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The histone deacetylase (HDAC) inhibitors are one of the fastest growing class of 
new drugs now becoming available for the treatment of many forms of cancer, but 
particularly in the treatment of hematological malignancies.  To date, there are well 
over a dozen different HDAC inhibitors in various phases of preclinical and clinical 
development.  At present however, there are 5 drugs that have emerged with 
interesting data from Phase 1 and 2 clinical trials in lymphoma, including: Vorinostat, 
Romidepsin, Belinostat, LBH589 and MGCD0103.  The first in class of these agents 
approved for the treatment of cancer was Vorinostat, an orally bioavailable 
hydroxamic acid approved for the treatment of cutaneous T-cell lymphoma.  
Interestingly, and quite surprisingly, these agents appear to have common activity in 
T-cell lymphomas, an observation first established in Phase 1-2 studies of 
Romidepsin.  While the basis for this activity is not entirely clear, there are now a 
number of studies, basis and clinical, addressing this observation. While the T-cell 
lymphomas have emerged as the one disease where HDAC inhibitors appear to have 
reproducible activity, it is celar that these drugs will have activity in other diseases, 
and most likely, will compliment the activity of other agents.  For example, 
MGCD0103, an isotype selective HDAC inhibitor, appears to have promising activity 
in Hodgkin’s Disease, an observation also made with Vorinostat in early phase 1 
studies.  Most recently, an emerging experience in myeloma has suggested that 
while Vorinostat does not appear to exhibit significant single agent activity in 
myeloma, its combination with bortezomib, a proteasome inhibitor, appears 
markedly active in relapsed or refractory myeloma.  Two separate Phase 1 studies 
have documented 3 out of 3 responses at the highest dose cohorts (bortezomib @1.3 
mg/m2; Vorinostat @ 400 mg QD).  Even based on an intention to treat analysis in 
the two phase 1 studies, the overall response rate (including the lower dose cohorts) 
was 38 and 30%.  These response rates in a phase 1 study are truly impressive.  In 
addition, there is now recent single agent data with Romidepsin in myeloma, 
suggesting that among patients with relapsed disease, its combination with 
bortezomib produced one immunofixation CR, 3 partial remissions, and one minor 
remission among 12 patients treated.  Given the activity in myeloma and non-
Hodgkin’s lymphoma, it would be surprising if an HDAC inhibitor alone, or in 
combination with novel drugs like bortezomib, did not produce responses in patients 
with WM.  Clearly, this represents a therapeutic venue in urgent need of study for 
patients with this disease. 

 


