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The impact of new drugs
in the high dose strategy

Michel Attal. Service d’hématologie, Hopital Purpan, 31059 Toulouse, France.

In young patients, new drugs have been evaluated to improve the outcome of high dose
therapy supported with autologous transplantation. This abstract will focus on the impact of
these new drugs in the transplantation setting: 1) during induction therapy, 2) combined with
the high dose regimen, and 3) used as maintenance therapy post transplantation.

New drugs during the induction phase:
Thalidomide-based regimens: Thalidomide was the first novel agent to be used in this setting,

either in combination with Dexamethasone (TD), or in combination with Adriamycin and
Dexamethasone (TAD), or in combination with Cyclophosphamide and Dexamethasone (CTD).
Thalidomide-based regimen were superior in terms of: CR rate before ASCT, CR rate after
ASCT, and PFS. However, these combinations with Thalidomide induced a high incidence of
deep-vein thrombosis (DVT).

Bortezomib-based regimens: Bortezomib has more recently been evaluated as induction

treatment before ASCT either combined with Dexamethasone (VD) or included into multiagent
combinations (VTD or PAD). In all these studies, Bortezomib-based regimen were superior in
terms of: CR rate before ASCT, CR rate after ASCT, and PFS. However, these combinations
with Bortezomib induced a high incidence of neuropathy.

Lenalidomide-based regimens: Experience with Lenalidomide in induction treatment is more

limited. A small pilot study of Lenalidomide plus Dexamethasone (RD) in newly diagnosed
patients showed an overall response rate of 91% with 56% CR plus VGPR. More recently, the
association of Lenalidomide plus Bortezomib plus Dexamethasone (RVD) was tested in a pilot
Phase I/II study with an impressive overall response rate (98%) and VGPR rate (72%). In this
pilot study, the stem cell collection was adequate.

New drugs combined with the high dose regimen:

Based on the synergy of Bortezomib with alkylants, studies of a combination of high-dose
Melphalan plus Bortezomib as preparative regimen prior to ASCT have been performed. A
phase II study, conducted by the IFM in 53 patients with de novo myeloma, reported an
impressive response rate 3 months after ASCT: 72% of VGPR including 38% of CR. These
results are encouraging and justify further phase III studies.

New drugs as maintenance therapy after transplantation:

Thalidomide was the first novel agent to be used. Four randomized trials have been published.
In 3 of these studies, Thalidomide was found to improve the CR rate, the EFS and the OS.
However, its tolerance was limited in this setting. The role of Bortezomib and Lenalidomide is
currently evaluated and will be presented during the meeting.

Conclusions:

If new drugs have considerably modified the prognosis of elderly patients, their impact in the
high dose strategy could be even greater. With the new induction and high dose regimens, a
70% or 80% of CR or near CR rate can be expected and effective maintenance strategies will
significantly prolong their duration. Whether such a CR rate, efficiently maintained, will be
associated with a percentage of “cure” will be answered by ongoing studies.
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