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Influence of thalidomide on immunophenotype
of malignant plasma cells

Wplyw talidomidu na fenotyp nowotworowych plazmocytéw

INTRODUCTION

Multiple myeloma (MM) is a B cell malignant disease affecting primarily the eld-
erly population. Once the diagnose is made expected survival does not exceed four
years. Despite all the efforts patients with recurrent or high risk refractory multiple
myeloma still have a very poor prognosis. Therefore much attention is put recently to
discover a novel, less toxic and more efficient anti- myeloma agents. So far the efforts
have concentrated on high dose chemotherapy or PBSCT, which did not prove signif-
icant efficacy in elderly patients. In such circumstances thalidomide has emerged again.

It has been demonstrated that thalidomide is an effective drug in multiple myelo-
ma patients (1]. It modulates T cell subsets function and cytokine production [3].
Thalidomide has an antiangiogenic activity and immunomodulatory effect on secre-
tion of cytokines, but its anti-myeloma effect is not well understood [4, 5].

MATERIALS AND METHODS

30 patients with refractory or relapsed multiple myeloma, 25 with IgG and 5 with
IgA MM, have been treated with thalidomide. Starting dose was 200 mg daily, and
titrated by 100 mg increments at every week, until the maximum tolerated dose was
achieved. Most of the patients were receiving doses of 400 mg, with maximum 600
mg. Patients were recommended to take daily dose as a single dose at bedtime. Cells’
phenotype was checked before and after 4 and 8 weeks of therapy.
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Interestingly, the percentage of CD20+/CD138+(BB4+) cells was also decreased
and correlated with decreased number of CD38+/CD138+(BB4+) cells (Table 2/
Figure 2).

It seems that thalidomide can provide activation signals to T lymphocytes, thus
promoting T cell response. It affects mainly CD8+ subpopulation, that could be stim-
ulated by CD3+ T cells

Different expression of T activating markers suggest different pathways of signal
transduction (Il-2, 11-12, TNF) however further studies are required.
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STRESZCZENIE

U 30 chorych z opornym na chemioterapi¢ lub nawrotowym szpiczakiem plazmocytowym
w leczeniu zastosowano thalidomid w dawce 400-600 mg dziennie. Chorych podzielono na
dwie grupy zaleznie od odpowiedzi klinicznej: z dobrg odpowiedzig (responders) i staba odpo-
wiedzig (nonresponders). W obu grupach oceniono fenotyp immunologiczny limfocytéw krwi i
szpiku. Badano odsetek komérek limfoidalnych oraz markery aktywacji przed i w 4, 8 tygodniu
leczenia. Oceng¢ wykonano przy uzyciu technik cytometrii przeptywowej. Stwierdzono istotne
obnizenie odsetka nowotworowych plazmocytéw (komérki CD38+/CD138+) oraz zwigksze-
nie odsetka limfocytéw pomocniczych CD4+ i cytotoksycznych CD8+ w grupie z dobra odpo-
wiedzia kliniczng. Potwierdzono, ze thalidomid jest skutecznym lekicm w leczeniu opornych na
chemioterapi¢ postaci szpiczaka plazmocytowego. Obserwuje si¢ zmiennosé odpowiedzi na le-
czenie thalidomidem, co znajduje odzwierciedlenie w odsetku poszczeglnych subpopulacji
limfocytow.



