
POSTER PRESENTATION Open Access

Phase I / II trial of dose adjusted EPOCH
chemotherapy with bortezomib combined with
integrase inhibitor therapy for HTLV-1 associated
T-cell leukemia lymphoma
Lee Ratner1*, JC Ramos2, Ariela Noy3, Stefan Barta4, Samir Parikh4, Adrienne Phillips5, Richard Ambinder6,
Dan Rauch1, John Harding1, Hicham Baydoun1, Xiaogang Cheng1, Breanna Caruso7, Steven Jacobson7

From 17th International Conference on Human Retroviruses: HTLV and Related Viruses
Trois Ilets, Martinique. 18-21 June 2015

Adult T-cell leukemia lymphoma (ATLL) acute and lym-
phoma subtypes have a poor prognosis, with median survi-
val of about one year. The malignant cells are characterized
by high levels of nuclear factor kappa B (NFkappaB). In
order to improve therapy, we assessed the safety, tolerance,
and efficacy of a combination of dose-adjusted EPOCH
chemotherapy (etoposide, prednisone, vincristine, cyclo-
phosphamide, and doxorubicin), combined with protea-
some inhibitor, bortezomib, to prevent degradation of the
inhibitor of NFkappaB (IkappaB). In addition, integrase
inhibitor, raltegravir, was added to the regimen to block
virus replication occurring during treatment. This multi-
center study enrolled 18 of 20 planned subjects over 2.5 yrs
in the U.S., although 15 of the subjects were born in the
Caribbean. Six subjects had acute ATLL, and the remainder
lymphoma subtype, all but one with stage 4 disease. Ther-
apy was well tolerated; subjects received 1-6 cycles of ther-
apy (mean 4.5 cycles). Two subjects achieved complete
remission lasting for >12 mos, 10 subjects had a partial
remission, and 3 subjects had stable disease as their best
response. Baseline calcium level, absolute lymphocyte
count, and proviral DNA load were not predictive of
response. Correlations with proviral expression, integration
site, and integrase gene analyses will be presented.
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