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OVERVIEW OF ACTIVITY

Hematologic oncology is one of the most rapidly evolving fields in medicine. Results presented at major cancer
conferences from a plethora of ongoing clinical trials lead to the continual emergence of new therapeutic agents
and changes in the indications for existing treatments. In order to offer optimal patient care, the practicing
hematologist-oncologist must be well informed of these advances. To bridge the gap between research and
patient care, this issue of Cancer Conference Update uses one-on-one discussions with Drs Kahl, Ghobrial,
Garcia-Manero, Czuczman and Gernsheimer to apply clinical trial data presented at the 2009 American Society
of Hematology Meeting to the management of various types of hematologic cancer. This CME activity is thus
designed to assist hematologist-oncologists with the formulation of up-to-date therapeutic algorithms for patients
with lymphoid and myeloid cancer.

LEARNING OBJECTIVES

e Apply emerging clinical trial data to the evidence-based selection of treatment for patients with
hematologic cancer.

e Develop evidence-based treatment algorithms for frequently encountered adult chronic leukemias.

e Summarize emerging data with novel agents/combinations and radioimmunotherapy approaches for newly
diagnosed or relapsed/refractory indolent or aggressive B-cell non-Hodgkin lymphomas.

e Tailor up-front/induction therapy based on individual and disease characteristics for patients with
multiple myeloma.

e Evaluate consolidation and maintenance therapy approaches for patients with multiple myeloma.

e Describe the standard therapeutic approaches and investigational strategies for the treatment of newly
diagnosed and relapsed acute promyelocytic leukemia (APL).

e Recall the efficacy and side effects of hypomethylating and immunomodulating agents in the treatment
of myelodysplastic syndromes (MDS) and acute myelogenous leukemia (AML).

e Appraise data on the efficacy of small molecule thrombopoietin receptor agonists in immune
thrombocytopenic purpura.

e Describe therapeutic options for patients with idiopathic thrombocytopenic purpura (ITP) and cutaneous
T-cell lymphoma (CTCL).
ACCREDITATION STATEMENT

Research To Practice is accredited by the Accreditation Council for Continuing Medical Education to provide
continuing medical education for physicians.

CREDIT DESIGNATION STATEMENT

Research To Practice designates this educational activity for a maximum of 3.75 AMA PRA Category 1 Credits™.
Physicians should only claim credit commensurate with the extent of their participation in the activity.

HOW TO USE THIS CME ACTIVITY

This CME activity contains an audio component. To receive credit, the participant should review the CME informa-
tion, listen to the CDs and complete the Post-test and Educational Assessment and Credit Form located in the back
of this booklet or on our website at CME.ResearchToPractice.com.
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CONTENT VALIDATION AND DISCLOSURES

Research To Practice (RTP) is committed to providing its participants with high-quality, unbiased and
state-of-the-art education. We assess potential conflicts of interest with faculty, planners and managers
of CME activities. Real or apparent conflicts of interest are identified and resolved through a conflict of
interest resolution process. In addition, all activity content is reviewed by both a member of the RTP
scientific staff and an external, independent physician reviewer for fair balance, scientific objectivity of
studies referenced and patient care recommendations.

FACULTY — The following faculty (and their spouses/partners) reported real or apparent conflicts
of interest, which have been resolved through a conflict of interest resolution process: Dr Kahl —
Advisory Committee: Celgene Corporation, Cephalon Inc, Genentech BioOncology, GlaxoSmithKline,
Millennium Pharmaceuticals Inc, Roche Laboratories Inc. Dr Ghobrial — Advisory Committee:
Celgene Corporation, Novartis Pharmaceuticals Corporation; Speakers Bureau: Celgene Corporation,
Millennium Pharmaceuticals Inc, Novartis Pharmaceuticals Corporation. Dr Garcia-Manero —
Paid Research: Celgene Corporation, Eisai Inc, Novartis Pharmaceuticals Corporation, Pharmion
Corporation. Dr Czuczman — Advisory Committee: Amgen Inc, Biogen Idec, Celgene Corporation,
Cephalon Inc, Genentech BioOncology, GlaxoSmithKline, Lilly USA LLC, Millennium Pharmaceuticals
Inc, Novartis Pharmaceuticals Corporation; Lectures: Biogen Idec, Genentech BioOncology.
Dr Gernsheimer — Advisory Committee and Consulting Agreement: Amgen Inc; Paid Research:
Amgen Inc, GlaxoSmithKline.

