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Lenalidomide
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e E A b= | mue | S arinee
ImEERE e INTAP T~

6 FEAE (22958 2005 £ FDA A3 L)

Follicular lymphoma (previously

treated): JocRAFEBERSHMNER

Treatment of previously treated follicular lymphoma (in combination
with a rituximab product) in adults. (2019 )

Marginal zone lymphoma (previously treated): So Al A8 12 & & E B
Treatment of previously treated marginal zone lymphoma (in
combination with a rituximab product) in adults. (2019 )

Mantle cell lymphoma (relapsed or progressive): 5C 1A B BN E B ROH
BN

Treatment of mantle cell lymphoma in adults that has relapsed or
progressed after 2 prior therapies (one of which included bortezomib).
(2013 &)

Multiple myeloma: 28145 B85

Treatment of newly diagnosed multiple myeloma (in combination with
dexamethasone) in adults. (2015 F);

Maintenance therapy following autologous hematopoietic stem cell
transplantation in adults. (2017 %)

Myelodysplastic syndromes: & #1844 A RIEIZEF

Treatment of adults with transfusion-dependent anemia due to low- or
intermediate-1-risk myelodysplastic syndromes (MDS) associated with a
deletion 5q (del 5q) cytogenetic abnormality with or without additional
cytogenetic abnormalities. (2005 )
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US FDA

- Al Bl At A ERAER RZEIS
Myelodyspl | Randomized control | LENT0(N=41) vs LEN5(N=47) H O/
astic trial, phase 3 vs placebo (N=51) Lenalidom
syndromes | Lenalidomide 10mg | Response rate (RBC-TI> 26wk) | ide 10mg
(MDS) with | day1-21 vs (LEN10) | 56.1% vs 42.6% vs 5.9, p<0.001 | F&EZ D
del 5q Lenalidomide 5mg | Common grade 3/4 AE: 1638 - B

day 1-28 vs(LENS5) Myelosuppression, Deep vein | REEHS
Placebo day 1-28 Thrombosis Ep=Y 3=
Blood 118.14 (2011): ElP ==l
3765-3776. BRI
=1t -
Relapsed or | Randomized control | Lenalidomide (N=176) vs HOAR
Refractory | trial, phase 3 placebo (N=175) Lenalidom
Multiple Lenalidomide vs ORR 60.2% vs 24.0%, p<0.001 | ide 25mg
Myeloma | Placebo CR 15.9%vs 3.4%, p<0.001 £ 1721
N Engl J Med 2007; | TTP(Months): 11.3 vs 4.7, X —{@&
357:2123-2132 p<0.001 HHEA%28
Common grade 3/4 AE: X - 5&
Neutropenia, aEEE
thrombocytopenia, Deep vein | BRI{EFR
Thrombosis RS
(Eo o
Newly Randomized control | Rd-C (N=535) vs Rd-18 HOAR
diagnosed, | trial, phase 3 (N=541) vs MPT (N=547) Lenalidom
transplant- | Lenalidomide/dexa | ORR 75% vs 73% vs 62%, ide 25mg
ineligible methasone p<0.001 £ 1721
Multiple continuous till mPFS(Months): 25.5vs 20.7 vs | X + —{&
Myeloma | disease progression | 21.2, p<0.001 BEAE28
(Rd-C) vs Common grade 3/4 AE: X - &
Lenalidomide/dexa | Neutropenia, aEEE
methasone for 18 thrombocytopenia, infection | BRI{EF
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cycles (Rd-18) vs NERE
Mephalan/Prednisol - -
one/ Thalidomide
(MPT)
N EnglJ Med
371.10 (2014): 906-
917.
Multiple Randomized control | Lenalidomide (N=231) vs BHOMR
Myeloma - | trial, phase 3 placebo (N=229) Lenalidom
Maintenanc | Lenalidomide vs TTP(Months): 46 vs 27, ide
e therapy | Placebo p<0.001 10mg - ¥
following | N EnglJ Med 366.19 | Common grade 3/4 AE: ==
autologous | (2012): 1770-1781. | Hematological events RBERIE
hematopoi BRI
etic stem BE-&
cell of iy 52 -
£ 3133 BA
# oA
HER
15mg °
Mantle-cell | Single arm, open Lenalidomide (N=134) BHOMR
lymphoma | label, phase 2 ORR: 28% Lenalidom
who Clinical Lymphoma | mTTR(Months): 2.8 ide 25mg
relapsed or | Myeloma and mDOR(Months): EE17121
progressed | Leukemia 15.7 16.6 (95% Cl, 7.7 t0 26.7) X —{@&
after or (2015): 392-397. mPFS(Months): EHE28
were 4.0 (95% Cl, 3.6 to 5.6) X - &
refractory Common grade 3/4 AE: =y 4=K:l
to neutropenia BelfFH
bortezomib thrombocytopenia, anemia, A =
pneumonia, and fatigue. 1t -
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Relapsed or | Randomized control | [Follicular lymphoma] SHOMR

