voL 9 | 1sSUE 1] 2014

Cancer Conference [VJ-3-[113

Discussion of 66
Presentations and Posters
Audio reviews of key presentations and from the 2013 American
posters from important scientific meetings Society of Hematology
Annual Meeting in
New Orleans, Louisiana

FACULTY INTERVIEWS EDITOR
Rafael Fonseca, MD Neil Love, MD
Brad S Kahl, MD
Moshe Talpaz, MD CONTENTS
Hagop M Kantarjian, MD 3 Audio CDs

Christopher Flowers, MD, MS

Subscribe to Podcasts or download MP3s of this
program at ResearchToPractice.com/CACU114

ﬁ Follow us at Facebook.com/ResearchToPractice Hemati)loglC ‘ @
Certified

From the publishers of:

Oncology*
3 Follow us on Twitter @DrNeilLove Ur Db oaTE



Cancer Conference Update

A Continuing Medical Education Audio Series

OVERVIEW OF ACTIVITY

Hematologic oncology and related blood disorders are some of the most rapidly evolving fields in all of medicine. Results
presented at major conferences from a plethora of ongoing clinical trials lead to the continual emergence of new thera-
peutic 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 Flowers, Fonseca, Kahl, Kantarjian and
Talpaz about the integration of key data sets presented at the 2013 American Society of Hematology Annual Meeting into
the practical management of a number of hematologic cancers and related blood disorders.
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e Apply emerging clinical research data to the rational selection of treatment for patients with various hematologic
cancers.
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indolent or aggressive B-cell non-Hodgkin lymphomas.

e Appraise the efficacy of the antibody-drug conjugate brentuximab vedotin in CD30-positive cutaneous
T-cell lymphoma.

o Appreciate the recent FDA approvals of obinutuzumab and ibrutinib, and discern how these agents can be optimally
integrated into clinical practice for patients with chronic lymphocytic leukemia.

e Recognize and apply clinical advances in the treatment of Hodgkin lymphoma.

e Fvaluate recent clinical research information on the use of approved and investigational JAK2 inhibitors for patients
with myelofibrosis, and apply this information to the protocol and off-protocol care of these individuals.

e Compare and contrast the benefits and risks of approved first- and second-generation tyrosine kinase inhibitors as
therapeutic options for patients with chronic myeloid leukemia.

e Establish an understanding of emerging efficacy and side-effect data with novel agents and combination regimens
under evaluation for multiple myeloma and Waldenstrém macroglobulinemia and, where appropriate, facilitate patient
access to ongoing trials of these agents.

e Assess novel agents and treatment strategies for acute leukemias.
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MULTIPLE MYELOMA, WALDENSTROM MACROGLOBULINEMIA —

Rafael Fonseca, MD
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Abstract 538: Phase Il study of carfilzomib,
lenalidomide and dexamethasone

(CRd) — lenalidomide extended dosing for
newly diagnosed multiple myeloma (MM)

Abstract 685: Phase Il study of carfilzomib,
cyclophosphamide and dexamethasone (CCd)
for newly diagnosed MM

Clinical experiences with carfilzomib in MM

Abstract 535: Results of a Phase I/l trial of
the oral investigational proteasome inhib-
itor ixazomib (MLN9708) in combination
with lenalidomide/dexamethasone for newly
diagnosed MM

Abstract 690: Phase I/l dose-expansion
study of carfilzomib, pomalidomide and
dexamethasone (Car-Pom-d) for relapsed/
refractory MM

Abstracts 408, 689: Pomalidomide in combi-
nation with low-dose dexamethasone for
relapsed/refractory MM

10
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Abstract 2: Initial results of the Phase IlI
FIRST trial of lenalidomide/dexamethasone
(Rd) versus melphalan/prednisone/thalido-
mide (MPT) for transplant-ineligible patients
with newly diagnosed MM

Abstracts 406, 407: Follow-up analysis of
the IFM 2005-02 trial and a meta-analysis of
lenalidomide maintenance in MM

Abstract 284: Phase | dose-escalation study
of the novel anti-CD38 monoclonal antibody
SAR650984 for patients with selected
CD38-positive hematologic cancers

