Letters to the Editor

Thalidomide induced impotence in male
hematology patients: a common but ignored
complication?

Thalidomide has become an important agent in the
treatment of myeloma. However, thalidomide induced
erectile dysfunction is a serious complication which has
received very little attention. In our hematology depart-
ment, 6 out of 11 male patients developed erectile dys-
function (grade 3 in 5/6) within 4 weeks of starting
thalidomide. Our results suggest that thalidomide
induced impotence is a common complication in male
hematology patients.

Haematologica 2007; 92:1440. DOI: 10.3324/haematol.11095

In recent years, thalidomide, either singly or in combina-
tion, has become an important therapeutic agent in a num-
ber of medical disorders. In particular, thalidomide has
become a popular treatment for myeloma, initially in
relapsed or refractory cases, but also as first line therapy and
as maintenance.' In addition to the risk of birth defects,
common side effects such as somnolence, constipation,
rash, venous thromboembolic disease and peripheral neu-
ropathy are well recognized.” Impotence is also a complica-
tion of thalidomide in myeloma,’® although there are no
published data on the incidence and outcome of this com-
plication in hematology patients.

To assess the frequency of this complication, all male
patients (14 patients with myeloma, one case of angioim-
munoblastic lymphadenopathy, and one patient with mas-
sive inoperable intra-abdominal hemangioma) attending
our hematology department who were taking or had taken
thalidomide were asked about erectile dysfunction. Five
cases (median age 74, range 59-79) were impotent (grade 3
erectile dysfunction, using the National Cancer Institute
Common Toxicity Criteria, revised version 2) prior to a
diagnosis of myeloma and to commencement of thalido-
mide. A further 5 patients with myeloma (median age 63,
range 39-70) did not complain of erectile dysfunction dur-
ing thalidomide therapy. Of these, 3 relapsed myeloma
cases received up to 100 mg thalidomide daily in combina-
tion with intermittent high dose corticosteroids for periods
of between 2 months and 21 months, and the other 2
patients received single agent thalidomide 50 mg daily as
maintenance therapy post-autologous peripheral stem cell
transplant (PSCT) for 1 month and 18 months, respective-
ly. Four of these 5 cases developed grade 1 peripheral neu-
ropathy after a median duration of thalidomide therapy of
5 months (range 1-15 months).

All 6 remaining patients developed erectile dysfunction
(grade 3 in 5 cases) within 4 weeks of starting thalidomide.
The 4 patients with myeloma in this group of 6 were diag-
nosed a median of 13 months (range 4 months-6 years)
prior to commencement of thalidomide therapy. Only 2 of
the 6 cases had mentioned this side effect prior to direct
questioning about this complication. All 6 cases also devel-
oped thalidomide induced grade 1 peripheral neuropathy,
after a median duration of therapy of 7 months (range 1-24
months). Of the 2 patients developing erectile dysfunction
while taking single agent thalidomide 50 mg daily as main-
tenance post-PSCT, 1 patient (aged 44) developed grade 1
erectile dysfunction which has resolved following drug dis-
continuation after 14 months of therapy, while the second
patient (aged 51), who discontinued thalidomide after 15
months, remains impotent. Two other patients (aged 58
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and 64), who had received a combination of thalidomide
(maximum dose of 200 mg in both cases) and intermittent
high dose corticosteroids for 3 months and 24 months
respectively, remain impotent despite discontinuation of
thalidomide for 12 months and 23 months, respectively.
The final 2 patients with thalidomide-induced impotence
remain on this medication. One of these (aged 55) with
massive intra-abdominal hemangioma has had a marginal
clinical improvement since starting thalidomide 100 mg
daily 6 months ago, while a patient (aged 63) with relapsed
myeloma is responding to a combination of thalidomide
(maximum dose 150 mg daily) and intermittent high dose
corticosteroids, started 2 months ago. The 64-year old
patient with myeloma with ongoing grade 3 erectile dys-
function, despite discontinuation of thalidomide, has
responded satisfactorily to sildenafil 100 mg as required.
However, the 55-year old patient, who continues on thali-
domide for massive hemangioma, has failed to respond to
sildenafil at a similar dosage.

The results from our small number of patients suggest
that erectile dysfunction is an extremely common side
effect of thalidomide in male hematology patients. It should
be of some concern to the hematology community that this
complication, which might be regarded as quite important
by some patients and their sexual partners, should be large-
ly ignored in the medical literature. It is likely that embar-
rassing questions about erectile dysfunction are not routine-
ly asked at the hematology review of these patients, who
are equally unlikely to volunteer such information, especial-
ly if they are having a favorable clinical response to thalido-
mide. With large numbers of male myeloma patients likely
to receive thalidomide in the foreseeable future, it is essen-
tial that hematologists specializing in this area should treat
this complication seriously and produce reliable data, from
studies of larger numbers of patients, on such issues as its
incidence, its relationship to patient age and to thalidomide
dose and the likelihood of recovery on drug discontinua-
tion. In particular, accurate recording of this complication
should be mandatory in all future clinical trials of thalido-
mide therapy in myeloma. Although the favorable response
of 1 of the 2 patients given a trial of sildenafil is encourag-
ing, further assessment of the role of sildenafil and similar
agents will clearly be required as part of any attempt to ade-
quately manage this complication.
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