Refractory | trial, phase 3 Lenalidomide (N=147) vs Lenalidom

Indolent [AUGMENT trial] placebo (N=148) ide 20mg

Lymphoma | Journal of Clinical ORR: 80% vs 55%, p<0.001 ESE1721
Oncology 37.14 mPFS(Months): 39.4 vs 13.9, X —1{&
(2019): 1188. p<0.001 HERS28
Lenalidomide/Rituxi | - X - 54
mab vs [Marginal zone lymphomal] 121848
Placebo/Rituximab | Lenalidomide (N=31) vs Hy -

placebo (N=32)

ORR: 20% vs 14%, p=0.1313
mPFS(Months): 20.2 vs 25.2,
p=0.9984

Common grade 3/4 AE:
neutropenia, leukopenia

* RBC-TI: Red blood cell-transfusion independent; ORR: Overall response
rate; CR: Complete response; TTP: Time to progression; mPFS: medium
progression free survival; mTTR: medium time to response; mDOR: medium
duration of response

e

Lenalidomide B—E@REREERHENHAVEER - FERERNSET] H I BEREE A
R—E - g28 0% &M SREERIBES] TEU%JJ]]I%%&E - fElE AR E R X

REREAMMESETS -

HitrEEASEEIER

> B0t BERT (B10-30% Bm A EEBENENM) -

> HHIMXERREE . PEHH -
v M/IOR DN (24% to 62%; 3-44Kk: 3% to 50%) -
v BB 49% to 61%; 3-44K: 43% to 54%) -
v BIM(9% to 12%; 3-44k: 4% to 6%)
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M/ 0 (24% to 62%; 3-44K: 3% to 50%)

B M3KRELZM49% to 61%; 3-44Kk: 43% to 54%)

B M(9% to 12%; 3-44K: 4% to 6%)

ARFBRNE R BRERIFHA

OHME : BiEKE(16-20%)

EEREXPEMRRTEIROKEE - FAOERS0 R/niBHESHE
i

PR L4 BHE(20%) ~ EE(11-34%) ~ 885/ (9-20%) ~ HEEE (13%)
K7 B &4 4192 (8-36%) ~ Bz RZIE(L11%)

BB EHIERM 18R (39%-49%) ~ E#(13-24%) ~ BB X (23%) ~ BB/0(11-
30%) - BEA MBE(14%) ~ BEFE(10-12%) ~ MMt (6-12%)

ZYRVEEE - B Ol E A MAVEARTES] -

R ECH 247 B8 E ME(13%) ~ ERIMEF(7-13%)

RIEFM W RBERA(4-11%) ~ FE(13%)

AR 24 - HEH(33%) ~ EE55(14-30%) ~ BRE(13-21%) ~ HARERE(11%)
LR 47 . Se mE 5 (44%) ~ 2R (<35%) ~ 2R (20-28%) ~ Ak (12-17%)
0K (R 26 (6-17%) ~ FEIRIERNR(11-15%) 552(7—15%) C BER(L14%)
ERLIENENRIEBEZEEZNERNES - BUBSHERD -

HAth: 2%15%(21-23%, 0l sE B E S 14ERY)