Abstract 757: Carfilzomib/rituximab/
dexamethasone (CaRD) for Waldenstrom
macroglobulinemia

Abstract 251: Bruton tyrosine kinase inhibitor
ibrutinib for relapsed/refractory Waldenstrém
macroglobulinemia
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Abstract 526: Interim analysis of the Phase

Il CLL1O trial: FCR versus bendamustine/
rituximab (BR) for fit patients with previously
untreated chronic lymphocytic leukemia (CLL)

ECOG-E1912: A Phase Il trial of ibrutinib
in combination with rituximab versus FCR
for untreated CLL or small lymphocytic
lymphoma (SLL)

Abstract 6: Final Stage Il results of the CLL11
trial: Obinutuzumab/chlorambucil versus ritux-
imab/chlorambucil for patients with CLL and
coexisting conditions

Abstract 523: Results of the Phase Ib
GALTON trial of obinutuzumab in combination
with fludarabine/cyclophosphamide or benda-
mustine as first-line therapy for CLL

Abstract 525: Activity and tolerability of
ibrutinib in combination with BR for relapsed/
refractory CLL or SLL

Abstract 673: Single-agent ibrutinib for patients
with CLL with and without deletion 17p
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Pathophysiology of ibrutinib-associated
lymphocytosis

Abstract 675: Updated results of a Phase |l
trial of ibrutinib in combination with rituximab
for high-risk CLL

Abstract LBA-6: Phase Il study of idelalisib
and rituximab for previously treated CLL

Abstract 872: Bcl-2 inhibitor ABT-199
monotherapy for high-risk relapsed/refractory
CLL/SLL

Potential sequencing or combination of novel
agents in CLL

Abstracts 873, 4162: Investigation of
chimeric antigen receptor (CAR)-modified
T cells directed against CD19 for patients
with relapsed/refractory CLL

Abstract 528: Results of the Phase IlI
OMB110911 study: Ofatumumab in combi-
nation with chlorambucil versus chloram-
bucil alone for untreated CLL
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Abstracts LBA-1, LBA-2: Genomic landscape
of somatic calreticulin mutations in myelopro-
liferative neoplasms (MPNs)

Abstract 396: 3-year update from the
COMFORT-I study — Long-term outcomes of
ruxolitinib therapy in myelofibrosis (MF)

COMFORT-I: Incidence of new-onset Grade
3/4 anemia or thrombocytopenia over time

Abstract 392: Ruxolitinib pretreatment prior to
allogeneic stem cell transplant for MF

Abstract 665: Phase | study of the selective
JAK2 inhibitor LY2784544 for patients with
MF, polycythemia vera and essential thrombo-
cythemia

Abstracts 108, 393, 395: Novel JAK inhibitors
for the treatment of MF

Abstract 394: Phase Ill trial of pomalidomide
for MPN-associated MF with red blood cell
(RBC) transfusion dependence

Abstract 662: Activity of the novel telomerase
inhibitor imetelstat in primary and secondary MF

Abstract 107: Impact of prognostically detri-
mental mutations on outcomes for patients
with MF treated with ruxolitinib on the
COMFORT-II study
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11
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14

15
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Targeting the JAK-STAT pathway with ruxoli-
tinib in hematologic and solid tumors

Abstract 92: Updated results of the ENESTnd
trial: Nilotinib versus imatinib in newly
diagnosed chronic myeloid leukemia in
chronic phase (CML-CP)

Incidence and pathophysiology of tyrosine
kinase inhibitor (TKI)-related cardiovascular
toxicity in CML

Use of dose attenuations to ameliorate
ponatinib-associated vaso-occlusive reactions

Abstracts 255, 654: Results of the STIM1
and STIM2 studies of imatinib cessation
for patients with CML in deep molecular
response

Abstract 93: TKI dose interruption/reduction
in the first 3 months of CML treatment

Abstract 96: Subanalysis of the German
CML-Study IV: Effects of different imatinib
dosages in older versus younger patients
with CML