EDITOR — Dr Love is president and CEO of Research To Practice, which receives funds in the form
of educational grants to develop CME activities from the following commercial interests: Abraxis
BioScience, Amgen Inc, AstraZeneca Pharmaceuticals LP, Bayer HealthCare Pharmaceuticals/Onyx
Pharmaceuticals Inc, Biogen Idec, Boehringer Ingelheim Pharmaceuticals Inc, Bristol-Myers Squibb
Company, Celgene Corporation, Centocor Ortho Biotech Services LLC, Cephalon Inc, Eisai Inc, EMD
Serono Inc, Genentech BioOncology, Genomic Health Inc, Genzyme Corporation, GlaxoSmithKline,
ImClone Systems Incorporated, Lilly USA LLC, Millennium Pharmaceuticals Inc, Monogram BioSciences
Inc, Novartis Pharmaceuticals Corporation, OSI Oncology, Roche Laboratories Inc, Sanofi-Aventis and
Spectrum Pharmaceuticals Inc.

RESEARCH TO PRACTICE STAFF AND EXTERNAL REVIEWERS — The scientific staff and reviewers
for Research To Practice have no real or apparent conflicts of interest to disclose.

This educational activity contains discussion of published and/or investigational uses of agents that are
not indicated by the Food and Drug Administration. Research To Practice does not recommend the use
of any agent outside of the labeled indications. Please refer to the official prescribing information for each
product for discussion of approved indications, contraindications and warnings. The opinions expressed
are those of the presenters and are not to be construed as those of the publisher or grantors.
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AUDIO PROGRAM GUIDE

PAPERS DISCUSSED BY BRAD S KAHL, MD (MCL, FL, DLBCL)

1 Abstract 403: NCCN comparative analysis
— R-CHOP — high-dose therapy and autol-
ogous stem cell rescue (HDT/ASCR) versus
R-hyper-CVAD versus R-CHOP alone for
younger patients with mantle-cell lymphoma
(MCL)

2 Abstract 1661: First analysis of ECOG-
E1405 — A Phase II study of VeR-CVAD
with maintenance rituximab for untreated
MCL

3 Abstract 405: Phase III study results of
bendamustine/rituximab versus CHOP-R
as first-line therapy for advanced, indolent
follicular lymphoma (FL) and MCL

4 Abstract 924: Bendamustine, bortezomib
and rituximab in relapsed or refractory
indolent and mantle-cell non-Hodgkin
lymphoma (NHL)

5 Abstract 933: VERTICAL — Bortezomib,
bendamustine and rituximab in relapsed or
refractory FL

6 Abstract 935: Single-agent ofatumumab in
rituximab-refractory FL

7 Abstract 1706: Maintenance rituximab
versus observation after short-term R-FND
as first-line treatment for elderly patients
with advanced FL

8 Abstract 3743: A Phase II study of ritux-
imab, fludarabine and mitoxantrone (R-FM)
followed by yttrium-90 ibritumomab tiuxetan
for untreated FL

9 Abstract 3759: Tositumomab and iodine
1 131 tositumomab for untreated, advanced-
stage FL — 10-year follow-up

10 Abstract 406: LNHO03-6B GELA study —
R-CHOP14 versus R-CHOP21 in elderly
patients with diffuse large B-cell lymphoma
(DLBCL)

11 PRIMA: R-CHOP versus R-CVP
followed by maintenance rituximab or
observation in FL

PAPERS DISCUSSED BY IRENE M GHOBRIAL, MD

(MULTIPLE MYELOMA)

1 Abstract 3: Bortezomib/melphalan/
prednisone (VMP) versus bortezomib/
thalidomide/prednisone (VTP) followed by
maintenance VT versus VP for older patients
with untreated multiple myeloma (MM)

2 Dose scheduling of bortezomib and periph-
eral neuropathy

3 Abstract 127: EVOLUTION — A
Phase II study of novel drug combina-
tions with bortezomib, dexamethasone,
cyclophosphamide and lenalidomide for
newly diagnosed MM