SEREZEYETRALRE - PIUENEIER - 8%  EYABNEIER - REAEBRRWER -
HEE T HANEMEYNTIERIER - ZYEIFRANERESREREENERE T NE RSHE
#£ (Common Terminology Criteria for Adverse Events, CTCAE) - B # R ME A BEX{CEEEE -
PREEREBUNREEDR - SUEDPRERERFNEROE - DREM(&R) - PREA) &

ER AR ) B4 RIET (5 R) - EBE 3 AU LNERIERE  FEENAREBETHERE
SFEE  BRE 4 BB REJEERNTABREE -



elEba

> BHHEEISE

Follicular lymphoma/ Marginal zone
lymphoma

20mg QD for day 1-21 in a 28-

day cycle

Mantle cell lymphoma/ Multiple

25mg QD for day 1-21 in a 28-

myeloma(treatment dose) day cycle
Myelodysplastic syndrome/ Multiple 10mg QD
myeloma (maintenance dose after HSCT)
> BN AEEE{FHEI SR
Indication Renal function Toxicity Dose

Follicular CrCl >60 mL/minute | IREIZ | 20mg QD
lymphoma/ | CrCl 30 to 60 F—=R | 10mg QD (may increase
Marginal mL/minute #8f% | to 15 mg once daily after
zone FE | 2 cycles if tolerating
lymphoma treatment)

CrCl <30 mL/minute |5 _3X | 5mg QD

not requiring dialysis | FEB&

==

CrCl <30 mL/minute - 5mg QD (administered

requiring dialysis after dialysis)
Mantle cell | CrCl >60 mL/minute | [REIE | 25mg QD
lymphoma/ | CrCl 30 to 60 F—=R | 10mg QD (may increase
Multiple mL/minute aab%  pily after 2 cycles if
myeloma HZE |ent)
(treatment | CrCl <30 mL/minute | Z&_Z% | 15mg QOD
dose) not requiring dialysis | &P

==
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CrCl <30 mL/minute |- 5mg QD (administered

requiring dialysis after dialysis)
Myelodyspl | CrCl >60 mL/minute | [REI= | 10mg QD
astic CrCl30to 60 £—=X | 5mg QD
syndrome/ | mL/minute A P
Multiple il

myeloma CrCl <30 mL/minute F_X|25mgQD
(maintenan | not requiring dialysis | #P&
ce dose =
after HSCT) | CrCl <30 mL/minute | - 2.5mg QD
requiring dialysis

> HIBEAZE  AFEREN

el

EE/EIEFEREARRERRENEE
> BiEst
AZRBREREMRBSNY (EPHEAMLKE MAM/NORDE ) (3/4 4 :
del 5q BEEIZEEREIREF S 80% ) - U BB REMN/SLEERLE ; IFEE
WM/ BMIKERE - HHRA del 5q %E}fi‘i% ERRT - BT aEF
AIERY 8 BEEEA—R CBC - ItBE2VEHEN—
&l{FH RE3E
Follicular ymphoma/ Marginal zone Iymphoma/ Mantle cell ymphoma
Eh R MmEKET #{FLenalidomidell EB ERICBC
(ANC<1000/mm:zfor
over 7 days or associated
with fever)
[E R MEKET B H{Elenalidomidell SEERICBC
(ANC<500/mm?) B ANCKREZ1000/mm3 - EFFEBEE5mg QD

FBEIRLEE4m20mg QD#E5mg QDR ;
EEAEE510mg QDEI#2.5mg QDRILA)
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m/phRE H
(<50,000/mm3)

# 1= Lenalidomidell &8 &8I CBC
MM %€ 250,000/mm3 - EFFEBEEHSMg
QDF‘aﬁﬁA( SRS B = %20mg QD#E5mg QDR

; HIRFEIER10mg QDAIE2.5mg QDRFYA)

Multiple myeloma (Treatment dose)

B MEKET B E{Flenalidomideli ZEEAICBC
(ANC<1000/mm?) B ANCHREZE1000/mm3 - EFXFARRFKE25mg
QDEY/RITHEIETI =
B 5 RELEFARBERE—IEEE  AoE
522.5mg QD
M/ NMrIE T # 1= Lenalidomidell &8 &8I CBC
(<30,000/mm3) MmN € 2£30,000/mm3 - EFF AR E—E