ACUTE MYELOID LEUKEMIA, MYELODYSPLASTIC SYNDROMES, ACUTE
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Abstracts 521, 2758: Genetic abnormalities
in patients with myelodysplastic syndromes
(MDS)

Investigation of hypomethylating agents with
immunomodulatory drugs or HDAC inhibitors
for high-risk MDS

Abstract 388: Outcome of patients with low-
and intermediate-1-risk MDS after hypometh-
ylating agent failure

Abstract 5: Role of early TP53 mutations in
the evolution of therapy-related acute myeloid
leukemia (AML)

Abstract 355: Phase Il trial of gemtuzumab
ozogamicin for pediatric patients with AML

Abstracts 359, 360: Targeting leukemia stem
cell marker CD123 in AML
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Abstract 494: Results of a Phase Il study of
lower doses of quizartinib for patients with
FLT3-ITD-positive, relapsed/refractory AML

Rationale for the design of the Phase Il
POLO-AML:2 trial of volasertib in combination
with low-dose cytarabine for older patients
with previously untreated AML ineligible for
intensive induction therapy

Abstracts 70, 1432, 3906: Monoclonal
antibodies targeting CD19 and CD22 in acute
lymphoblastic leukemia (ALL)

Abstracts 67-69: CAR T cells targeting CD19
in relapsed/refractory ALL

Forecast on the future role of CAR T-cell
therapy and other novel approaches in
leukemia
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1 Abstract 510: Analysis of the National 8 Abstract 850: Final results of the Phase |l
LymphoCare Study evaluating early disease REALO7 trial of R-CHOP in elderly patients
progression in patients with follicular with untreated diffuse large B-cell lymphoma
lymphoma (FL) within 2 years of R-CHOP 9 Abstract 247: Phase Il study of lenalidomide

2 Abstract 248: Results of a Phase Il study of in combination with rituximab (R?) as initial
lenalidomide in combination with R-CHOP therapy for mantle-cell lymphoma (MCL)

2_ i -
(R*-CHOP) for high-burden FL 10 Evolving landscape of therapeutic strategies

3 Abstract 508: Results of the Phase Ill SAKK in MCL

35/03 trial of rituximab maintenance for a

: . 11 Abstract 367: Phase Il trial of brentuximab
maximum of 5 years in FL

vedotin for CD30-positive cutaneous T-cell

4 Reconciling the results of SAKK 35/03 and lymphomas and lymphoproliferative disorders
RESORT (comparison of rituximab mainte-
nance and rituximab re-treatment on disease
progression for low tumor burden indolent
non-Hodgkin lymphoma) 13 Abstract 368: High response rates to

5 Abstract 509: PRIMA study: 6-year follow-up cr|zot|n|p n advanced, chemoresistant
. ) L ; ALK-positive lymphoma
confirms benefit of rituximab maintenance
for 2 years in patients with FL responding to 14 Abstract 4382: 3-year follow-up results of
front-line immunochemotherapy a Phase Il study of brentuximab vedotin for

6  Absiract 369: Phase Il study of %Y ibritu- relapsed/refractory Hodgkin lymphoma (HL)

12 Clinical experience with brentuximab vedotin-
associated toxicities

momab tiuxetan consolidation versus ritux- 15 Abstract 4378: Preliminary analysis of a
imab maintenance in newly diagnosed FL Phase I/Il study of brentuximab vedotin for
responding to R-CHOP pediatric patients with relapsed/refractory HL

7  Abstract 848: Interim analysis of a Phase Il or systemic anaplastic large-cell lymphoma

trial of brentuximab vedotin for CD30-positive 16 Abstract 4389: Interim results of a Phase Il
relapsed/refractory B-cell non-Hodgkin study of single-agent brentuximab vedotin as
lymphoma first-line therapy for elderly patients with HL
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QUESTIONS (PLEASE CIRCLE ANSWER):

1.

