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e Consider the inclusion of single-agent romidepsin in the treatment algorithm for relapsed or refractory peripheral T-cell lymphoma.
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e Recall new data with investigational agents demonstrating promising activity in non-Hodgkin lymphomas.
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To go directly to slides and commentary for this issue, click here.

This past Friday 8 clinical investigators ventured to Miami for our annual post-ASH
lymphoma Think Tank. Over the course of more than 6 fascinating hours together we
focused on a multitude of topics and as always recorded the proceedings, which will be
available as an enduring activity in the coming months. While our engineers are busy
de-umming (our little secret) and editing the audio, we thought we would hold you over
with a taste of some of the new ASH NHL papers that were fodder for discussion and
debate during Friday’s lymphoma extravaganza.

1. Lenalidomide/rituximab

The so-called R-squared regimen of the immunomodulatory agent lenalidomide (len)

and rituximab (R) has generated considerable excitement among investigators, and at

ASH we saw the results from a Phase II trial evaluating this combination alone or with
dexamethasone for patients with relapsed indolent NHL or mantle-cell lymphoma (MCL)
considered to be resistant to R. Of the 48 patients treated on the trial more than a third
had a response, and the median progression-free survival was 18 months. These findings
have raised hopes that len might help overcome R resistance and that in select populations
such as the elderly this combination might become an alternative to aggressive treatment
of relapsed disease — for example, with autologous stem cell transplant (ASCT).

2. Two papers on MCL

Another ASH NHL highlight was the presentation of a Phase II study of PCI-32765, an oral
irreversible Bruton’s tyrosine kinase inhibitor, as a single agent in relapsed/refractory MCL.
The results are compelling, as two thirds of the 39 patients in the study had objective
responses and 35 remain on treatment. Importantly, none stopped therapy due to toxicity.
Many investigators now have patients in their practices on trials who have experienced
obvious prolonged benefit with this agent, and as a result significant excitement surrounds
it and other small molecules, like the PI3 kinase inhibitor CAL-101 that is also under active
investigation in a variety of NHL subtypes.

The rarity of MCL has made the definition of treatment benefits a challenge, and
another important study reported at ASH attempted to better establish the effects of
R in this disease. This effort from the UK evaluated the combination of fludarabine and
cyclophosphamide with or without R, and while a high rate of infection was observed in
these patients receiving fludarabine, substantial improvements in response rate and an
almost doubling of progression-free survival reinforced the value of adding the CD20
antibody, which is now used routinely up front and often as maintenance treatment.
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3. Two studies of diffuse large B-cell lymphoma (DLBCL)

Previous research with dose-adjusted EPOCH with R has shown promising results in
untreated DLBCL, and this Phase IV trial of 81 patients with poor-prognosis disease (age-
adjusted IPI of 1 or higher) reported an encouraging 62% 5-year progression-free survival
rate. An ongoing Phase III Intergroup trial is comparing EPOCH-R to R-CHOP.

One of the biggest disappointments at ASH came from the much-awaited Phase III
SWOG study comparing conditioning R/BEAM (carmustine, etoposide, cytarabine,
melphalan) to 3!I-tositumomab/BEAM for patients with DLBCL about to undergo ASCT. The
trial results were flat-out negative, confounding the positive findings observed in the Phase
IT setting and forcing investigators back to the drawing board to look at higher doses of
radioimmunotherapy as pretransplant conditioning.

4. Two papers on T-cell lymphoma

At ASH Dr Bertrand Coiffier presented an update of the Phase II pivotal study evaluating
the selective inhibitor of histone deacetylase romidepsin in relapsed or refractory peripheral
T-cell lymphoma (PTCL). This trial, which led to the FDA approval in this setting, evaluated
130 patients across PTCL subgroups, and these findings reveal higher response rates among
individuals with the most common forms of the disease. This suggests that romidepsin may
perhaps have more activity in common PTCL subtypes than initial data suggested.

In cutaneous T-cell lymphoma we saw the results of a Phase II trial investigating the
interesting sequence of pegylated liposomal doxorubicin (PLD) — which has been shown
to have high response rates and is known to concentrate in the skin — followed by the
synthetic retinoid bexarotene (Bex). Perhaps because the study selected for patients with
more aggressive disease, a 41% response rate (lower than reported in other trials) was
observed with PLD and Bex did not increase the rate or duration of response. With the
current shortage of PLD, not many patients are being treated with this agent.

Next up on this ASH series we go back to multiple myeloma and new reports on effective
long-term disease control in older patients on continuing therapy.

Neil Love, MD
Research To Practice
Miami, Florida
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Phase II Trial of Lenalidomide/Rituximab +/-
Dexamethasone in Relapsed/Refractory B-Cell Lymphomas
or MCL Resistant to Rituximab

Presentations discussed in this issue

Ahmadi T et al. Phase II trial of lenalidomide - rituximab +/- dexamethasone in
relapsed or refractory indolent B-cell or mantle cell lymphomas resistant to
rituximab. Proc ASH 2011;Abstract 266.

