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POMALYST is indicated for patients with
multiple myeloma who have received at least

two prior therapies including lenalidomide and
bortezomib and have demonstrated disease
progression on or within 60 days of completion
of the last therapy. Approval is based on
response rate.
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4 mg per day taken orally on days 1-21 of

repeated 28-day cycles until disease
progression. POMALYST may be given in

combination with dexamethasone.
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Pomalidomide Celgene in combination with

dexamethasone is indicated in the treatment of
adult patients with relapsed and refractory
multiple myeloma who have received at least
two prior treatment regimens, including both
lenalidomide and bortezomib, and have
demonstrated disease progression on the last
therapy.
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The recommended starting dose of

Pomalidomide Celgene is 4 mg once daily taken
orally on Days 1 to 21 of repeated 28-day
cycles. The recommended dose of
dexamethasone is 40 mg orally once daily on
Days 1, 8, 15 and 22 of each 28-day treatment
cycle.
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Pomalidomide Celgene in combination with

dexamethasone is indicated in the treatment of
adult patients with relapsed and refractory
multiple myeloma who have received at least
two prior treatment regimens, including both
lenalidomide and bortezomib, and have
demonstrated disease progression on the last
therapy.
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The recommended starting dose of

Pomalidomide Celgene is 4 mg once daily taken
orally on Days 1 to 21 of repeated 28-day
cycles. The recommended dose of
dexamethasone is 40 mg orally once daily on
Days 1, 8, 15 and 22 of each 28-day treatment
cycle.
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Pomalidomide Celgene in combination with

dexamethasone is indicated in the treatment of
adult patients with relapsed and refractory
multiple myeloma who have received at least
two prior treatment regimens, including both
lenalidomide and bortezomib, and have
demonstrated disease progression on the last
therapy.
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The recommended starting dose of

Pomalidomide Celgene is 4 mg once daily taken
orally on Days 1 to 21 of repeated 28-day
cycles. The recommended dose of
dexamethasone is 40 mg orally once daily
onDays 1, 8, 15 and 22 of each 28-day treatment
cycle.
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&) 1. Indicated for patients who have received at least two prior
therapies including bortezomib and an immunomodulatory
agent and have demonstrated disease progression on or within
60 days of completion of the last therapy.
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Blood. 2010;116(17):3227-3237.
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2. Richardson PG, Siegel DS, Baz R,et al.

Phase 1 study of pomalidomide MTD, safety, and efficacy in
patients with refractory multiple myeloma who have received
lenalidomide and bortezomib.

Blood. 2013;121(11):1961-1967.

3. Richardson PG, Siegel DS, Vij R et al.

Randomized, Open Label Phase 1/2 Study of Pomalidomide
(POM) Alone or in Combination with Low-Dose
Dexamethasone (LoDex) in Patients (Pts) with Relapsed and
Refractory Multiple Myeloma Who Have Received Prior
Treatment That Includes Lenalidomide (LEN) and Bortezomib
(BORT): Phase 2 Results.[abstract.]

Blood. 2011;118:Abstract634.

4. Jagannath S, Hofmeister CC, Siegel DS, et al.
Pomalidomide (POM) with Low-Dose Dexamethasone (LoDex)
in Patients (Pts) with Relapsed and Refractory Multiple
Myeloma Who Have Received Prior Therapy with
Lenalidomide (LEN) and Bortezomib (BORT): Updated Phase
2 Results and Age Subgroup Analysis. [abstract.]

Blood. 2012;120: Abstract 450.

5. Dimopoulos MA, Lacy MQ, Moreau P et al.

Pomalidomide in Combination with Low-Dose Dexamethasone:
Demonstrates a Significant Progression Free Survival and
Overall Survival Advantage, in Relapsed/Refractory MM: A
Phase 3, Multicenter, Randomized, Open-Label Study.
[abstract.]

Blood. 2012;120: Abstract 6.

6. Leleu X, Attal M, Arnulf B et al.

Pomalidomide plus low-dose dexamethasone is active and well
tolerated in bortezomib and lenalidomide-refractory multiple
myeloma: Intergroupe Francophone du Myélome 2009-02.
Blood. 2013;121(11):1968-1975.

7. Lacy MQ, Allred JB, Gertz MA, et al.

Pomalidomide plus low-dose dexamethasone in myeloma
refractory to both bortezomib and lenalidomide: comparison of
2 dosing strategies in dual-refractory disease.

Blood. 2011;118(11):2970-2975
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San Miguel J, Weisel K, Moreau P, et al.