A Phase Il study by Korde and colleagues
evaluating CRd — lenalidomide extended
dosing for newly diagnosed MM demonstrated
no incidence of Grade 3 or 4 neuropathy,
high response rates and rapid responses in
patients receiving this regimen.

a. True

b. False

. Initial results of the FIRST trial of Rd versus

MPT for transplant-ineligible patients with
newly diagnosed MM demonstrated an overall
survival advantage with the
regimen.

a. MPT

b. Rd

c. Neither a nor b

. Results of a planned interim analysis of the

Phase Ill CLL1O trial, which is for physically
fit patients with previously untreated
advanced CLL, indicated that BR appeared
to be more effective than FCR as first-line
therapy in that population.

a. True

b. False

. A report by Goede and colleagues on the final

Stage Il results of the Phase Ill CLL11 trial,
which performed a head-to-head comparison
of obinutuzumab with chlorambucil to
rituximab with chlorambucil for patients
with CLL and coexisting medical conditions,
demonstrated that obinutuzumab/chloram-
bucil provided an advantage
over rituximab/chlorambucil.

a. Overall response rate

b. Progression-free survival
c. Bothaand b

d. Neither a nor b

. Three-year follow-up data from the

COMFORT-1 study, which evaluated ruxolitinib
versus placebo for patients with MF, reported

a. Maintained survival benefit for patients
receiving ruxolitinib

b. Increasing rates of new-onset Grade 3
or 4 anemia after 6 months of ruxolitinib
therapy

c. Increasing rates of new-onset Grade 3
or 4 thrombocytopenia after 6 months
of ruxolitinib therapy

6.

10.

The Phase Ill ECOG-E1912 trial is evaluating
in combination with rituximab
versus FCR for untreated CLL or SLL.

a. Ibrutinib

b. Idelalisib

c. Bothaand b
d. Neither a nor b

. A randomized Phase Ill study of pomalido-

mide versus placebo for patients with
MPN-associated MF with RBC transfusion
dependencereported _ in
rate and/or duration of RBC-transfusion-
independence response.

a. A significant difference

b. No significant difference

. Four-year long-term follow-up results from the

Phase Il ENESTnd trial for newly diagnosed
CML-CP indicate that nilotinib affords
superior efficacy compared to imatinib based
on which of the following outcomes?
a. Higher rates of early molecular response
with nilotinib
b. Higher rates of deep molecular response
(MR*#®) with nilotinib
c. A lower risk of disease progression with
nilotinib
d. All of the above

. The ongoing Phase Il POLO-AML-2 trial is

evaluating in combination
with low-dose cytarabine for older patients
with previously untreated AML ineligible for
intensive induction therapy.

a. Gemtuzumab ozogamicin
b. Quizartinib

c. Volasertib

d. All of the above

are common side effects
associated with CAR T-cell therapy for
patients with relapsed/refractory ALL.

a. Anorexia

b. Bone aches

c. Fever

d. Muscle aches

e. Nausea/vomiting
f. All of the above
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e Compare and contrast the benefits and risks of approved first- and second-generation
tyrosine kinase inhibitors as therapeutic options for patients with chronic myeloid leukemia.. . .4 3 2 1 N/M N/A

e Establish an understanding of emerging efficacy and side-effect data with novel agents
and combination regimens under evaluation for multiple myeloma and Waldenstrom
macroglobulinemia and, where appropriate, facilitate patient access to ongoing trials
Of theSe AgENtS. . . o 432 1 NM NA

o Assess novel agents and treatment strategies for acute leukemias. . . .......... .. ... .. ... 4321 NM NA
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EDUCATIONAL ASSESSMENT AND CREDIT FORM (continued)

Please describe any clinical situations that you find difficult to manage or resolve that you would like to see
addressed in future educational activities:

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 2 — 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
Rafael Fonseca, MD 4 3 2 1 4 3 2 1
Brad S Kahl, MD 4 3 2 1 4 3 2 1
Moshe Talpaz, MD 4 3 2 1 4 3 2 1
Hagop M Kantarjian, MD 4 3 2 1 4 3 2 1
Christopher Flowers, MD, MS 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 O NP O RN ©OPA O Other oo

Research To Practice designates this enduring material for a maximum of 4 AMA PRA Category 1 Credits™.
Physicians should claim only the credit commensurate with the extent of their participation in the activity.

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

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

The expiration date for this activity is April 2015. 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 www.ResearchToPractice.com/CACU114/CME.
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