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MGUS: monoclonal gammopathy of undetermined significance

[non-IlgM monoclonal gammopathy of undetermined

significance (MGUS)]
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Revised International Staging System (R-ISS)

If[l:ﬁﬁz:a 0707V >4l < 3.5 mg/L. DB
PIVIT=24E=3.5g/dl. hDEUXTcADiRuN,

HhDIEELDHL NIV
I I CTEIMTHBRRL 83 42 62 36
m Mm&Eg2=o0270I'V>ME> 5.5mg/L. hDEY 43 29 40 24
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= U X2 CA (chromosomal abnormalities B4R E) : BIRABFISHTdel(17p)HVD/
FIe(3t(4;19) DD/ KTzt (14;16)

0S: overall survival2ZEFEIS, PFS: progression-free survival IS E L FEIS, NR: not
reached
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Revised International Staging System (R-ISS)
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J Clin Oncol 2015; 33: 2863
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Categor Agent Relapsed/ Newly diagnosed

sty refractory MM MM

Bortezomib 2006 2011
Proteasome inhibitor Carfilzomib 2016 —
Ixazomib 2017 —
Thalidomide 2008 —

Immunomodulatory drug ¢ kqomide 2010 2015
(IMiD) Pomalidomide 2015 -
HDAC inhibitor Panobinostat 2015 —
Elotuzumab 2016 —
Monoclonal antibody Daratumumab 2017 o

ES PR IN#&58: 1014, 2017
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BOR-based LEN-based
BOR LEN/DEX
BOR/DEX LEN/CPA/DEX*2
kel
BOR/PLD LEN/DXR/DEX *2
BOR/CPA/DEX *?2
(561.2h0EBEE)
THAL
THAL/DEX
THAL/DEX/PLD*?
BOR/IMiD-based
BOR/LEN/DEX *? . o
- (551 2hR5E5)
BOR/THAL/DEX POM-based
POM/DEX **
Zfth

High-dose CPA
DEX/CPA/ETP**/CDDP*! (DCEP)
DEX/THAL/CDDP *'/DXR/CPA/ETP*! (DT-PACE) +BOR (BDT-PACE)

Bendamustine **




National

Comprehensive NCCN Guidelines Version 4.2018 NGCN Guidelines Index

NGO Cancer Mu|t|p|e Mye|oma Table of Contents

Network® Discussion
MYELOMA THERAPY1-4

Exposure to myelotoxic agents (including alkylating agents and nitrosoureas) should be limited to avoid
compromising stem cell reserve prior to stem cell harvest in patients who may be candidates for transplants.

PRIMARY THERAPY FOR TRANSPLANT CANDIDATES (assess for response after each cycle)

Preferred Regimens
» Bortezomib/lenalidomide®/dexamethasone (category 1) VRd

« Bortezomib/cyclophosphamide/dexamethasone® VCd

Other Recommended Regimens
« Bortezomib/doxorubicin/dexamethasone (category 1) PAd

« Carfilzomib”-8/lenalidomide®/dexamethasone KRd

» Ixazomib/lenalidomide®/dexamethasone (category 2B) |Rd
Useful In Certain Circumstances

« Bortezomib/dexamethasone (category 1)° Bd
« Bortezomib/thalidomide/dexamethasone (category 1) VTd
« Lenalidomide®/dexamethasone (category 1)° Ld

« Dexamethasone/thalidomide/cisplatin/doxorubicin/cyclophosphamide/etoposide/bortezomib (VTD-PACE)

1Selected, but not inclusive of all regimens.

2Herpes zoster prophylaxis for patients treated with proteasome inhibitors or daratumumab.

3Subcutaneous bortezomib is the preferred method of administration.

4Full-dose aspirin recommended with immunomodulator-based therapy. Therapeutic anticoagulation recommended for those at high risk for thrombosis.

5Consider harvesting peripheral blood stem cells prior to prolonged exposure to lenalidomide.

6Preferred initial treatment in patients with acute renal insufficiency. Consider switching to bortezomib/lenalidomide/dexamethasone after renal function improves.

