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Case presentation 3: Dr Favaro

68-year-old man

Fall 2015: Incidental diagnosis of multiple
myeloma

Cytogenetics: t(11;14), monosomy 13, 1921 =
RVD x 4

— Developed severe sensory and motor neuropathy after cycle 4
Jan 2017: Autologous transplant - Len 2.5 mg for 2 months

Patient stops Len due to ongoing sensory and motor neuropathy
requiring physical therapy; gabapentin and pregabalin ineffective




Case presentation 4: Dr Morganstein

55-year-old woman @
- -
« 2016: Back pain, imaging: Lytic lesions; found ‘\
to have t(4;14) MM 7

« RVD x4

» Autologous transplant
» Lenalidomide maintenance initiated at 10 mg qd
— Changed to Len 10 mg 21/28 due to cytopenias

* |xazomib at 3 mg added to Len maintenance for 2 months -
unable to tolerate due to nausea
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IFM/DFCI 2009 Study

Pts 65 yrs of age Rvd*t

or younger 8 cycles Lenalidomide
with symptomatic, maintenance

measurable -
NDMM \ rRvd*  |mEL200] RV 12 mos
N = 700 3cycles | AscTt | 2 cveles
(N'= ) consolidation

= Primary objective: PFS
= Secondary objectives: ORR, MRD, TTP, OS, Safety




Making Cancer History

PES & OS Data

RVD alone

— Transplantation
“_Transplantation
|

RVD alone

24 36 24 36

Months of Follow-up Months of Follow-up

No. at Risk No. at Risk
RVD alone 350 228 157 RVD alone 350 325 293
Transplantation 350 264 196 Transplantation 350 313 281

Attal, M et al. N Engl J Med. 376:1311, 2017.



BMT CTN STaMINA Trial

Stratified by risk group (high vs standard)

Single ASCT

Lenalidomide Maintenance until PD*
10 mg/day for 3 cycles, then 15 mg/day* §
(n = 257)

ASCT-eligible pts = 70 yrs
with symptomatic MM and

. - 3 ma/m? IV vs 1.4. 8.
22 Cycles SYStemICtX o Lenalidomids 15 mg Daye 1-15

Lenalidomide 15 mg Days 1-15

iniﬁateq in past 12'm03; —-1 Dexamethasone 40 mg IV Days 1, 8, 15 Emd
NO prior progression; Four 28-day cycles
adequate organ function; (n = 254)
(N = 758)

Tandem ASCT

Melphalan 200 mg/m? IV
Second ASCT
(n=247)

Stadtmauer, EA et al. ASH 2016 Abstract # LBA-1.



PES & OS Data

PFS (Primary Endpoint) 0S
100 1 100 A—E
80 4 80 -
60+ 3 60+
e Y
B 40- 38-Mo Estimate (95% Cl) O 40- 38-Mo Estimate (95% Cl)
— Tandem ASCT 56.5 (49.4-62.9) — Tandem ASCT 82.0 (76.3-86.5)
20 1— VRd consolidation 56.7 (50.0-62.8) 20 91— VRd consolidation 85.7 (80.5-89.5)
— Single ASCT 52.2 (45.4-58.6) — Single ASCT 83.4 (77.9-87.7)
0 |  J L} O L ] L] L}
0 12 pL 38 0 12 24 38
Mos From Randomization Mos From Randomization
Pts at Risk, n Pts at Risk, n
Tandem ASCT 247 200 53 87 Tandem ASCT 247 231 204 147
VRd 254 215 172 99 VRd 254 246 229 166
Single ASCT 257 213 158 80 Single ASCT 257 247 227 148

Stadtmauer, EA et al. ASH 2016 Abstract # LBA-1.



OS probability
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ASCT-1 N =208

ASCT-1 N =208
ASCT2 N =207

ASCT-2 N =207

24

24
Months Months

e Phase III EMNO2/H095: CyBorD = R1. VMP vs. ASCT1 vs. ASCT2 (some centers)

e Later R to consolidation & len maintenance

Cavo, M et al. ASH 2017 Abstract #401.
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e Phase III EMNO2/H095

e CyBorD = R1. VMP vs.
ASCT1 vs. ASCT?2
(some centers)

ASCT-2 and Standard risk cyto . .
ASCT-2 and HIR cyto e [ater R to consolidation

=5 2 24 ' & len maintenance

Months
Number at risk
139 126
38

Cavo, M et al. ASH 2017 Abstract #401.




Len Maintenance: Updated CALGB Data

Better PFS Better OS
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—— Placebo
—— Lenalidomide

Overd| survivd (%)

HR 0.57 (95% C1 0.46-0.71); p<0.0001 HR 0-61 (95% C1 0-46-0-80); p=0-0004

1 1 1 I

0
Number at risk
Placebo 229
Lenalidomide 231

20 40 60 80

T H ~ A
No ¢ at rick ime since ASCT (months)

Placebo 229 205 169 137 96
Lenalidomide 231 220 193 167 128

Holstein, SA et al. Lancet Hematol. 4:e431, 2017.



—— Placebo
—— Lenalidomide

e No difference in OS
after progression, so
does not impact on
later therapies
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HR 0-83 (95% C1 0-61-113); p=0-23
0
20 40 60 80
Survival time after progression (months)
Number at nisk

Placebo 167 110 66 36 9
Lenalidomide 125 80 46 21 8

Holstein, SA et al. Lancet Hematol. 4:e431, 2017.




