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OVERVIEW OF ACTIVITY

The annual American Society of Hematology (ASH) meeting is unmatched in its importance with regard to advancements in hematologic
cancer and related disorders. It is targeted by many members of the clinical research community as the optimal forum in which to unveil
new clinical data. This creates an environment each year in which published results from a plethora of ongoing clinical trials lead to the
emergence of many new therapeutic agents and changes in the indications for existing treatments across virtually all malignant and
benign hematologic disorders. As online access to posters and plenary presentations is not currently available, a need exists for additional
resources to distill the information presented at the ASH annual meeting for those clinicians unable to attend but desiring to remain up to
date on the new data released there. To bridge the gap between research and patient care, this CME activity will deliver a serial review

of the most important emerging data sets from the latest ASH meeting, including expert perspectives on how these new evidence-based
concepts can be applied to routine clinical care. This activity will assist medical oncologists and other cancer clinicians in the formulation of

optimal clinical management strategies for hematologic cancer.

LEARNING OBJECTIVES

e Recall the efficacy and safety outcomes with the pomalidomide/dexamethasone combination in patients with multiple myeloma

refractory to both bortezomib and lenalidomide.

¢ Identify the two dosing schedules of pomalidomide currently under investigation in refractory multiple myeloma.
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Click here for papers on proteasome inhibitors and IMiDs in multiple myeloma

In the last issue of our San Antonio-focused edition of this series, we opined about
the lack of recent research progress in breast cancer and looked to a tumor occurring
at one tenth the frequency for inspiration and hope. Multiple myeloma affects
approximately 20,000 new patients in the US annually and for a long time was a
disease stuck for new therapeutic options. However, fairly recently two classes of
treatments have stormed onto the scene — immunomodulatory agents (IMiDs) and
proteasome inhibitors — making myeloma perhaps the fastest moving and most
dynamic area in oncology.

It's difficult to figure out exactly what led to this encouraging state of affairs, but those
in the middle of it all claim that an effective partnership between academia, industry
and unusually active advocacy groups made it happen. One might also consider that
perhaps there was a unique and fortunate tumor biopharmacology at work here.
Regardless of the source of this important progress, currently, lenalidomide, bortezomib
and to a lesser extent thalidomide are helping patients with myeloma live longer and
feel better. Perhaps even more importantly, two exciting but not yet approved agents
— carfilzomib and pomalidomide — seem poised to further transform the classic
paradigms of this enigmatic disease. Several related ASH data sets provide a glimpse of
what the future may hold for these unique classes of agents:

1. Subcutaneous bortezomib

A large (n = 222) international Phase III study demonstrated similar efficacy but
markedly less neurotoxicity when SC bortezomib was compared to IV administration
in the refractory setting. These intriguing findings suggest that higher peak drug
levels occurring with IV treatment may correlate with neuronal damage and that

the SC approach may offer obvious patient care advantages. Investigators are very
quickly attempting to further validate this interesting concept. Another important
clinical research avenue with bortezomib as presented by Antonio Palumbo and others
is weekly dosing of the agent, which seems to be equally efficacious and much less
neurotoxic

2. Pomalidomide

Two more Phase II studies of this fascinating and well-tolerated IMiD combined with
dexamethasone demonstrated substantial antitumor effect in almost half of the
trial participants, all of whom were considered refractory to both bortezomib and
lenalidomide. Clinicians seem ready to use this drug now.
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3. Carfilzomib

Again, significant activity was seen in later-line treatment in two separate Phase II
studies, with minimal neurotoxicity, including a lack of worsening of this challenging
adverse effect in patients with baseline peripheral neuropathy. A current compelling
Phase III study is randomly assigning patients to either CRD or Rd in the search for
the “R-CHOP” of myeloma. As with pomalidomide, oncologists again seem ready and
interested in utilizing this agent.

Next up on our final ASH 5-Minute Journal Club: Papers on MDS, AML and my personal
favorite current topic in oncology, AP.