TOptimal dosing in this regimen has not been defined.

8Can potentially cause cardiac and pulmonary toxicity, especially in elderly patients.

9Triplet regimens should be used as the standard therapy for patients with multiple myeloma; however, elderly or frail patients may be treated with doublet regimens.
Note: All recommendations are category 2A unless otherwise indicated. MYEL-D

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.
Version 4.2018, 02/12/18 @ National Comprehensive Cancer Network, Inc. 2018, All rights reserved. The NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN®. (1 O F 3)
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Network®

Comprehensive NCCN Guidelines Version 4.2018 NCCN Guidelines Index
INOOIWE Cancer Mu|t|p|e Mye|oma Table of Contents
Discussion

MYELOMA THERAPY14

PRIMARY THERAPY FOR NON-TRANSPLANT CANDIDATES (assess for response after each cycle)

Preferred Regimens
« Bortezomib/lenalidomide/dexamethasone (category 1) VRd

« Lenalidomide/low-dose dexamethasone (category 1)%10

. Bortc.ezomiblcyclophosphamidt.eldexameth.asa':me6 VCd
Other Recommended Regimens

« Carfilzomib®/lenalidomide/dexamethasone KRd
« Carfilzomib®/cyclophosphamide/dexamethasone KCd
» Ixazomib/lenalidomide/dexamethasone IRd
Useful In Certain Circumstances

- Bortezomib/dexamethasone® Bd

MAINTENANCE THERAPY

Preferred Regimens
« Lenalidomide! (category 1)

Other Recommended Regimens
+ Bortezomib

8Can potentially cause cardiac and pulmonary toxicity, especially in elderly

patients.

9Triplet regimens should be used as the standard therapy for patients with
multiple myeloma; however, elderly or frail patients may be treated with doublet

1Selected, but not inclusive of all regimens. regimens.

2Herpes zoster prophylaxis for patients treated with proteasome inhibitors or 10Continuously until progression. Benboubker L, Dimopoulos MA, Dispenzieri
daratumumab. A, et al. Lenalidomide and dexamethasone in transplant-ineligible patients with

3Subcutaneous bortezomib is the preferred method of administration. myeloma. N Engl J Med 2014,371:906-917.

4Full-dose aspirin recommended with immunomodulator-based therapy. Therapeutic  11There appears to be an increased risk for secondary cancers, especially
anticoagulation recommended for those at high risk for thrombosis. with lenalidomide maintenance following transplant. The benefits and risks

6Preferred initial treatment in patients with acute renal insufficiency. Consider of maintenance therapy vs. secondary cancers should be discussed with
switching to bortezomib/lenalidomide/dexamethasone after renal function improves. patients.
Note: All recommendations are category 2A unless otherwise indicated. MYEL-D
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. (2 OF 3)

Version 4.2018, 02/12/18 © National Comprehensive Cancer Network, Inc. 2018, All rights reserved. The NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN®




National

Comprehensive NCCN Guidelines Version 4.2018

NGO Cancer

Network®

Multiple Myeloma

NCCN Guidelines Index
Table of Contents
Discussion

MYELOMA THERAPY1-4.12

Therapy for Previously Treated Multiple Myeloma (assess for response after each cycle)

Preferred Regimens
* Repeat primary induction therapy

!if reIaEse at >6 mo!

» Bortezomib/lenalidomide/dexamethasone VRd
» Carfilzomib (twice weekly)afdexamethasone (category 1)9
« Carfilzomib®/lenalidomide/dexamethasone (category 1)13 KR

DBd
DLd
ELd
IRd

« Daratumumab '#/bortezomib/dexamethasone (category 1)

+ Daratumumab'#/lenalidomide/dexamethasone (category 1)
+ Elotuzumab'®/lenalidomide/dexamethasone (category 1)

» Ixazomib17/lenalidomide/dexamethasone (category 1)13

Other Recommended Regimens
* Bendamustine/bortezomib/dexamethasone

* Bendamustine/lenalidomide/dexamethasone

* Bortezomib/liposomal doxorubicin/dexamethasone (category 1)
« Bortezomib/cyclophosphamide/dexamethasone

