE AL - RZAE12(EE
#R - RituximabBEI £ 5375 mg/m‘2 RETERBZEBIHNEREET 815 22K)U
K2R SE RZ BN S BERE 1 REA - thummabE’J”*“Uii’ﬂ%ﬁﬁ’;—’\%)\ﬁ’ﬂﬁgﬁﬁﬁ
(body surface area)?kKzt& - AR ANERISERETEIEREE - Lenalidomide
MBS PURBERAMERE=REA RKAE . PEBNBEAZE(=30E <60 mL/min)
HmAESRENlenalidomidelBBEIE - BEH10=Zx - AEREZERIESAE ;| =
H10ZExHE2E A% ERE - BR A=Y - BlalenalidomideBE EENIE
BH1Z% - REBERAZBIHNE1E21XRKA -
FEBEVNIEEAEEARER (BN EEMEZEMNERE) BB EH
(progression-free survival - PFS) - 33817 1% Z &2 (Independent Review
Committee - IRC)#IBEF &1 d EIBR T¥E#H (International Working Group - IWC)
2007 FERRFZEZEZR H E - BT L IEE W R BB IEFEIEIRT -

A BRI A 358I5E A (intention-to-treat population) - EE M ME R A 2951
EEENEENR RANERABSEINERANBSHANEREBEE G -

RS R (ERELENEBNEZENER)EMRRETMUEB283EA - HRE
~Lenalidomideff Frituximab 18 ¥ 58 22 BB Hf Arituximab - BEB(EEEH 2 Gt
(hazard ratio - HR)%0.46 (95%E%&M[ - 0.34, 0.62) (p 18 < 0.0001) - B#ztEEZE
=2 - BOMMNEBRRREENEMERIINTE -

* . REEHEERNEREE - 58CC-5013-NHL-007

FL
(N = 295)
Lenalidomideff Z U 3 FARituximab
F3 Rituximab (N=148)
(N=147)
@R {EEE A (Progression-free survival) (&BR75 X k= EFDAJR RI)
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wmECEEPPAIa 394 13.9

(95% CI) (B &) (23.1, NE) (11.2,16.0)

HR [95% Cl] 0.40 (0.29, 0.56)P

plE < 0.0001¢

ZEABRE (Complete 118 (80.3) 82 (55.4)

response + Partial (72.9, 86.4) (47.0,63.6)

response) -

n (%) (IRC, 2007

IWGRC) 95 % ClIf

522 K& (Complete 51 (34.7) 29 (19.6)

response)d ' n (%) (27.0,43.0) (13.5, 26.9)

(IRC, 2007 IWGRCQ)

95 % CIf

RS @RS (P8 36.6 155

(B8) (24.9, NE) (11.2, 25.0)

95% (|2

RASFEHAde (Overall survival)

QERITEER (%) 94.8 85.8
(89.5, 97.5) (78.5,90.7)

Bt

BB (&/VE 29.2 27.9

SEAE) (BE) (0.5, 50.9) (0.6, 50.9)

ach i1 B3R A Kaplan-MeierD A5t

bizistt RSB ERIRAR S BCoxthAlERE R at -

CHERIREPE

AR B RIF R M T IR ISR B E o BB E

CEMRBP MR8 6EAR - RRABREIFITALT - HIBAB24ALT -
CEsmrEREBER -

MAGNIFY - CC-5013-NHL-008 (NCT01996865)

MAGNIFYZ2—IRR MM « 20 ER(n=232) - FEER M SR e HER -
EzEMERNREMRMERERREAEX Lenalidomide & frituximab Y B A 22
=M - WHSET - 2~ 3a - SbARNBAEMEHRERB(CEBEARESREEREERERBEN
o) - EZENER - ABIZIVEREMENERBIREA - BLERALRTAIRE
REMNERIAE - RAARRERIH BB ITAA - 2 NHL-007: A E
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#2 - NHL-008T] 4 A #rituximabia BB MAIEA - rituximab’a & & (refractory)
E&EAErituximab/aERKE - SiEZES Mrituximab’/aBER6E R AE R - SARERN
rituximabF{LEI BE# S HIEA -
BAZVDE—EYLACTEMRIEZGFEHISENHELAMEEINGE - WEBELH
HERE - FAMBINEE - 28R A —ERZER  REeERZEBEENE1R21REHO
fR—X20= % K lenalidomide « FEABEIERBCH LB EIMINEURLE &
ZRE12(EEE -

