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More ASH lymphoma papers… and another perspective on 
the disease from a very unusual patient
To go directly to slides and commentary for this issue, click here. 

In-depth interviews with clinical investigators 
occasionally veer into unexpected territory, and 
this was the case last fall during a fascinating 
conversation I had with lung cancer researcher 
Dr David Carbone. Like many similar sessions, 
our discussion focused in part on reviewing 
instructive personal cases, and during one 
in particular in which the patient required a 
laparoscopic thoracotomy, Dr Carbone casually 
mentioned that he himself had once undergone 
that procedure. My ears twitched to attention and 
in an instant we were deep inside an amazing and 
profound story. 

David’s father was the late Dr Paul Carbone, the 
legendary founder of the Eastern Cooperative 
Oncology Group and a former pioneering clinical 
investigator who along with others at the NCI 
and then the University of Wisconsin helped 
develop new chemotherapy regimens for breast 
cancer, Hodgkin lymphoma and diffuse large 
B-cell lymphoma (DLBCL). Following in his father’s 
inspiring footsteps, David tracked through Johns 
Hopkins Medical School and then the NCI, after 
which he joined the medical oncology faculty 
at Vanderbilt. In 1999, at the age of 40, while 
shaving he noticed that the veins in his neck were 
markedly distended, which he self-diagnosed as 
superior vena cava syndrome. The cause he soon 
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learned was mediastinal large cell lymphoma, and with 4 children under the age of 14 
the younger Dr Carbone accelerated into action. Fortunately, the regimen developed in 
part by his father, CHOP (rituximab was not quite on board then), along with radiation 
therapy did the trick and he remains free of recurrence to this day (and recently joined 
the faculty of the Ohio State Buckeyes). 

However, while the end result was a positive one, the experience affected him deeply. 
After hearing about chemotherapy all his life and prescribing it for many years, David 
was shocked by its debilitating effects, including “end-to-end” mucositis along with 
profound fatigue and nausea mixed in with an uncomfortable postop recovery. This 
eloquent man becomes virtually speechless in trying to describe the suffering and 
despair engendered by CHOP, although like others who have traveled this difficult path, 
the experience instantly rearranged his priorities, and one of his fondest memories took 
place a year after finishing treatment when this former workaholic took off for 2 weeks 
to visit Sicily with his dad, mom and sister. (Click here for more of this story.) 

Thinking back on this conversation and Dr David Carbone’s real-life perspectives, 
one could expect that he and CHOP survivors everywhere will welcome the day that 
chemotherapy becomes an afterthought in lymphoma management, and while we may 
not yet be there, the current evolution of systemic treatment toward selective novel 
biologic agents — some of which are noteworthy for impressive efficacy and a relative 
lack of side effects — is in full swing and offering more promise than ever before. Here 
are a few of the most compelling ASH reports in that regard: 

1. “R-squared CHOP” in DLBCL and more on lenalidomide (len) alone in 
mantle-cell lymphoma (MCL) 

The R-squared regimen of len/rituximab (lenR) has generated considerable excitement 
in early trials of chronic lymphocytic leukemia and follicular lymphoma (FL), and the 
known single-agent activity of len in DLBCL led to a natural interest in partnering 
this immunomodulatory agent with standard R-CHOP. At ASH we saw 2 important 
Phase II trials demonstrating impressive overall response rates (95 of 100 patients 
combined) with this regimen. Of perhaps greater interest, when the results were 
analyzed by cell of origin, the addition of len appeared to be more effective for patients 
with activating B-cell (ABC) versus germinal center B-cell-like DLBCL. 

While these 2 major DLBCL molecular subtypes were identified more than 10 years ago, 
up until now this information has been more theoretical than practical. However, a new 
Intergroup trial (ECOG-E1412) randomly assigning patients with previously untreated 
DLBCL to R-CHOP or R-squared CHOP will mandate that all patients have their tumors 
genotyped for cell of origin. The results will be analyzed to definitely assess whether 
cell of origin is a useful predictive factor.   
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Another related ASH paper by Dr Andre Goy helped to expand our knowledge base 
by confirming the activity of len monotherapy in relapsed/refractory MCL. These results 
from the Phase II EMERGE trial documented a 28% objective response rate for heavily 
pretreated patients and may help pave the way for this useful agent to be approved in 
this setting where more options are sorely needed. 

2. More on ibrutinib in DLBCL and MCL 

A presentation by the NCI’s Dr Wyndham Wilson revealed impressive response 
rates in relapsed/refractory DLBCL with this Bruton tyrosine kinase inhibitor as 
monotherapy. Importantly, and further strengthening the case for genotyping, benefit 
was generally confined to patients with the ABC subtype, of whom partial responses 
were seen in 12 of 29 compared to only 1 of 20 patients with the germinal center 
B-cell-like subtype of DLBCL. While these findings clearly do not yet have implications 
for clinical practice, it seems certain that they will play a significant role in informing 
future research paradigms.

Similarly, in MCL we saw an update from a Phase II study originally presented 
at ASH 2011 further confirming the unprecedented objective response rate (68%) 
with ibrutinib monotherapy in relapsed/refractory disease. Needless to say, there 
is extensive enthusiasm for this agent, which has recently been designated as a 
“breakthrough therapy” by the FDA. 

3. Bendamustine/rituximab (BR) as induction therapy in FL and MCL 

As reflected by the central role of the BR backbone in current Phase III FL and MCL 
cooperative group trials, it can be surmised that this novel regimen has largely replaced 
R-CHOP and R-CVP in the minds of many. This trend got started at ASH 2009 when we 
were treated to the first results from the German StiL trial in which BR outperformed 
R-CHOP, and at ASH 2012 Dr Ian Flinn presented data from the Bright study, 
another major related Phase III effort comparing BR to R-CHOP or R-CVP as first-line 
therapy for FL and MCL. In this instance BR was found to be roughly equivalent in FL, 
with a modest advantage observed for patients with MCL, and while these results are 
not likely to shift practice one way or the other, they do confirm that BR is at least as 
effective as R-CHOP and provide additional perspectives on the relative tradeoffs of 
these regimens. 

Related to the choice of induction treatment, an interesting Phase II ECOG 
report in MCL focused on the VcR-CVAD regimen, which incorporates bortezomib, 
cyclophosphamide and rituximab (VcR) with the modified hyper-CVAD chemotherapy 
backbone without methotrexate/cytarabine. Overall the treatment was well tolerated 
with high response rates (94%). However, it seems more likely that the role of 
bortezomib as part of up-front therapy will be defined by the ongoing Phase II 
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ECOG-E1411 trial of BR alone or with bortezomib followed by R maintenance alone or 
with len for patients with previously untreated MCL. 

Next, on the final issue of this series, we check out ASH papers in chronic myelogenous 
leukemia, for which the never-ending avalanche of new data sets has resulted in 3 
newly approved agents in the past year.  
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