Neil Love, MD
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Pomalidomide/Dexamethasone Combination in Relapsed/
Refractory Multiple Myeloma

Presentations discussed in this issue

Lacy MQ et al. Pomalidomide plus low dose dexamethasone in myeloma refractory
to both bortezomib and lenalidomide: Comparison of two dosing strategies in
dual-refractory disease. Proc ASH 2010;Abstract 863.

Leleu X et al. Phase 2 study of 2 modalities of pomalidomide (CC4047) plus
low-dose dexamethasone as therapy for relapsed multiple myeloma. IFM
2009-02. Proc ASH 2010;Abstract 859.

Slides from presentations at ASH 2010 and transcribed comments
from a recent interview with Rafael Fonseca, MD (12/22/10)

Pomalidomide plus Low-Dose Dexamethasone in
Myeloma Refractory to Both Bortezomib and
Lenalidomide: Comparison of Two Dosing
Strategies in Dual-Refractory Disease!?

Phase 2 Randomised Open Label Study of 2
Modalities of Pomalidomide plus Low-Dose
Dexamethasone in Patients with Multiple
Myeloma, Refractory to Both Lenalidomide and
Bortezomib. IFM 2009-022

lLacy MQ et al.
Proc ASH 2010;Abstract 863.

2L eleu X et al.
Proc ASH 2010;Abstract 859.
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Pomalidomide plus Low-Dose
Dexamethasone in Myeloma
Refractory to Both Bortezomib and

Lenalidomide: Comparison of Two
Dosing Strategies in Dual-Refractory
Disease

Lacy MQ et al.
Proc ASH 2010;Abstract 863.

Background

e Pomalidomide/dexamethasone (pom/dex) regimen using a
pom dose of 2 mg/day has demonstrated response rates of:

- 63% in relapsed multiple myeloma (JCO 2009;27:5008)

- 32% in a lenalidomide-refractory cohort (Leukemia
2010;24:1934)

e The maximum tolerated dose of pomalidomide has been
determined to be 4 mg/day for 21 of 28 days (Proc ASH
2009;Abstract 301).

e Two sequential phase II trials were opened to evaluate the
efficacy of a pom/dex regimen using different doses of pom
in patients with multiple myeloma refractory to both
lenalidomide and bortezomib.

Lacy MQ et al. Proc ASH 2010;Abstract 863.
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Study Methods and Objectives

e Methods

- Two sequential Phase II trials opened with 35 patients
each

- May 2009 - Nov 2009: Cohort A (2 mg/day pom)
- Nov 2009 - Apr 2010: Cohort B (4 mg/day pom)

- Responses were assessed according to IMWG response
criteria

e Study Objectives

- Assess response rate and duration of remission in dual-
refractory multiple myeloma

- Assess toxicity in this patient population

Lacy MQ et al. Proc ASH 2010;Abstract 863.

Treatment Schema

Eligibility

Previously treated multiple myeloma

Resistant/refractory to both lenalidomide and bortezomib

=1 prior regimen; no upper limit on number of previous regimens

Pomalidomide 2 mg or 4 mg daily continuous, days 1-28
28-day

T

Dexamethasone 40 mg days 1, 8, 15, 22
Aspirin 325 mg daily

If no response after 2 cycles, or if progression, then pomalidomide dose
could be increased to 4 mg/day in the 2 mg cohort.

Lacy MQ et al. Proc ASH 2010;Abstract 863.
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Efficacy Assessment

Pomalidomide 2 mg Pomalidomide 4 mg
(n = 35) (n = 35)
Confirmed Response (=PR) 26% 26%
>Minimal Response 49% 40%
Time to Response (Median) 1 month 1.7 months
Duration of Response 12 months Not attained
Survival Rate at 6 Months 78% 69%

2MR in patients from both subgroups (N = 62) considered to be at high risk was 33%.

Lacy MQ et al. Proc ASH 2010;Abstract 863.