Slides from a presentation at ASH 2011 and transcribed comments
from a recent interview with Owen A O’'Connor, MD, PhD (2/3/12)

Phase II Trial of Lenalidomide-
Rituximab + /- Dexamethasone in

Relapsed or Refractory Indolent
B-Cell or Mantle Cell Lymphomas
Resistant to Rituximab

Ahmadi T et al.
Proc ASH 2011 ;Abstract 266.
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Background

1998:16:2825).

rituximab.

to rituximab.
e Objective:

Ahmadi T et al. Proc ASH 2011 ;Abstract 266.

e Single-agent rituximab has demonstrated activity in patients
with relapsed low-grade or follicular lymphoma (JCO

e However, approximately 50% of patients may not respond to
initial rituximab treatment and most will become resistant to

e Preclinical studies suggest that lenalidomide may act
synergistically with rituximab to overcome clinical resistance

- Test the efficacy of lenalidomide combined with rituximab
in patients with relapsed or refractory indolent B-cell or
mantle-cell lymphoma (MCL).

Trial Design

Eligibility (n = 48)

Relapsed/refractory indolent B-cell lymphoma or MCL

Rituximab refractory: Lack of response or progression <6 months of standard
course of rituximab monotherapy or rituximab-based regimen

2

Cohort 1 (n = 27)
Lenalidomide, 10 mg/d x 28 d,
2 cycles
Dexamethasone, 8 mg/wk

2

Lenalidomide, 10 mg/d x 28 d
Dexamethasone, 8 mg/wk
Rituximab, 375 mg/m? per wk x 4

Part 1

Part 2*

v

Cohort 2 (n = 21)
Lenalidomide, 10 mg/d x 28 d,
2 cycles

v

Lenalidomide, 10 mg/d x 28 d
Rituximab, 375 mg/m2 per wk x 4

* Only patients with stable or responsive disease after Part 2 continued with treatment
of lenalidomide +/- dexamethasone until disease progression.

» Response assessments were performed after Part 1 and after Part 2.
Ahmadi T et al. Proc ASH 2011 ;Abstract 266.
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Response Rates

(Evaluable Patients, n = 40)

Cohort 1 (n = 24) Cohort 2 (n = 16)
Response Part 1 Part 2 Part 1 Part 2
Complete response (CR) 17% 33% 19% 50%
Partial response (PR) 13% 25% 19% 25%
Stable disease (SD) 63% 33% 44% 19%
Progressive disease (PD) 8% 8% 19% 6%
Overall response rate (ORR) 29% 58% 37% 75%

= For all evaluable patients (n = 40), ORR was 33% (Part 1) and 65% (Part 2).
-« ORR by histology (after completion of Part 2): 67% (FL, n = 24); 60% (MCL, n
= 10); 75% (SLL, n = 4); 50% (MZL, n = 50).

Ahmadi T et al. Proc ASH 2011 ;Abstract 266.

Event-Free Survival (EFS)
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With permission from Ahmadi T et al. Proc ASH 2011;Abstract 266.



http://www.researchtopractice.com/5MJCASH2012

Progression-Free Survival (PFS)

from Last Dose of Rituximab
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With permission from Ahmadi T et al. Proc ASH 2011 ;Abstract 266.

Selected Adverse Events

Event, n

Cohort 1 (n = 27)

Cohort 2 (n = 18)

Fatigue

10

GI complaint

Tumor flare

Rash

Neutropenia

Neuropathy

W iN OO W

Anemia

Leukopenia

Weight loss

N NIN W AR

Periorbital edema

Ahmadi T et al. Proc ASH 2011 ;Abstract 266.

Patients with dose interruptions: 14.8% (cohort 1); 50% (cohort 2), p = 0.02.
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Author Conclusions

e The combination of lenalidomide with low-dose
dexamethasone and a 4-week course of rituximab
produced a high ORR with durable responses (data not
shown) in patients with rituximab-resistant small B-cell
lymphoma.

e The response rate appears to improve following the
addition of rituximab to lenalidomide-dexamethasone,
although a delayed response to lenalidomide-
dexamethasone is possible for some patients.

e It is possible that the “immunomodulatory” effects of
lenalidomide may overcome resistance to rituximab in
some patients.

Ahmadi T et al. Proc ASH 2011 ;Abstract 266.

Investigator Commentary: Phase II Trial of Lenalidomide-
Rituximab with or without Dexamethasone in B-Cell Lymphoma
or MCL

Lenalidomide has emerged as a promising drug for different types of
non-Hodgkin lymphoma, including follicular lymphoma and MCL,
especially in combination with rituximab. A registration-directed study is
evaluating the potential approval of lenalidomide for patients with MCL.

This study uses an interesting regimen. Presently, I use lenalidomide for
patients, including a fair number of elderly patients, with relapsed or
refractory MCL. Some have been receiving lenalidomide (10 mg/d,
without breaks) for 1 to 2 or more years, and the drug is well tolerated.
When administered at 25 mg/d for shorter periods, we find that
lenalidomide is not as well tolerated in many of the elderly patients with
MCL. Therefore, combinations such as lenalidomide with rituximab and
dexamethasone may be particularly good for elderly patients with MCL
who may not be great candidates for other combination therapies, let
alone autologous stem cell transplant.

Interview with Owen A O’Connor, MD, PhD, February 3, 2012
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