RituximabfEI&5375 mg/m? - REVEREBHNSEET -8 15 2X)UEE
fR—ERZBHAGEE3 579 TTBRNEBREE1XER - Rituximabl B £192%
R AR EE(body surface area)?RetE - WEARBWANERIEERFTERETH
18 - LenalidomideMV | E 0] DIIRIBHRAMER =M E AR KAE - AI12EAFEBHRE
ABEH E1I2EBIHAEREIZEVEREBENZAE  BESBEROBENEE
MERFHER -

FEEVIER AR RGEE 2 Z8AE KB (objective response rate - ORR) - F&fl
BERAAE B G&F GBI TEMA (nternational Working Group - IWC)1999
F AR R IR AR H R -

NREERMAGNIFY &L BRRYA O 48 5T AN E2 P mAH B RV B B4 L -
% : MAGNIFYE B Pm ARERIA Ot AR tER 5 1

28 MAGNIFYtBg

Lenalidomide + Rituximab (N=222)

FE(F)

AR (&K, &)Y 65 (35, 91)
FE9M, n (%)

<65m% 103 (46)
>655% 119 (54)

A, n (%)

S 122 (55)
g 100 (45)
&k

AA 206 (93)
HithiE I 14 (6)
RWEHARRS 2 (1)

REREHE (BSA, m?)
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PUE (&KX =) 2 (1.3, 26)
ERERIFLEEMZL

TEE M S (FL) 177 (80)
ZzEMEEMZL) 45 (20)
FLEERISRU B MR E SR, n (%)

1-24RFL 149 (84)
3afkFL 28 (16)
ECOGHRRAEEREHAT D, n (%)

0 102 (46)
1 113 (51)
2 7(3)
ERIFSEERR (%)

= 148 (67)
& 74 (33)
FAERESHRMHEREENRE

1 94 (42)°
>1 128 (58)
A& IEGELF criteria

bs \SERTRZIEZ0 (n=2) BT REE M AE

olFHE AT 1 2EBHAEN 2 Rl B H187 - REEMEER148M1 - A1 2EBHARE
WAERWE -
* ERAEVNEREEGFELAED) - 558CC-5013-NHL-008

BEMMEERRE
4BEt Rituximab ;5 Rituximab ;8
N=1482 % EN=60 . BEN=88
EEAEKRE n 104 (70.3) 35 (58.3) 69 (79.3)
(%) (CR+CRu+PR)
SERE N 62 (41.9) 20 (33.3) 42 (48.3)
(%) (CR+Cru)
BENRERNAE N=104 N=35 N=69
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by 12 AR (65.5, 88.3) (43.0, 89.8) (64.8,91.0)
E % (5K EEE

FEﬁ) ¢

XA BN EED WG ABEH O EENEE (induction efficacy evaluable
population) - FEHABIA A1 2{E/AEEH -

b R EERENES B U RV RESEABE R IE (FE/) Bpartial response) i -
—HIERBEERBESINTLBNEE(BE) - DeEEmE -
“E*FKaplan-Meier£Z#T#t 5T - kiBGreenwood AT ETE9I5% Cl -

i EHEPFERRE—HEYRAPZE  REFAERAZA - UKFEHERED
BEMMERAE A - BiEZpartial response BERENZHEETONT - BD
LEE R EERAAAEETE -

13 BEAHEE

131 8%
2-1000#IPTPERSERE -
13.2 348
mREMIEENRESIRR
13.3 REEFHEGE
fEFmR25°C -
134 REIESIE
AL —RZ)EBHB28 KD -
15 Hih

[(EEREEEENFEHREISSEHE]

BREASI B - FlenalidomideRVin K2 E1ZAE - BUBIRIEEN KBRS TEE -
Hlenalidomide 2 Zi IR 88 - BRIKBUEPSRIE -
BRSEZABNRREEREBRIHEERBENENFE - RER/NOIFFEMLERE
EE O RENEUBHNEBPERD  URESEMEKREE - BEREEMNKBELF - B2
oBER2N U MABEEB RN EERSE (2REBLNEIEFE] -

AR ERNZEmNERYIKREMEREREE -

16 HRFBERR
0800-086288
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