Efficacy, safety, and QoL in MM-003, a Phase 3, multicenter, randomized, open-label study of
pomalidomide (Pom) + low-dose dexamethasone (LoDex) vs. high-dose dexamethasone
(HiDEX) In RRMM [oral].

Oral presented at: 18th Congress of the European Hematology Association (EHA) 2013; June
13-16; Stockholm, Sweden.

- KPR TR M ST S VS I oD 22 38 M B i R
BT AL T X MMA—T T THF A (n=455)
& 5 B A : pomalidomide & {& A & dexamethasone @ ff H & &
(LLF, Pom+LoDEX #f) : n=302
Pom 4mg (dayl-21) +Dex 40mg (day1,8,15,22) . 191 7 /L 28 HH
B 5 # B : @& & dexamethasone HUME 1A
(LLF, HIiDEX #f) : n=153
Dex 40mg (day1-4,9-12,17-20) . 1 %1 7 /L 28 HH

A 5h i o T B Al

ARABRCIE, FEFMIEE b 5 MIMEAFR (PFS) Z &k L7z (p<0.001),

Pom+LoDEX F£ PFS O Wi JefiiX 4.0 » H TH Y, HIDEX BEIX 1.9 » A, ~¥F— Rk
13 0.48 (p<0.001) THhHo7,

Fo. VI R FEROBARLT Y I 7 O BEANZHMED BE D PFS O Y — RHIZ
0.52 (95%f5#H X [H 0.41-0.68) TH - 7=,

k. EAEFHM (0S) ofdufEiX. Pom+LoDEX #¥EAY 12.7 » H. HIDEX £ 8.1
B A, NYP— KX 0.74 (p=0.028) TH -7,

Z 2 VEFEA
- Mk (Grade3/4) : FEHEES (%)
Iif- B Pk ) i E=yliil /ISR Pk A i
Pom+LoDEX #f
48% 33% 22%
(n=2300)
HIiDEX #
! # 16% 37% 26%
(n=150)

11



- JEM ik FEME (Grade3/d) : FEEILS (%)

SR YL I \ Tirf 4 HE
(%’fj{*) 3 5 IR B 1 %f
R L
) 30%
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http://www.myelomabeacon.com/resources/mtgs/eha2013/abs/s1151/

Efficacy, Safety, And QOL In MM-003, A Phase 3, Multicenter, Randomized, Open-Label Study Of
Pomalidomide (POM) + Low-Dose Dexamethasone (LoDEX) vs High-Dose Dexamethasone
(HiDEX) In RRMM

by The Myeloma Beacon Staff

Published: Jun 13, 2013 6:40 am

EHA 2013 Congress Abstract S1151 (Oral Presentation)

Authors: Jesus San Miguel®™’, Katja Weisel?, Philippe Moreau®, Martha Lacy*, Kevin Song®, Michel
Delforge®, Lionel Karlin’, Hartmut Goldschmidt®, Anne Banos®, Albert Oriol*°, Adrian Alegre™, Christine
Chen'?, Michele Cavo®®, Laurent Garderet™, Valentina Ivanova'®, Joaquin Martinez-Lopez'®, Stacie
Hudgens'’, Xin Yu'®, Lars Sternas*®, Christian Jacques*®, Mohamed Zaki'®, Meletios Dimopoulos*®
Affiliations: *Hematology, Hospital Universitario de Salamanca, Salamanca, Spain, ?Hematology & Oncology, Medicine,
University Hospital Tuebingen, Tuebingen, Germany, *Hematology, University Hospital Hotel-Dieu, Nantes,

France, 4Hematology, Mayo Clinic, Rochester, MN, United States, 5Vancouver General Hospital, Vancouver, BC,
Canada, *Hematology, University Hospital Leuven, Leuven, Belgium, ‘Centre Hospitalier Lyon Sud/Hospices Civils de
Lyon, Pierre-Bénite, France,®Universitatsklinikum Heidelberg, Heidelberg, Germany, gHematology, Centre Hospitalier de
la Céte Basque, Bayonne, France, °Institut Catala d’Oncologia, HGTIiP, Barcelona, 11Hospital Universitario La Princesa,
Madrid, Spain, *?Princess Margaret Hospital, Toronto, ON, Canada, **Bologna University School of Medicine, Institute of
Hematology and Medical Oncology, Bologna, Italy, **Hopital Saint Antoine, Paris, France, **GUZ Moscow City Clinical
Hospital S.P.Botki, Moscow, Russian Federation, **Hospital Universitario 12 de Octubre, Madrid, Spain, *’Adelphi Values,
Boston, MA, *¥Celgene Corporation, Summit, NJ, United States, *°Alexandra Hospital, Athens, Greece

Background: Relapsed/refractory multiple myeloma (RRMM) patients (pts) who are refractory to
bortezomib (BORT) and lenalidomide (LEN) treatment (Tx) have a poor prognosis with short overall
survival (OS) and reduced quality of life (QOL). HIDEX is commonly used to treat RRMM. POM was
recently approved by the US FDA for the treatment (Tx) of RRMM patients who have received at least 2
prior therapies, including BORT and LEN.