4 Abstract 128: Up-front bortezomib/
melphalan/prednisone/thalidomide (VMPT)
followed by maintenance bortezomib and
thalidomide for elderly patients with MM

5 Abstract 301: Pomalidomide with or
without low-dose dexamethasone in relapsed
or refractory MM after prior treatment with
lenalidomide and bortezomib

6 Abstract 302: PX-171-004 — Single-agent
carfilzomib in bortezomib-naive patients with
relapsed or refractory MM

7 Abstract 351: A Phase I1I study of double
autotransplant incorporating bortezomib/
thalidomide/dexamethasone (VTD) or
thalidomide/dexamethasone (TD) for MM

8 Abstract 353: IFM 2005-01 — A Phase I1I
study of induction bortezomib/dexamethasone
in high-risk MM

9 Abstract 354: Bortezomib/dexamethasone
(VD) versus reduced-dose bortezomib/thalid-
omide/dexamethasone (VI'D) prior to autolo-
gous stem cell transplant (ASCT) in newly
diagnosed MM



10 Abstract 529: IFM 2005-02 —
Lenalidomide after ASCT in MM

11 Abstract 530: A Phase III trial of
bortezomib consolidation after high-dose
melphalan

12 Abstract 613: A Phase I1I study of lenalid-
omide/melphalan/prednisone for elderly
patients with newly diagnosed MM

13 Abstract 614: A Phase III trial of lenalido-
mide/dexamethasone versus therapeutic
abstention in smoldering MM at high risk of
progression to symptomatic MM

14 Abstract 618: Bortezomib and pegylated
liposomal doxorubicin/thalidomide — a
steroid-independent regimen — for
untreated MM

15 Abstract 748: Weekly bortezomib/temsiro-
limus in relapsed or relapsed/refractory MM

16 Abstract 955: Novel agents and the revers-
ibility of renal failure in newly diagnosed MM

17 Abstracts 957, 958: Effect of bortezomib
in overcoming poor-risk cytogenetics

18 Abstract 3859: VISTA — Bortezomib/
melphalan/prednisone versus melphalan/
prednisone in untreated MM: Updated
survival analysis after 3 years follow-up and
extensive subsequent treatment

PAPERS DISCUSSED BY GUILLERMO GARCIA-MANERO, MD

(APL, MDS, AML, CML)

1 Abstract 846: Long-term follow-up of
single-agent arsenic trioxide (As,O,) in
newly diagnosed acute promyelocytic
leukemia (APL)

2 Clinical use of As,O; as front-line treatment
for APL

3 Abstract 843: French ATU program
— Azacitidine as first-line therapy in acute
myeloid leukemia (AML)

4 Abstract 1029: Low-dose subcutaneous
maintenance azacitidine for older patients
with AML in first remission

5 Abstract 2061: Clofarabine for older
patients with untreated AML and unfavorable
prognostic factors

6 Abstract 117: Dose-escalation of oral azaciti-
dine in myelodysplastic syndromes (MDS) or
AML

7 Efficacy of intravenous versus subcutaneous
administration of azacitidine

8 Abstract 842: High-dose lenalidomide as
initial therapy for AML in patients older than
age 60

9 Evaluating the role of hypomethylating
agents with high-dose lenalidomide in AML

10 Abstract 338: Efficacy of dasatinib in
untreated, early chronic-phase chronic
myelogenous leukemia (CML)

11 Abstract 509: Factors predictive for
outcome with second-generation tyrosine
kinase inhibitors for chronic-phase CML
after imatinib failure

12 Abstract LBA-1: ENESTnd — Nilotinib
versus imatinib in newly diagnosed chronic-
phase CML

PAPERS DISCUSSED BY MYRON S CZUCZMAN, MD (CLL, NHL, TCL)

1 Abstract 205: Bendamustine/rituximab
(BR) as first-line therapy for advanced chronic
lymphocytic leukemia (CLL)

2 Abstract 207: Ofatumumab/fludarabine/
cyclophosphamide (O-FC) in untreated CLL

3 Role of ofatumumab in the treatment
of CLL



4 Abstract 535: A Phase I1I trial of first-line
fludarabine/cyclophosphamide/rituximab
(FCR) in advanced CLL

5 Abstract 539: CALGB-9712 — Long-term
survival analysis of fludarabine and rituximab
in CLL without increased risk of a second
tumor