« Carfilzomib®/cyclophosphamide/dexamethasone
+ Carfilzomib (weekly)®/dexamethasone®

* Cyclophosphamide/lenalidomide/dexamethasone
+ Bortezomib/dexamethasone (category 1)9

« Daratumumab’416

« Daratumumab'#/pomalidomide?®/dexamethasone
* Elotuzumab/bortezomib/dexamethasone

» Ixazomib'”/dexamethasone®

« Ixazomib/pomalidomide??/dexamethasone

« Lenalidomide/dexamethasone?® (category 1)°

« Panobinostat'?/bortezomib/dexamethasone (category 1)
* Panobinostat'”/carfilzomib®

« Panobinostat'%/lenalidomide/dexamethasone

. Pomalidomidezofcyclophosphamideldexamethasone

» Pomalidomide?%/dexamethasone' (category 1)°

» Pomalidomide?Y/bortezomib/dexamethasone

« Pomalidomide?’/carfilzomib8/dexamethasone

PBd

Pd

Useful In Certain Circumstances
« Bendamustine

+« Dexamethasone/cyclophosphamide/etoposide/cisplatin (DCEP)21

» Dexamethasone/thalidomide/cisplatin/doxorubicin/
cyclophosphamide/etoposide (DT-PACE)?!  bortezomib (VTD-
PACE)21

» High-dose cyclophosphamide

1Selected, but not inclusive of all regimens.

2Herpes zoster prophylaxis for patients treated with proteasome inhibitors or daratumumab.

3Subcutaneous bortezomib is the preferred method of administration.

4Full-dose aspirin recommended with immunomodulator-based therapy. Therapeutic anticoagulation
recommended for those at high risk for thrombosis.

Can potentially cause cardiac and pulmonary toxicity, especially in elderly patients.

9Triplet regimens should be used as the standard therapy for patients with multiple myeloma; however,
elderly or frail patients may be treated with doublet regimens.

12Consideration for appropriate regimen is based on the context of clinical relapse.

13Clinical trials with these regimens primarily included patients who were lenalidomide-naive or with
lenalidomide-sensitive multiple myeloma.

14May interfere with serological testing and cause false-positive indirect Coombs test.(See MYEL-E)

15 Indicated in combination with lenalidomide and dexamethasone for the treatment of patients who
have received one to three prior therapies.

'éIndicated for the treatment of patients who have received at least three prior therapies, including a
proteasome inhibitor (PI) and an immunomodulatory agent or who are double refractory to a Pl and
immunomodulatory agent.

7Indicated for the treatment of patients who have received at least one prior therapy.

18Consider single-agent lenalidomide or pomalidomide for steroid-intolerant individuals.

SIndicated for the treatment of patients who have received at least two prior regimens, including
bortezomib and an immunomodulatory agent.

20|ndicated for the treatment of patients who have received at least two prior therapies including
an immunomodulatory agent and a proteasome inhibitor and who have demonstrated disease
progression on or within 60 days of completion of the last therapy.

21Generally reserved for the treatment of aggressive multiple myeloma.

Note: All recommendations are category 2A unless otherwise indicated. MYEL-D
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged. -
Version 4.2018, 02/12/18 © National Comprehensive Cancer Network, Inc. 2018, All rights reserved. The NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN#. (3 O F 3)
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2’07 7Y —ALABZEZE(Proteasome inhibitor: Pl)

Carfilzomib (BILI IV =T ; HA4 0OV Re°)
Ixazomib (AOBYV=ZD ; —>5—0O°)
R EAEIZE (Immunomodulatory drugs: IMiDs)
Pomalidomide ((RRYU R=ZR ; IRYUX o)
EX M BR7EFIVLEEZRPAZEE(HDAC inhibitor)
Panobinostat (J\J EJ XAV b ; JrU—4SHwe)