ElE - Ao]fER2.5mg QD

Multiple myeloma (Maintenance dose)

Bt g MmEKE R

B F{FlLenalidomidell &EEHICBC

(ANC<500/mm?) B ANCWEZR500/mm3 - EFffFARRKE—IEEE
B 5 REFEIFRFERASMg QD - ADMER
5mg QD for day 1-21 in 28—day cycle
M/ NMrIET # 1= Lenalidomidell &8 &8I CBC
(<30,000/mm3) m/h & 230,000/mm3 - EFFRIGBEE—IE

| =2
B F_REFEFRIFTEERSMg QD - ATlER
5mg QD for day 1-21 in 28-day cycle

Myelodysplastic syndromes

M/NARE T (REYA I/ )\l
>100,000/mm3 - &4+H%E
FiaaERVAENR)

B EM/)\HrR<50,000/mm3 - E{FLenalidomide
B SEWAEKKESMg QD Mt
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M/NRME R (REYR M/ B EM/RIEIES50% - EfFLenalidomide
<100,000/mm3 - 8§47 | W FHiERM/R>60,000/mm3 - BM/NMykiEZ!
R 4L A ERIAE M) >50,000/mm3 - EFFEBRESMg QD ki

B ETEYAM/ MR <60,000/mm3 - BIM/MMRRE R

>30,000/mm3 - EFFABRHESmg QD Fia

m/MRfE ™ m  #E{ELenalidomide
(<30,000/mm3 or B M/ REEZE>30,000/mm3EFFHA
<50,000/mm?3 - $47ERg | B BIBRHED10mg - EFFREE5mg QDA
IR ERABE) B EHRFEIERSMg - EMFERE2.5mg QDR
[Eh M RMEKIE T (RE4A ANC<750/mm3 - E{FLenalidomide
ANC>1,000/mm3 - 884 ANCHEZE>500/mm3 - EXFBR5mg QD
EREEENAERN) FYA
[Ech R MIKE S (i ANC<500/mm3 - E=Lenalidomide
ANC<1,000/mm3 - &4 ANCHEZE>500/mm3 - EFFEBE®5Mg QD
EREEENAERN) FYA
[Eh B MmIkE b B E{FlLenalidomide
(ANC<500/mm3 for over | @ ANCH{EZ>500/mm3EF A
7 days or associated with | B E#HHER10mg - EXFERIESMg QDR
fever - SXE7EEIM sy (M BIBEIER5mg - EFMFEBRIE2.5mg QDR
AB1E)

> OMEZRL : MESEH

£ #% lenalidomide and dexamethasonelt &8 BHNZ MBS EEEE D -

Lenalidomide®
# (DVT) - ft:ZE (PE)
ol FE S MEEIIERR )

- WRE

RAZIE NS ARAN A3 Ak (12 SRV EL B
O IVEERSGE ; BRI MARREER (FERZIE © 19
SRATELIREEERR AN E

- BIEREBREFIKD

- BRERETTIR

Yabh  AENERERENEEREBECRAEZNIML - ZREKREREZEEE
Zlenalidomide and dexamethasonefVJ& AEFTIMA2TERS ;| B REEEHEAGE

Faspiring - &#&S

EfgE A ERES FiF= (LMWH) - DOACsa{Warfarin -
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TRAL AR A4 A =R (Erythropoietin-stimulating agents) Fl#E#IZ=

(estrogens )oIgEE XM RN ; FEEFEH - BBIRMEEERLIHACIEE
BREANER ; FEEEEUNENEER - NISKEME - SMEBMKE - 153
PHEREH S aE A XN M RMRETREELCEYEE  FRARZENEESS4A

BT

El{ER AL
AR AR MA2 B TALMEERESSRMESFIRMENEAEEREH
(Venous FEBMEMTURIDEE - A8 - RREMNANREMBRES
Thromboemboli LMW EE - —RESETEERASEREG RS
sm, VTE) & -
B REBEHERNEEAEEFIKMZRER(ERRE - H
&~ - NIRBERR)