6 Abstract 1662: A retrospective analysis of
bendamustine with or without rituximab in
heavily pretreated CLL and lymphoma

7 Abstract 2367: Superiority of bendamustine
compared to chlorambucil in the treatment
of CLL in elderly patients across clinically
defined risk groups

8 Abstract 3433: Serum ofatumumab, baseline
patient characteristics and clinical outcomes
among patients with fludarabine-refractory
CLL treated with single-agent ofatumumab

9 Abstract 2679: NHL 1-2003 — A Phase III
study evaluating peripheral stem cell mobili-
zation after bendamustine/rituximab versus
CHOP-R in indolent lymphomas

10 Abstract 2681: A pooled long-term analysis
of bendamustine for patients with rituximab-
refractory NHL

11 Abstract 2686: ML 18324 update —
FCR followed by maintenance rituximab
in untreated advanced-stage nonfollicular
lymphoma

12 Abstract 2732: Long-term follow-up of
tositumomab and iodine I 131 tositumomab
for NHL after disease progression following
rituximab

13 Abstract 919: Activity of pralatrexate in
cutaneous T-cell lymphoma (CTCL) — A
dose-finding study

14 Abstract 1675: Safety of pralatrexate
in relapsed or refractory peripheral T-cell
lymphoma (PTCL)

15 Abstract 1657: Phase II study results of
romidepsin in relapsed PTCL

16 Perspective on evolving treatment strate-
gies for T-cell lymphomas

PAPERS DISCUSSED BY TERRY GERNSHEIMER, MD (ITP)

1 Unraveling the biologic processes under-
lying immune thrombocytopenia (ITP)

2 Mechanism of action of small-molecule
thrombopoietin receptor agonists

3 Side effects and toxicities associated with
thrombopoietin stimulating agents

4 Abstract 679: Incidence of treatment failure
and splenectomy in nonsplenectomized
patients with ITP receiving romiplostim or
standard treatment

5 Risk of rebound thrombocytopenia
associated with withdrawal of eltrombopag
or romiplostim

6 Abstract 681: Long-term efficacy and safety
of romiplostim in chronic ITP

7 Abstract 682: EXTEND — Long-term oral
eltrombopag for the treatment of
chronic ITP
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QUESTIONS (PLEASE CIRCLE ANSWER):

1. In a Phase Illl randomized trial for 5. In the Phase Ill randomized trial

patients with advanced follicular,
indolent and mantle-cell lymphomas,
first-line treatment with bendamus-
tine and rituximab was
to R-CHOP in terms of progression-free
survival and complete response rate.

a. Superior

b. Inferior

c. Comparable

. In a study of the novel human CD20
monoclonal antibody ofatumumab as
single-agent therapy for patients with
rituximab-refractory follicular lymphoma,
an overall response rate of approximately
was reported.

a. 10 percent

b. 40 percent

c. 60 percent

. In a Phase Ill randomized trial
evaluating bortezomib/melphalan/
prednisone (VMP) versus bortezomib/
thalidomide/prednisone (VTP) followed
by maintenance VT versus VP for
older patients with untreated multiple
myeloma, response rates with VMP in
the induction regimen analysis were
to VTP.

a. Inferior

b. Superior

c. Comparable

. In the Phase Ill randomized trial
evaluating VMP versus VTP followed
by maintenance VT versus VP for
older patients with untreated multiple
myeloma, in the maintenance regimen
analysis of VT versus VP,
increased complete remission rates.

a. VT

b. VP

c. Bothaand b

d. Neither a nor b

comparing VMP to VTP followed by
maintenance VT versus VP for older
patients with untreated multiple
myeloma, the rate of neurotoxicity was
reduced when bortezomib was adminis-
tered .

a. Weekly

b. Twice weekly

c. Monthly

d. None of the above

6. Which of the following trials

evaluated novel drug combinations
with bortezomib, dexamethasone,
cyclophosphamide and lenalidomide for
newly diagnosed multiple myeloma?

a. EVOLUTION

b. IFM 2005-01

c. VISTA

d. All of the above

e. None of the above

7. In a Phase Ill randomized trial evaluating
up-front bortezomib/melphalan/
prednisone and thalidomide (VMPT)
followed by maintenance bortezomib
and thalidomide versus VMP and no
maintenance therapy for elderly patients
with multiple myeloma, the complete
remission rate was significantly higher
for patients receiving VMPT.

a. True
b. False

8. In a randomized trial, patients receiving
lenalidomide after ASCT exhibited
improved complete response rates
compared to patients receiving placebo.

a. True
b. False
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QUESTIONS (PLEASE CIRCLE ANSWER):

9. For patients receiving single-agent 14. A study of tositumomab and iodine

10.

