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Light chains ahoy: pirating Thal/Dex for

AL too

Raymond L. Comenzo MEMORIAL SLOAN-KETTERING CANCER CENTER

In patients with refractory or relapsed systemic light-chain (AL) amyloidosis, sal-
vage therapy with thalidomide and dexamethasone in modified doses is effective

albeit with manageable toxicities.

espite the lack of a practical test to irre-
futably determine the type of amyloid a

patient has, the management of systemic amy-
loidosis has advanced in the past decade. For
patients with transthyretin variants of heredi-
tary (ATTR) amyloidosis, there is the promise
of drug therapy.! For those with immuno-
globulin light-chain amyloidosis (AL), sur-
vival and quality of life have improved with
hematologic responses to autologous stem cell
transplantation.? Consensus standards for
organ responses have even been promulgated.

Despite the lack of a practical test to assign
short-term risk of progression in AL, assays
for serum free light chains (F1.C) and chemi-
cal markers of myocardial strain and injury
extend the promise of customized therapy.
Integration of the FL.C into practice allows the
titration of therapy in anticipation of response,
even before evidence of an organ response.
The application of the myocardial markers to
clinical practice is more of a work-in-progress:
the utility of a screening test is a function of
the prevalence of the condition in the popula-
tion, the impact on clinical practice (eg, cost
savings), and the measurable benefit to pa-
tients.’ The understanding of the genetics of
Al also remain a work-in-progress: the major-
ity of AL cases are caused by light chains de-
rived from 3 lambda germ line donors (2a2, 3r,
6a), an observation that remains unexplained.

Fortunately, clinical researchers continue
to adopt approaches effective for myeloma and
apply them to AL; usually they work if toler-
ated. Dexamethasone-based regimens have
been shown to be highly active in AL, al-
though a median survival of 31 months is little
more than half that achieved with melphalan-
based stem cell transplantation.* Thalidomide
has also been employed as a single agent for
AL with the most prominent finding being its
toxicity.
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In this issue of Blood, Palladini and col-
leagues report the results of a phase 2 trial of
thalidomide and dexamethasone combined as
salvage therapy. Thalidomide was dosed at
100 mg/ day, with increments up to 400 mg,
and dexamethasone at 20 mg/day on days 1 to
4 every 3 weeks. Thirty-one patients with AL
refractory to or in relapse after first-line
therapy were enrolled. Half had failed stan-
dard pulse dexamethasone and a third stem
cell transplantation. Eleven patients (35%)
tolerated 400 mg/ day thalidomide for a me-
dian of 6 months; 14 could take no more than
100 or 200 mg/ day for a median of 3 months.
Fifteen (48%) achieved a hematologic re-
sponse with 6 (19%) complete remissions and
8 (26%) organ responses; the response rate
was higher in those taking higher doses of tha-
lidomide. Overall median time to response was
3.6 months. No cases of cardiac amyloid had
organ responses. There were no treatment-

related deaths but two thirds experienced se-
vere toxicity. Symptomatic bradycardia with-
out QT prolongation was a common adverse
reaction (26%), whereas neuropathic and
thromboembolic complications were rare.

This clinical trial adds another regimen to
the therapeutic booty. Indeed, thalidomide
and dexamethasone are also currently being
tested as adjuvant therapy after risk-adapted
melphalan-based stem cell transplantation for
AL in order to enhance hematologic re-
sponses.’ Moreover, prevailing winds are fa-
vorable and indicate that other new agents
(such as bortezomib) are also being hefted
aboard for clinical testing in AL.. =
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How to interfere with FLT3

Martin Sattler pDANA-FARBER CANCER INSTITUTE

An siRNA approach targeting the FL'T3 receptor with internal tandem duplication
may increase the efficacy of the F1.T3-specific tyrosine kinase inhibitor MLLN518

in acute myeloid leukemias.

nrecent years it has become evident that
I tyrosine kinases are common and frequent
targets for mutations in human leukemias.
Activating mutations have been associated
directly with the transforming phenotype and
found to be an ideal target for drug develop-
ment. In acute myeloid leukemia (AML),
Fms-like tyrosine kinase 3 (FLL'T3) has been
identified as a frequent target of mutations
with about 30% of the patients carrying con-

stitutively active forms of the receptor tyrosine
kinase. The activation occurs mainly by either
internal tandem duplications (I'TDs) in the
juxtamembrane domain or by mutations in the
activation loop of FL.'T'3 (see Banerji and Sat-
tler! for review). The efficacy of FL'T3 ty-
rosine kinase inhibitors has been shown in
clinical trials, but there is insufficient informa-
tion about the long-term effects of these drugs.
Initial clinical data conducted with the FL'T'3
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