Role of MRD Testing

e Myeloma XI trial
of CTD vs. .
RCD,CVDif | 5. 20mos.
sub-optimal ? oot i -, if MRD*
response, then
obs/len/len +
vorinostat

_..._ PFS >50 mos. if MRDr

De Tute, RM et al. ASH 2017 Abstract #904.




Role of MRD Testing

MRD- post-ASCT & MRD- post-6 mos. maint.

. MRD* post-ASCT/MRD" post-6 mos. maint.
1

““MRD* post-ASCT/MRD* post-6 mos. maint.

‘MRD- post-ASCT/MRD*
| post-6/mos. maint.
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Months since mesrtenance random sation

De Tute, RM et al. ASH 2017 Abstract #904.



Does Risk Matter?

Myeloma XI trial: Len (10 mg for 21/28 days)
vs. observation in all myeloma patients

Lenalidomide Observation

. 39.1 months 19.9 months

All patients (HR 0.46; p<0.0001)
del(17p) or t(4;14)* 24.7 months 10.5 months
del(17p) or t(4;14) 60.4 months 30.7 months

High risk HR 0.30
(t(4;14), t(14;16), t(14;20), del(17p), 95% CI[0.19, 0.48]
gain(lq)

Ultra-high risk

HR 0.31
95% CI [0.15,0.66]

Jackson, G et al. ASH 2017 Abstract #436.



Pilot of Ixazomib/Lenalidomide

e Median f/u
37.8 months

e Median PFS
not yet
reached

* Estimated 2
year PFS 81% | - 2 18 24 30 3B 42 48 54

Time (Months)
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Patel, K et al. ASH 2017 Abstract #437.



FIRST Trial Design

Screening |
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Arm A
Continuous Rd

Benboubker, L et al. N Engl J Med. 371:906, 2014.

Active Treatment + PFS Follow-up Phase

LEN + Lo-DEX Continuously
LENALIDOMIDE 25mg D1-21/28
Lo-DEX 40mg D1,8,15 & 22/28

LEN + Lo-DEX: 18 Cycles (72 wks)
LENALIDOMIDE 25mg D1-21/28
Lo-DEX 40mg D1,8,15 & 22/28

MEL + PRED + THAL 12 Cycles! (72 wks)
MELPHALAN 0.25mg/kg D1-4/42
PREDNISONE 2mg/kg D1-4/42
THALIDOMIDE  200mg D1-42/42

Pts > 75 yrs: Lo-DEX 20 mg D1, 8, 15 & 22/28; THAL2 (100 mg D1-42/42); MEL? 0.2 mg/kg D1—4

PD or Unacceptable Toxicity

LT Follow-Up

PD, OS and
Subsequent Anti-MM Tx




Rd continuous vs MPT.

0.6

(0.58-0.79), P<

00001

PFS

Updated Analysis

Median PFS 4year PFS,
mo %
26.0
21.0

219

Survival Probability

HR (85% Cl)
Rd continuous vs MPT.
0.78 (0.67-0.92), P= 0023

Facon, T et al. Blood online pre-print, 2017.

4-year OS




Subgroup

Rdcontvs MPTw
Rd cont vs Rd18

Favors
Rd Continuous

Updated Analysis

Median TTNT (mo)

Rd Continuous Rd Continuous

Rd vs MPT vs Rd18
HR and 95% CI Continuous HR (95% CI)

HR (95% CI)

36.7 28.5 26.7 0.63 (0.54-0.73)

0.42 (0.32-0.54)

0.61 (0.51-0.73)

Favors MPT Flgure 6
or

Facon, T et al. Blood online pre-print, 2017.




Other Options: Ixazomib

e Integrated
analysis of 4
trials using
1xazomib
maintenance
after ixa-based " Tme o st of s aget sz maanance (nonvs)

$ at risk:

induction

8

ICd: NE (9.7-NE)
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Dimopoulos, MA et al. ASH 2017 Abstract #902.




Other Options: Ixazomib Adverse Events

Table: Most common any-grade, all-cause AEs and grade 23 drug-related AEs (22% of pts) during
induction and during maintenance

Incidence during induction Incidence during maintenance
(N=121) (N=121)

_ Any-grade AEs | Grade 23 AEs | Any-grade AEs | Grade 23 AEs
Hematologic

I R R N
| —— — —

Rashes, eruptions 57 (47) 8(7) 24 (20) 2(2)
e I I i

Peripheral 52 (43) 2(2) 1(<1)
e | 0| 0] ]

Arthralgia 18 (15) “ 21 (17) 2(2)

*NEC, not elsewhere classified, high-level term incorporating multiple preferred terms

Dimopoulos, MA et al. ASH 2017 Abstract #902.

Making Cancer History



Take Home Messages

e Consolidation therapy

— Non-transplant consolidation is not a current standard after
induction

— Consolidation does not seem to benefit patients in the post-
transplant setting

— Single ASCT is a standard, and some may benefit from a second
ASCT (high risk?)

— Role of MRD testing to identify optimal candidates for
consolidation is currently under study



Take Home Messages

 Maintenance therapy
— Lenalidomide 1s the standard of care
— Addition of steroids may be warranted
— Single-agent ixazomib maintenance data pending

— Combination therapy with addition of bortezomib or ixazomib
may be helpful in high-risk setting

— MRD is of prognostic benefit, but insufficient data are
available to use this to determine length or intensity of
maintenance



