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6-Mercaptopurine: An Effective Drug in the
Management of Advanced Cutaneous

T-Cell Lymphoma

To the Editor:

Although new medications are available for the
management of cutaneous T-cell lymphoma (CTCL),
many patients and physicians are not satisfied with
the results. We previously reported the results in
2 patients with CTCL; one patient was treated for left
vocal cord involvement with radiation therapy (pho-
tons to 36 Gy), and one patient wasstreated, for base
of tongue and vallecula involvement with surgical
debridement then radiation with photons (6 MEV
[million electron volts] photons) to/40 Gy.! Later
they received oral 6-mercaptopurine (6-MP) 50 mg
alone (patient 1) or with oral allopurinol 300 mg daily
for extensive tumor involvment of their skin. Their
skin cleared completely for 6 months and more than
3 months, respectively.

In their classic'1972 paper reporting 144patients
with CTCL between 1954 and/ 1969, Epstein et jal’
noted clinical improvement with a number of che-
motherapeutic agents including 2 patients treated
with 6-MP. Details concerning dosage, schedule,
type of response, and duration were not given. We
are unable to find reports of its subsequent use.

We report 3 additional patients treated with oral
6-MP (50 mg daily)/allopurinol (300 mg daily) and
provide an update on patients 1 and 4 in the Table.
All patients, except patient 5, had stage IV disease
at the time of treatment with 6-MP.

In patient 1, the complete response to 6-MP
(50 mg daily) was durable for 6 months, and in the
following 8 months (dosage between 100-200 mg
daily adjusted to keep the absolute neutrophil count
above 1000/L), he was better controlled than dur-
ing the prior 5 years. The near complete resolution
of massive nodal and skin lesions for more than
3 months in patient 2 was impressive, as was the
complete resolution of skin nodules and palpable
nodes in patient 4 for more than 3 months. Patient 5
did not improve but was treated for less than
2 months with alternate-day oral 6-MP at 50 mg.

Why has 6-MP rarely been used? One reason is
the lack of emphasis on results of this therapy in
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the paper published in 1972.> A second reason is
the report that 6-MP was inactive in non-Hodgkin
lymphoma in the same major study that established
its use in leukemia.” During the period from 1972
to the present, a number of effective therapies have
become available.* We conclude that 6-MP is a use-
ful drug in advanced CTCL and deserves additional
study-in these patients. It is an easily administered
oral medication that also is inexpensive; the cash
price of @ month’Sssupply of 6-MP (50 mg daily)
and allopurinel (300 mg daily) at our center is
approximately $23. We used 6-MP with allopuri-
nol because the latter may have effects other than
inhibiting degradation of 6-MP.> In her reply to
a question_regarding this combination, the drug’s
codiscovérer, Gertrude Elion, noted that in mice
the combination off6-MP, and"allopurinol/ had a
higher therapeutic index than 6-MP alone.®

Hematopoietic ‘toxicity  ispymonitored with
complete blood cell counts and the.drug held
or dose decreased for absolute neutrophil count
below 1000/pnL.” Hepatic toxicity, commonly
reversible cholestatic jaundice, is monitored
with bilirubin and hepatic enzyme levels; hepatic
necrosis and veno-occlusive diseases are rare.
6-Mercaptopurine is teratogenic and immuno-
suppressive. Because absence of the enzyme
thiopurine methyltransferase markedly increases
myelosuppression, it is now recommended that it
be measured before therapy.’

Sincerely,
Wade K. Smith, MD
W. Kenneth Blaylock, MD

From Virginia Commonwealth University, School
of Medicine, Richmond. Dr. Smith is from the
Division of Hematology/Oncology, Department of
Medicine. Dr. Blaylock is from the Department
of Dermatology.

The authors report no conflict of interest.
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Comment

Triple EMPD was reported in a Japanese patient in
19712 and it continues to be extremely rare outside
of Japan.!” Although the reason for its rarity outside
of Japan is unclear, it may indicate a genetic predis-
position to or an increased national awareness of this
unusual presentation of the disease.

Triple EMPD most commonly involves the groin and
axillary regions. Some patients with triple EMPD have
inconspicuous axillary involvement, as in our case, or
even subclinical involvement, despite histologic evi-
dence of disease. In Japan, the axillary regions of patients
with EMPD are meticulously examined and often rou-
tinely biopsied, even in the absence of clinical findings.?

The pathogenesis of multiple EMPD is unknown.
It may be due to an oncogenic stimulus that acts on
vulnerable cells in the epidermis in multiple areas of the
body. Given a pronounced predominance of this disease
in males,>* androgens also may play a role.

Clinicians should be aware of the potential for
multiple EMPD.and carefully examine, if not biopsy,
the axillary régions of patients with genital EMPD.
Because axillary leésions may develop after genital
lesions,* closefollow-up is essential. Fortunately, axil-
lary tumors rarely are invasive and have not been
reported to metastasize.*’

Sincerely,

Christine/C. Tam, MD
Phillip S. Ragland, MD
Allan C\ Harrington; MD

Dr. Tam is from the Dermatology Office of David
Spott, MD, Clinton, Maryland."Dr. Ragland is from
Anne Arundel Dermatology, Annapolis, Maryland.
Dr. Harrington is from the Department of Dermatology,
Johns Hopkins University, Baltimore, Maryland.

The authors report no conflict of interest.
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