€_J 2 0—F )Lk (Monoclonal antibody)

Daratumumab (ASWAVND ; ASHL VO RX®)
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PX-171-0095tE (ASPIRE) ONO-7057-05:t8
KRABf RA&f KRAE A
(N=392) (N=389) (N=26)
£Grade Grade 381 E 4+Grade Grade 3L\ E +Grade Grade 3L E
n (%) n(%) n(%) n(%) n(%) n(%)

R =ES 15(3.8) 8(2.0) 16(4.1) 9(2.3) 1(3.8) 0
SoMEnAE 3(0.8) 2(0.5) 3(0.8) 0 1(3.8) 0
g 0 0 1(0.3) 0 0 0
IR ZE 0 0 1(0.3) 1(0.3) 0 0
INERHQTIEH= 1(0.3) 0 0 0 0 0
e 0 0 1(0.3) 0 0 0

KRd : &FI+LFURSR+TF Y AIV
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PX-171-0095t%: (ASPIRE) ONO-7057-05:8 2011-0035t%k (ENDEAVOR)
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HiE | FRFETOHEPRE () | 1 | FRFTOHHDPREGEDHE) | 18 FIEETOHEDRE (FFH)
IMEE | 15 57.0(1-1018) 1 149.0(149-149) 33 123.0(2-515)
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1. BRE 68% (grade3Bl L 34%)
2. & 52% (grade3Bl_E 33%)
3. IFHhERRAMEE 51% (grade3Bd _E 48%)
4. BEFH 34% (grade3B L 5%)
5. M/IMRIRAMEE 30% (grade3Bd _E 22%)
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HEERRSER (MM-00358%)
POM+LD-dexg (n=300)
Grade 3 K& Grade 3 Ik
ERIR AL ZRASIE 7(2.3) 4(1.3)
IR BRER Ak AR AE 2(0.7) 2(0.7)
FhZEA T 1(0.3) 2(0.7)
BRI M2 E 2(0.7) 0
ERIRERAE 1(0.3) 0
IMAS AR B A 1(0.3) 0
iR IMILEILIE 0 1(0.3)
RE 1% AR AE 28 0 1(0.3)
ZDthMmiL I AE 4(1.3) 0
- JEN 2(0.7) 0
o (& 5 4 1(0.3) 0
DB IMARTE 1(0.3) 0
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Infusion reaction

ek MMY3003 | MMY3004 | MMY 1005
5B DLdig# DBd2} DBd#
(f5) *2 | (n=283) (n=243) (n=8)

£Grade ‘GradeBL:Lt*?" £Grade GradeBL:U:ﬂ £Grade .GradeBLlLth

Infusion reaction S5 C219(77.4%) DB4(12.0%KL156(64.2%) D29(11.9%)  5(62.5%) 0
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BN RDMeta-Analysis

Treatment

% Being
Best Treatment

Hazard Ratio v
Dexamethasone
(95% Crl), PFS

Hazard Ratio v Dexamethasone
(95% Crl), PFS

DaralenDex
CarLenDex
EloLenDex
DaraBorDex
IxaLenDex
CarDex
LenDex
PegDoxBor
PanoBorDex
BorThalDex
PomDex
VorinoBor
BorDex
ThalDex
Dex

OblDex

w
(o]

O 0000000000 0O =0 O

0.13(0.09 to 0.19)
0.24 (0.18 to 0.32)
0.25 (0.19 to 0.33)
0.27 (0.18 to 0.38)
0.26 (0.19 to 0.35)
0.36 (0.26 to 0.48)
0.35(0.29 to 0.43)
0.37 (0.26 to 0.52)
0.43(0.31 to 0.56)
0.47 (0.33 to 0.65)
0.48 (0.39 to 0.6)
0.52 (0.38 to 0.69)
0.67 (0.53 to 0.84)
0.76 (0.64 to 0.9)
1
1.08 (0.79 to 1.45)

0 0.5
Favors

experimental

|
1 1.5 2

Favors
dexamethasone

J Clin Oncol 2017; 35: 1312
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