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ABSTRACT

Multiple myeloma is a clonal disorder where
terminally differentiated B-cells and plasn%a cells infiltrate
the bone marrow, produce large amounts Tmonoclonal Igs,
and secrete osteoclast-activating factor leading to bone
lesions.

The present study was conducted to confimm the
elevation of serum level of IL-6 in MM patients and to
correlate this elevation with the levels of other parameters of
* disease activity such as bone marrow plasmacytosis, [2-
microglobulin, CRP, [LDH,  Alkaline-phosphatase.
Furthermore to study the effect of this elevation of IL-6 on
programmed cell death (apoptosis) in myeloma cell lines
and myeloma cells using a very sensitive method to detect
apoptosis by flow cytometry.

We have shown that the level of IL-6 was highly
elevated in all newly diagnosed patients {16 cases) using a
sensitive ELISA technique. The level of this cytokine was
not elevated, neither in the normal control group (10 cases}
nor in the follow up patients group {8 cases).

The present study has also revealed that IL-6 has
inhibited apoptosis induced by serum starvation in myeloma
cell lines and myeloma cells.

The results shown in the present [en:g suggestive of a
major role for IL-6 in MM. This role is not only as a growth
factor for myeloma cells but also as a critical factor in
inhibiting programmed cell death.

Abstract
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INTRODUCTION

During the past few years many insights have been
gained into the immunobiology of multiple myeloma. Ot
great importance to our understanding of the regulation of the
immunobiology of multiple myeloma has been the
appreciation of the roles of various biological response
modifying cyickines, produced by lymphocytes. The
impertance .of understanding how these cytokines or
interlevkins control the tumor growth can improve our
understanding of the biology of multiple myeloma and
provide insights which will facilitate the development of
biologically specific therapeutic control regimens for this
disease {Barlogic ct al., 1989).

Interleukin-0, a pleotropic cytokine with the capacity
to induce proliferation in human B cells, is a potent growth
factor for murine plasmacytomas and B cell hybridomas
{Van Damme et al., 1987). IL-6 also is a strong in vitro
prowth factor for human myeloma cells (Kawano et al.,
1989) .

The in vitro responsiveness of myeloma cells to IL-6
was shown to be directly and positively correlated to the
proliferative capability of these cells in vivo (Zhang et al.,
1989) . IL-6 was shown to be over produced in bone marrow
of patients with multiple myeloma (Klein et al, 1989) .
Consistent with this observation, serum levels of I[L-6,
determined in a bioassay {Bataille et al., 1989) and
Radioimmunoassay (RIA)} (Solary et al., 1992) were shown
to be good reflectors of disease severity in plasma cell
dyscrasias .
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