Aims: MM-003 study compared POM + LoDEX vs. HIDEX in RRMM pts who failed BORT and LEN and

progressed on their last Tx.
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Methods: Pts must have been refractory to last prior Tx (progressive disease [PD] during or within 60
days) and failed BORT and LEN after = 2 consecutive cycles (C) of each (alone or in combination). Pts
were randomized 2:1 to receive 28-day C of POM 4 mg D1-21 + LoDEX 40 mg (20 mg for pts aged > 75
y) weekly or HIDEX 40 mg (20 mg for pts aged > 75 y) D1-4, 9-12, and 17-20. Tx continued until PD or
unacceptable toxicity. The primary endpoint was progression-free survival (PFS) and secondary
endpoints included OS, overall response rate (ORR; = partial response [2PR]), duration of response,
safety, and QOL. For pt-reported QOL outcomes, change scores and minimal important differences
were calculated as meaningful change from baseline through C5 (1 standard error of measurement) for
the 5 clinically relevant EORTC QLQ-C30 domains (Global Health Status, Physical Functioning,
Fatigue, Emotional Functioning, and Pain). Time to QOL worsening was compared between arms by the
Kaplan-Meier method.

Results: 455 pts were randomized to POM + LoDEX or HIDEX. The median number of prior Tx was 5
(range 1-17). 72% were refractory to LEN and BORT. Median follow-up was 4 mos. POM + LoDEX
significantly extended median PFS and OS vs. HIDEX, despite 29% of HIDEX pts receiving POM after
PD (Table). At this point, the Data Monitoring Committee recommended crossover from HiDEX to POM
+ LoDEX. As of Nov 9, 2012, the ORR remained significantly higher for POM + LoDEX vs. HIDEX
(Table). The most frequent grade 3-4 adverse events (AEs) for POM + LoDEX vs. HIDEX were
neutropenia (42% vs. 15%), anemia (27% vs. 29%), and infection (24% vs. 23%); discontinuation due to
AEs was infrequent (7% vs. 6%). Regarding QOL, favorable trends were observed for POM + LoDEX
vs. HIDEX in each of the 5 relevant domains. QOL in responders vs. patients who have progressed by
arm indicated statistically significant differences favoring POM + LoDEX responders in Physical
Functioning (P = .005) and Fatigue (P = .032). In all pts, by Kaplan-Meier estimation, POM + LoDEX
extended median time to meaningful symptom and QOL worsening vs. HIDEX for all 5 domains (Table).
Updated results will be presented at the meeting.

Image / Pictures:
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POM + LoDEX HIiDEX PValue
{n=302) {n=153)
All patients
ORR., % 21 3 <. 001
Median duration of .
response, mos 101 Mot estimable
Pts = 6 Mos Post- _ _
Enroliment n =204 n=99
ORR, % 24 3 =.001
Median duration of .
fesponse, Mos 10.1 Mot estimable
Survival Outcomes, n =302 n =153 HR Log-Rank
mos . PValue
Median PFS _ 386 1.8 0.45 < .001
Median OS | Not reached 7.8 0.53 < 001
{I'gesﬁl:aél“'nme to First Worsening in QOL Domains, days Log-Rank P Value
Global Health Status | 114 (71-143) B5 (37-140) 058
FPhysical Functioning 174 (123-288) 106 (57-NE) 088
Fatigue 113 (71-169) 60 (57-113) 038
Emotional Functioning | 190 (145-361) 124 (64-235) 023
FPain 147 (B9-MNE) 113 (58-NE) 203

Summary / Conclusion: POM has shown activity in MM pts refractory to LEN and BORT. In this
study, POM + LoDEX significantly extended PFS and OS vs. HIDEX and resulted in improvements in
clinically relevant QOL measurements over the course of Tx. POM + LoDEX should become a standard
of care in these pts.

Tags: EHA 2013 Meeting Abstract, Multiple Myeloma
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