Select Adverse Events

Pomalidomide Pomalidomide
2 mg (n = 35) 4 mg (n = 35)
Grade 3/4 Neutropenia 49% 66%
All Grades Neuropathy (Possibly o o
attributed to pomalidomide) <06 2940
Grade 3/4 Neuropathy (Possibly
attributed to pomalidomide) Lo 3%
Thromboembolic Events 9% 6%

Lacy MQ et al. Proc ASH 2010;Abstract 863.
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Author Conclusions

e Pomalidomide/dexamethasone has significant activity in
heavily pretreated myeloma refractory to lenalidomide and
bortezomib.

e Responses are rapid with median time to response within
2 months.

e Toxicity is manageable at both dose levels and consists
primarily of neutropenia, but rate is higher at the 4-mg
continuous dose.

e No evidence for dose response; responses appear similar
with both dose levels.

e Effective in patients at high risk.

e Studies ongoing to assess whether pom starting dose of
4 mg for 21 of 28 days is equally efficacious while producing
less toxicity.

Lacy MQ et al. Proc ASH 2010;Abstract 863.

Phase 2 Randomised Open Label
Study of 2 Modalities of
Pomalidomide plus Low-Dose

Dexamethasone in Patients

with Multiple Myeloma, Refractory to
Both Lenalidomide and Bortezomib.
IFM 2009-02

Leleu X et al.
Proc ASH 2010;Abstract 859.
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IFM 2009-02 Phase 11

Study Schema

Arm A- Cycle 21 days (21/28)

Eligibility - Pomalidomide 4 mg PO, days 1-21
: Dexamethasone 40 mg PO
Relapsed multiple _ on days 1, 8, 15 and 22

myeloma

Refractory to at least [
2 cycles of both
lenalidomide and
bortezomib

=1 prior therapies

A Cycle in Either Arm is 28 Days

Arm B- Cycle 28 days (28/28)
» | Pomalidomide 4 mg PO, days 1-28
Dexamethasone 40 mg PO

on days 1, 8, 15 and 22

Primary Study Objective:
Response rate (=PR) in either

arm according to IMWG criteria

Leleu X et al. Proc ASH 2010;Abstract 859.

Efficacy Assessment

Arm A (21/28) Arm B (28/28)
(n = 43) (n = 41)
Overall Response Rate (=PR) 42% 39%
Stable Disease 46.5% 51%
Time to Best Response 2 months 1.7 months
Time to Progression, Median* 7 months 9.7 months

* Median follow-up was 6.5 months for Arm A and 7 months for Arm B.

Leleu X et al. Proc ASH 2010;Abstract 859.
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Select Adverse Events

Arm A (21/28) Arm B (28/28)

(n = 43) (n = 41)
>Grade 3 Events 23.5% 26.5%
Percentage Hematologic Events ° o
of All ZGrade 3 Events 965 Q%
Neuropathy 0 0
Deep Vein Thrombosis (with 0 0
prophylactic treatment)

Leleu X et al. Proc ASH 2010;Abstract 859.

Author Conclusions

e Pomalidomide and dexamethasone combination provides
responses in patients with advanced myeloma refractory to
bortezomib and lenalidomide.

e Pomalidomide 4 mg per day is well tolerated.

e Pomalidomide 4 mg per day 21 days out of 28-day cycle
does not appear inferior to pomalidomide 4 mg per day
continuous on 28-day cycle.

Leleu X et al. Proc ASH 2010;Abstract 859.
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Investigator comment on pomalidomide/dexamethasone
combination for multiple myeloma refractory to both
lenalidomide and bortezomib

The presentation by Lacy was from a series of Phase II trials conducted at
my institution. The study essentially showed that significant activity with the
pomalidomide/dexamethasone combination is observed in patients who are
truly refractory to both bortezomib and lenalidomide. The minor responses
were as high as 49 percent, and thus support that once approved, this
combination could be an alternative for patients with refractory disease.

The study by Leleu also showed that in this patient population with heavily
pretreated disease, there is a significant likelihood of patients achieving
responses. Regarding the specific issues of the two dosing cycles of 21/28 or
28/28, I believe it is hard to compare them right now, so I would not like to
make a statement that either therapy was better. My take from this study is
that even being the third IMID® and being similar to both thalidomide and
lenalidomide, pomalidomide has a different efficacy and safety profile, and in
my opinion, it will soon be part of the standard armamentarium against
myeloma.

Interview with Rafael Fonseca, MD, December 22, 2010
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