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Combinations with cytotoxic che-
motherapy agents, steroids, antibiotics,
and even a bisphosphonate are all
being tested.

‘Total Therapy’ Includes
Thalidomide

Thalidomide is an angiogenesis inhi-
bitor, and its activity as a single agent
in refractory multiple myeloma was
confirmed in a report by Bart Barlogie,
MD, PhD, Director of the Arkansas
Cancer Research Center in Little Rock.
He described a trial of 169 patients in
which 61 responded, including three
with complete responses, and 20 others
with regressions of greater than 90 per-
cent. The overall survival rate with sin-
gle-agent thalidomide was 55 percent at
18 months.

Dr. Barlogie said he believes
thalidomide is an ideal agent to com-
bine with myelosuppressive cytotoxic
drugs, since it is minimally bone-mar-
row suppressive.

In an interview after the meeting,
Dr. Barlogie said a randomized multi-
ple myeloma trial referred to as “Total
Therapy II” has already randomized
more than 300 newly diagnosed multi-
ple myeloma patients to intensive
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Bart Barlogie, MD, PhD,

said he believes thalidomide
is an ideal agent to combine
with myelosuppressive
cytotoxic drugs, since it is
minimally bone-marrow
suppressive.

induction chemotherapy alone or with
thalidomide.

The “total therapy” regimen begins
with vincristine, doxorubicin, and dex-
amethasone (VAD); followed by dex-
amethasone, cyclophosphamide, etopo-
side, and cisplatin (DCEP); then cyclo-
phosphamide, doxorubicin, and dex-
amethasone; stem cell transplant; and
then another cycle of DCEP. A second
phase consists of two cycles of high-
dose melphalan.

Patients are randomized to receive
or not receive thalidomide throughout
the year-long program, Dr. Barlogie
said.

In a trial planned at his center for
early indolent (smoldering) myeloma,
thalidomide will be combined with the

found declines in prostate-specifc anti-
gen (PSA) levels in 68 percent of 63
androgen-independent patients taking
a high-dose regimen, and in 58 percent
of men taking low-dose thalidomide,
reported William D. Figg, PharmD,
Senior Investigator and Head of NCI’s
Clinical Pharmacokinetic Section.

Low dose was 200 mg/day, and
high dose escalated from 200 to 1,200
mg/day. Four patients taking low-dose
thalidomide maintained depressed PSA
levels for more than 150 days, and two
of them were considered partial re-
sponders by bone scan criteria.

None of the high-dose patients,
however, had more than a 50% PSA
response, Dr. Figg noted. “That was
probably because few patients tolerated
the high doses, and most had to come
off trial.” But he added that colleagues
at the NCI treating Kaposi’s sarcoma
are using high-dose thalidomide with-
out the same toxicities—probably
because the population of patients is
younger than in advanced prostate can-
cer trials.

Dr. Figg pointed out that using
changes in PSA as a marker probably
underestimated thalidomide’s actual
effect on reducing prostate tumors,
because thalidomide upregulates PSA
by about 20 percent. Other drugs also
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Hodgkin’s Disease

continued from page 25

also to remember that problems can
arise with relapse. In the case of a male
who receives initial treatment that is
nonsterilizing, he may relapse and
require high-dose treatment. Spermato-
genesis may have lulled, and there may
be no further opportunity before steril-
ization to harvest semen for cryopreser-
vation. Thus, alternative options have
to be considered. “Unfortunately,
because of the evolving nature of proto-
cols, we are on a moving staircase in
terms of fertility treatment and progno-
sis,” Dr. Gosden continued. “It is very
difficult, in any particular set of circum-
stances, to predict exactly what the
effects will be upon a young man or
woman’s future fertility.”

Act Before Treatment Starts
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mences, Dr. Gosden said. In general,
the options for women are more limited
than for men. To preserve the possibili-
ty of a woman’s future genetic parent-
hood, there is the possibility of embryo,
oocyte, or ovary banking. One method
of in vivo protection of the ovaries is to
perform oophoropexy, in which the
ovaries are transposed and then
returned to their original site following
completion of treatment. There have
been successes using this approach
when abdominal radiation treatments
are required. However, natural fertility
may not always return after this proce-
dure.

Several theoretical approaches are
now being contemplated. For instance,
one strategy may be to use oral contra-
ceptives and gonadotropin-releasing
hormone agonists in both males and
females to suppress the gonads and
thus reduce their radio- or chemo-sensi-
tivity. However, support for this theory
is based mostly on animal studies.

ways, specifically in oocytes.

This raises the concern that such
agents would also reduce therapeutic
benefit. Another concern, said Dr.
Gosden, is that this technique might
conserve germ cells that should have
otherwise undergone apoptosis. They
may have acquired germ line damage,
leading to effects on later reproduction
such as miscarriage or birth defects.

One exciting new technology is the
storing of ovarian tissue, either as an
ovarian biopsy to be cryobanked for
future transplantation or by recovering
primordial follicles and maturing them
in the laboratory for use in in vitro pro-
cedures. Although the latter technology
is still a “very long way” from reality,
Dr. Gosden has participated in experi-
ments in which autografts of ovarian
tissue restored estrus cycles in female
sheep.

While cryopreservation of semen is
generally accepted as the standard for
fertility conservation in men, it is not
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responded rather
dramatically to thalidomide
or thalidomide and steroids.
These were patients who
had extensive disease,
especially kidney-based but
also Gl-based disease, as
well as macroglossia.”

Macroglossia Responds to
Thalidomide & Steroids

At Cedars-Sinai Medical Center in Los
Angeles, five of six patients with prima-
ry amyloidosis and renal organ in-
volvement responded to thalidomide
and a thalidomide-glucocorticosteroid
combination, reported James Berenson,
MD, Director of the Multiple Myeloma
and Bone Metastases Program.

“We treated patients with amyloid
who failed other treatments, and most
responded rather dramatically to the
thalidomide or thalidomide and ster-
oids,” he said. “These were patients
who had extensive disease, especially
kidney-based but also Gl-based disease,
as well as macroglossia.” Four patients
had improved renal involvement, and
four had what Dr. Berenson termed
dramatic improvements in quality of
life. “It was also quite impressive to
see improvement in albumin levels,
which almost returned to normal with
the addition of low-dose thalido-
mide,” he said. “That is pretty much
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Jorge Cortes, MD: “In view
of the significance of VEGF
in the prognosis of these
patients, further studies are
warranted using more
potent VEGF or angiogenesis
inhibitors.”
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