> MEZRS
BENKENRE - 8% Stevens-Johnson syndrome (SJS) -~ toxic epidermal
necrolysis (TEN) LUK EB& M IKIEZ M= S AERRIZEY)) 2 & (DRESS: drug
reaction with eosinophilia and systemic symptoms ) #{Z B = - Holge
¥Ry - DRESS UJERBANBERE (NKEP ~ HRMER) -~ IERMEE
M3KIBZ ~ 3VE/SMEEBEBREZ B H M - BIHFEMX - BXK - sk - O
R/ B -

al{ER g
A7 EHE |m 2 38%47: HiFEgFBLenalidomide
ZagxE | AR EREBKRIE: KAERLenalidomide

(mAERBThalidomideHEH4K N F R ENIEZEATIER
Lenalidomide)

> PIREE RS

glfFH BRI
gRE + | LenalidomidetlsEiEAIREIESS - BERAELRIFRRERAERR
HEFE | FIEmE R -

AENEHSE - LEH - BEOBESEEALERRE - FBinfermation 2022
JE B s

s




> ANDWER

BlfFH EiE

BFRERT) | BHiETEHERLenalidomidetl BEE Bk R RBRE N EUTLIE - BET
REEE | AEHIEEHER -

> Hih

El1ER rA L
FEZ AN EI(tumor flare) B 1 2% FEAELATENR
fElenalidomide’aEE MM E MR A Mw (CLL) #E AR M steroids -
MME B R PERZRGE - &E - KBA NSAIDs - |l jgzE

MEEEX - £EARMERE BeEMHERE |m 344 - EfFlenalidomide&
M/EgENEBRATR - BRI o sER R FIEARFZEN 4R - W48 T IER AR

RERAL ; BUER - ERKRERP - K2 fRZE W steroids ~ NSAIDs
BB SHRERE—BaFEEH - IFTE%E

HETE A R AE £ 8% (Tumor lysis syndrome) B EEREERAEEIE B
ERREEARRERNERE - FERAARA ta e E R EDAIE AR 2RO - (&
BEERE - % - EEBEMAHY - BAK Nt - HEFSEA

SHWREEMIAMLIIIERNRENHEE |1 BRERARREZEYSE
w - TEHEBRENEE BEREARAERNEE
KEBENTEAERH

ELfth3-44REIE R n BREBUTERR—REE
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NCI CTCAE v5.0 :

Grade 1 Grade 2 Grade 3 Grade 4
Neutropenia |<LLNto [1000-1500/ (500-1000 /uL < 500 /pL
1500 /pL  |uL
Thrombocytop|< LLN to  |50-75 k/pL  |25-50 k/uL < 25 k/uL
enia 75 k/uL
Constipation |BAEMEMR ; [KEEMN - F FHEMBZALZRESE GRED ; =25
BRENE BEEHARE /2R ; [REBREE NTAERE
i | ; PREVEIL |BE
EEINEEEE
VTE == FFAkMAE (B |FFAKIDAE (GEATEEER | B R4 (eg, A
FrESfERF AR Wi M42 - FE ORI EED (22 - OMIME
1®),FBET |1]R),FBEBETA S, B mA
A ), M&E 2,
BRBARTE, B
B2EZEE
Rash BB/ (BB /s EBH/SRRE -
IREE <10% K2 10%-30% |2 H/sLiRke > BEAESEK
BReREE | BiEERENE, [>30%fEFKEE HE |# FE2HEW
HE&#H= |HEEHXR EE/X [MER BRE
PR - FOREORNEERZ - | BEZE
3 e
Skin and BAEARSVE [T EER ; & RENPEFZEYN |BR4ED ; 2%
subcutaneous |[fAE ; £ |BERERE ; A BliRkEEEmD ; |[TAERE
tissue FTHE T BB TE | ERERREERER ;
disorders IHEEEE) PRI H® B R ERE
LY Loy =R (3=
> BOEYRAER  RERABDHEASE - BINFEAZEYHRERREN
REFH - FEREYROGFAEREMDNSEZFAME -
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it R &S AIIE B
> EBEEBIEEEH -
>  ZMIKETEComplete Blood Countk B IMIK 7> #8Differential Count
(MCL - weekly for the first cycle, every 2 weeks during cycles 2 to 4, MDS
- weekly for first 8 weeks; Multiple myeloma - weekly for the first 2
cycles, every 2 weeks during the third cycle; follicular and marginal zone
lymphoma — weekly for the first 3 weeks in cycle 1 and every 2 weeks in
cycles 2 to 4),
B IhEE(Serum creatinine)
ERARBRINBE(TSH, every 2-3 months)
HHJJ*}E%Z(AST ~ ALT - billirubin)
AEREE B XRERENIR (HBsAg ) - B KZ0 i (anti-
HBc) ~ ZBIFFRFEE A (anti-HBs ) - AigM4aiiBEAHBVEEEMRESE -
Tl BEETEMEFEUREESEENRSEYTER -
> R18aERI0-14K K 24/NFFRIETT I«@’MEJ FinaFERE - F—(E4BRNE
BETRZRA  2EEAKHBEEES4BETRZRA  EREHAEE
EF2EETIRZ2EN -