12.

13.

arsenic trioxide for the treatment of
newly diagnosed acute promyelocytic
leukemia, a hematological remission
rate of approximately
was reported.

a. 30 percent

b. 50 percent

c. 90 percent

Results from a Phase | dose-escalation
study to evaluate the safety, pharmaco-
kinetics and pharmacodynamics of oral
azacitidine in patients with myelodys-
plastic syndromes or acute myelogenous

15,

1 131 tositumomab for non-Hodgkin
lymphoma after disease progres-
sion following rituximab demonstrated
efficacy with iodine | 131 tositumomab
in an indolent lymphoma population.
a. True
b. False

A study of romiplostim for the
treatment of chronic immune throm-
bocytopenia reported the agent was
not well tolerated, with an increase in
adverse events as duration of treatment
increased.

leukemia found oral azacitidine to be a. True

active and well tolerated. b. False
a. True 16. In a Phase Il trial of first-line fludara-
b. False

11. Which of the following are second-
generation tyrosine kinase inhibitors
in the management of CML?

bine/cyclophosphamide/rituximab

in advanced chronic lymphocytic
leukemia, the addition of rituximab to
fludarabine/cyclophosphamide resulted

a. Dasatinib in_____ overall response rates.
b. Imatinib a. Inferior
c. Nilotinib b. Superior

d. Both aand b
e. Both aand c

Data from a Phase lll trial comparing
nilotinib to imatinib for patients with
newly diagnosed chronic myelogenous
leukemia in chronic phase demonstrated
significantly higher and faster rates of
major molecular response and complete
molecular response among patients who
received .

a. Nilotinib 300 mg BID

b. Nilotinib 400 mg BID

c. Imatinib 400 mg qd

d. Bothaand b

Pomalidomide belongs to which class
of drugs?

a. IMiDs®

b. Proteasome inhibitors

c. HDAC inhibitors

d. None of the above

17.

c. Comparable

In a study of pomalidomide with or
without low-dose dexamethasone in
relapsed or refractory multiple myeloma
after treatment with lenalidomide and
bortezomib, pomalidomide alone or in
combination with dexamethasone was
found to be an active therapeutic option
for patients with heavily pretreated
disease.

a. True

b. False

Post-test answer key: 1a, 2a, 3c, 4c, 5a, 6a, 7a, 8a, 9c, 10a, 1le, 12d, 13a, 14a, 15b, 16b, 17a
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EDUCATIONAL ASSESSMENT AND CREDIT FORM
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Research To Practice is committed to providing valuable continuing education for oncology clinicians,
and your input is critical to helping us achieve this important goal. Please take the time to assess the
activity you just completed, with the assurance that your answers and suggestions are strictly confidential.

PART ONE — Please tell us about your experience with this educational activity

How would you characterize your level of knowledge on the following topics?
4 = Excellent 3 =Good 2 = Adequate 1 = Suboptimal

BEFORE AFTER
Weekly versus twice-weekly bortezomib in a Phase Il study of VMP
versus VTP in newly diagnosed multiple myeloma 4321 4321
Improvement in overall survival with first-line FCR in advanced CLL 4321 4321
Nilotinib versus imatinib in newly diagnosed CML in chronic phase 4321 4321
Emerging data with arsenic trioxide in APL 4321 4321
Efficacy of hypomethylating agents and lenalidomide in MDS
and AML 4321 4321
Optimizing the dose of pomalidomide and activity in combination
with low-dose dexamethasone after lenalidomide/bortezomib 4321 4321

Was the activity evidence based, fair, balanced and free from commercial bias?
O Yes @ No

Will this activity help you improve patient care?
™ Yes — No ) Not applicable

Did the activity meet your educational needs and expectations?
O Yes © No

Please respond to the following learning objectives (LOs) by circling the appropriate selection:

