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CME INFORMATION

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 OBJECTIVE

• Refine or validate your current understanding of the comparative efficacy of BCR-ABL inhibitors in the treatment of newly diagnosed 
CML-CP.

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 0.25 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 slides and edited commentary. To receive credit, the participant should review the slide presentation, read the 
commentary and complete the Educational Assessment and Credit Form located at CME.ResearchToPractice.com.

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.
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ASH 2010 marked another significant chapter in the decade-long saga that has become 
a model for molecularly targeted cancer treatment. To that end, this issue (click for 
slides) of 5-Minute Journal Club focuses on some of the most clinically relevant ASH 
CML highlights, including: 

1. A trial comparing up-front nilotinib to imatinib and another evaluating a 
prespecified switch to nilotinib in patients unresponsive to or intolerant of imatinib 

The ENESTnd up-front trial, which was first reported at ASH 2009, comparing two doses 
of nilotinib (400 or 300 mg BID) to imatinib was updated in Orlando. Not surprisingly, 
the 24-month data continue to demonstrate an advantage to nilotinib in the primary 
endpoint of major molecular response (MMR). Importantly, progression to accelerated 
or blast phase was more common with imatinib, yet conversely, while the overall 
level of side effects was similar between the two agents, rash and serum biochemical 
abnormalities were more common with nilotinib. A second, very innovative pilot study 
(TIDEL-II) focused on the use of nilotinib in patients with suboptimal response, loss 
of response or intolerance to imatinib, which was dose escalated in early molecular 
nonresponders. Of the 21 patients switched to nilotinib either for poor primary 
response or intolerance, MMR was observed in 10. 

2. Two trials comparing up-front dasatinib to imatinib 

Also at ASH 2009, we heard the first report from the DASISION trial, revealing a higher 
12-month confirmed complete cytogenetic response (CCyR) rate with dasatinib than 
with imatinib. This year, the 18-month update of the study demonstrated continued 
benefit with this agent, which was first developed as an Src kinase inhibitor and 
interacts with the BCR protein quite differently than imatinib or nilotinib. In this most 
recent data set we again witnessed higher rates of both CCyR and MMR with dasatinib 
and, as with ENESTnd, fewer patients with accelerated or blast phase. As was seen 
previously, the side effects of dasatinib were of similar frequency but were different 
from those of imatinib and included pleural effusion (which may be PDGF related) in 
31 patients (12 percent), usually requiring treatment interruption or dose modification. 
A second, smaller Phase II study with a similar randomization reported by the SWOG/
Intergroup demonstrated a 12-month MMR advantage with dasatinib. 
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The aforementioned data sets are helping to fuel extensive debate on the optimal up-
front CML chronic phase treatment, and a mini-metaanalysis also presented at ASH 
suggested that a similar early advantage exists for both dasatinib and nilotinib. That 
being said, most investigators I have spoken with agree that imatinib remains a very 
reasonable tried and true option. 

3. A trial comparing up-front bosutinib to imatinib that did not meet the primary 
endpoint (12-month CCyR) 

Apparently not all TKIs are created equal, and a key issue with bosutinib was that while 
fewer patients experienced treatment failure, 19 percent discontinued the drug due to 
toxicity (mainly GI) compared to only five percent with imatinib. 

For all the fascinating new ASH data, my personal CML highlight from the meeting 
was a spectacular review of the field by Jerald Radich from the “Hutch.” During his 
discussion, Dr Radich touched on amazing new translational strategies, including mass 
spectrometry to instantly differentiate 31 clinically relevant mutations and a dizzying 

Reprinted by permission from Macmillan Publishers Ltd: Nature Reviews Cancer 2007;7(5):345-56. Copyright 2007.
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array of serum assays to detect remnants of the nemesis BCR-ABL. The astonishing 
pace of this research made me think about the many investigators in solid tumors who 
complain that CML is an anomaly with few analogies to their genomically complicated 
diseases, but I disagree. Dr Radich’s talk (click here to order the ASH DVD) makes it 
abundantly clear that “we have the technology” — the question is whether we have the 
will, leadership, skills and wisdom to use these powerful tools and concepts to make the 
dream of a cancer-free world a reality. 

Next up on this ASH highlights series: Perhaps the most important ASH paper on 
lymphoma — the stunning impact of the immunoconjugate brentuximab vedotin in 
Hodgkin lymphoma. 

Neil Love, MD 
Research To Practice 
Miami, Florida 
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Mealing S et al. Comparative efficacy of first-line treatment of chronic myeloid 
leukemia: A systematic review and meta-analysis. Proc ASH 2010;Abstract 3436. 

Slides from a presentation at ASH 2010 and transcribed comments 
from a recent interview with Susan M O’Brien, MD (1/4/11)
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