> EURAERBAREAR K A& NN B S5 RE AR

> IZ—EEZ/ I M A% 4 2 AHBREA (TR - Bofs - B MEAEAR)

YV V V V
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In multiple myeloma, immunomodulatory imide drugs (IMiD) is
associated with an increase in natural killer cells and increased levels of
interleukin-2 and interferon gamma. Other proposed mechanisms of
action include suppression of angiogenesis, prevention of free-radical-
mediated DNA damage, increased cell mediated cytotoxic effects, and
altered expression of cellular adhesion molecules.

3O X0 X370 <30 <30 <30 X310 X330 <Xi0 <30 X
CROS2ING
Stromal cells MM cell — /O,\,/'_i \,,\.. ) l
1 P~ Y N i
Cell death/——>»~'pf",',’c ov. ) |Cytokine | IL-6 Bone

/ ),’\. /,\'.'C‘ production | TNF-o. i
(‘:\," : = o)
Cell growth| ‘\/
\) VEGF
NK cell -\ Stz ileel == o
'&u’s’* > »
\ / \ P /O'
\/ N i
O bty AOOY e
‘Qg'::i;:b' 0‘\:':3(:" :\Q},ﬂ>\Q,A
\ 4

W Angiogenesis
L2 O
IFN-y —~ T-cell activation

Chau, Cindy H., William Dahut, and William D. Figg. "Development of Thalidomide and Its
IMiD Derivatives." Angiogenesis (2008): 387-394.
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1. BRE—XRX—R - EEHERAE  SHEERERSE  BERNEERE
12 /NEUAATILUEIZEE - Si8B 12 /NSRIEEE PRRERD
IZZENo] - AFFHIZERNEE -

2. EIEATRBEIEEZREA - B —BBEMNA 35°C60ml /98
Kep - 558 3~5 niE - TRVINRFRBEBRLENE  FHERSSE
508 - EBREAZYIITDEHEBRPEEFR - REBEINGRE
ETTEBRE - HEEYIIRER -

3. WMAEHREMEY)  FEMEEEEREY ZBREIEA -
MABRFETFRZIE - MRl F BRI ER - £ HIRE LR
BlmLEs -

5. WUFERIBZERBAUREE - BEEFEFE 2 AR &7 -
Lenalidomide #5#& &2 Thalidomide 21l - RIERZWRELER BB
HEZIE - olBES BRI T ERE - BRZolgEm X 4
mARIRELR 4 B BIREUBZ2EMT 2/ DR FEE 4 E - 5F
HIBMD A E AR 2 - IR Thalidomide TEiE&R P olgERE - 55
MR AtTERNWRRINEZZ /D RIFERE 48 - HABE50IBIGIE
_jF °

7. BREHASEORB2EETEYIEIFHNEY) (e.q.
carbamazepine, HIV-protease inhibitors, rifabutin, rifampin) -

8. FHICZoJRESIRNIRRE - FSEE R ARHISREEERK
FHIAEA -

9. EIFRE#R 3/4 AREIRNZEAFHAZEZRZHARERSE -

10. BRAREDRIIER: ZMMIKETEL - BINEE - BARIRINEE - FFHEINEE - EHA
fiiR 224 R UK B3 Ik [ 4% S5 RE A
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