4 =Yes 3= Wil consider 2=No 1=Alreadydoing N/M = L0 not met N/A = Not applicable
As a result of this activity, | will be able to:
o Apply emerging clinical trial data to the evidence-based selection of

treatment for patients with hematologic cancer........................... 4 321 N/M N/A
e Develop evidence-based treatment algorithms for frequently encountered
adult chronic leukemias. . . ... ... 4 32 1 NM N/A

Summarize emerging data with novel agents/combinations and
radioimmunotherapy approaches for newly diagnosed or relapsed/refractory

indolent or aggressive B-cell non-Hodgkin lymphomas. . ................... 4 32 1 NM N/A
e Tailor up-front/induction therapy based on individual and disease

characteristics for patients with multiple myeloma. .. ................... ... 4321 NM NA
e Evaluate consolidation and maintenance therapy approaches for patients

with multiple myeloma. .. ... 432 1 NM NA

Describe the standard therapeutic approaches and investigational

strategies for the treatment of newly diagnosed and relapsed acute

promyelocytic leukemia (APL) .. ... ... 4321 NM NA
Recall the efficacy and side effects of hypomethylating and immunomodulating

agents in the treatment of myelodysplastic syndromes (MDS) and acute

myelogenous leukemia (AML) . .. ... 4321 NM NA
e Appraise data on the efficacy of small molecule thrombopoietin receptor

agonists in immune thrombocytopenic purpura. . .......... ... .. 432 1 NM NA
e Describe therapeutic options for patients with idiopathic thrombocytopenic

purpura (ITP) and cutaneous T-cell lymphoma (CTCL). . ................... 4321 N/M NA
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EDUCATIONAL ASSESSMENT AND CREDIT FORM (continued)
What other practice changes will you make or consider making as a result of this activity?

What additional information or training do you need on the activity topics or other oncology-
related topics?

As part of our ongoing, continuous quality-improvement effort, we conduct postactivity follow-
up surveys to assess the impact of our educational interventions on professional practice. Please
indicate your willingness to participate in such a survey.

) Yes, | am willing to participate in a follow-up survey.

> No, I am not willing to participate in a follow-up survey.

PART TWO — Please tell us about the faculty and editor for this educational activity

4 = Excellent 3 = Good 2 = Adequate 1 = Suboptimal
Faculty Knowledge of subject matter Effectiveness as an educator
Brad S Kahl, MD 4 3 2 1 4 3 2 1
Irene M Ghobrial, MD 4 3 2 1 4 3 2 1
Guillermo Garcia-Manero, MD 4 3 2 1 4 3 2 1
Myron S Czuczman, MD 4 3 2 1 4 3 2 1
Terry Gernsheimer, MD 4 3 2 1 4 3 2 1
Editor Knowledge of subject matter Effectiveness as an educator
Neil Love, MD 4 3 2 1 4 3 2 1

Please recommend additional faculty for future activities:

Professional Designation:
© MD © DO ) PharmD © NP O RN @ PA O Other ...

Medical License/ME Number:......................... Last 4 Digits of SSN (required):................... ..
Street AdAress: ... ... Box/Suite: ...
City, State, Zip: ..
Telephone:........................................... Fax:.........
Emall

Research To Practice designates this educational activity for a maximum of 3.75 AMA PRA
Category 1 Credits™. Physicians should only claim credit commensurate with the extent of their
participation in the activity.

I certify my actual time spent to complete this educational activity to be hour(s).

Signature:. ... .o Dater......oo

To obtain a certificate of completion and receive credit for this activity, please complete
the Post-test, fill out the Educational Assessment and Credit Form and fax both to
(800) 447-4310, or mail both to Research To Practice, One Biscayne Tower, 2 South
Biscayne Boulevard, Suite 3600, Miami, FL 33131. You may also complete the Post-test
and Educational Assessment online at CME.ResearchToPractice.com.
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newly acquired information to enhance patient outcomes
and their own professional development. The informa-
tion presented in this activity is not meant to serve as a
guideline for patient management.

Any procedures, medications or other courses of diagnosis
or treatment discussed or suggested in this activity should
not be used by clinicians without evaluation of their
patients’ conditions and possible contraindications or
dangers in use, review of any applicable manufacturer’s
product information and comparison with recommenda-
tions of other authorities.
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