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The treatment of multiple myeloma, Symposium at the meet-
ing of the British Society of Haematology, Glasgow, 21 March
1991.

Professor Tim McElwain, who died in December 1990, made
major contributions to the development and implementation of
high dose chemotherapy protocols for the treatment of multiple
myeloma. In honour of these contributions, his colleagues at the
Royal Marsden Hospital in London presented results of clinical
trials carried out during the last decade. The symposium was
chaired by Professor Brian Durie of the Charing Cross and
Westminster Medical School. .

Dr Barbara Millar presented results of in vitro studies on the
culture of myeloma cells. Myeloma colonies are of two types-
large colonies, composed of plasmacytoid cells and smaller
colonies, composed predominantly of Iymphoplasmacytoid cells.
Such colonies may be cultured from both the peripheral blood
and bone marrow of myeloma patients, and can be used as
markers for the proliferative capacity of the tumour. A surprising
result of these studies was that combination chemotherapy can
actually increase the proliferative capacity ofthe tumour, proba-
bly by activating dormant clonogenic precursors. The culture
system can be used to evaluate new drugs, and Dr Millar
presented data showing that busulphan may have activity against
myeloma cells which have become resistant to melphalan. The
addition of verapamil appeared to increase the sensitivity of
myeloma cells to anthracycline drugs, but the mechanism of this
effect appeared to be independent of the membrane-bound P-
glycoprotein drug resistance system. I

Dr Martin Gore observed that palliative approaches to the
treatment of myeloma may often be inappropriate, as 50% of
myeloma patients in the UK are under 63 years of age, and 2300
die annually.

The pioneering work at the Royal Marsden had originally
commenced with the use of a single injection of high dose
melphalan (HDM 140 mg/m-). In the early 1980s, up to 20% of
patients died from the complications of prolonged pancytopenia
and mucositis, but improvements in supportive care have re-
duced the treatment-related mortality rate to less than 5%. The
treatment approach was modified in the mid 1980s to include
four to six courses of combination chemotherapy on the VAMP
(vincristine, adriamycin and methylprednisolone) protocol fol-
lowed by HDM when the patient had attained the plateau phase.
Twenty-five of fifty patients (50%) achieved a complete haem a-
tological and biological remission. However, the majority of

patients were not cured as a large number relapsed 18 to 30
months post HDM.2

The results of current studies were presented by Dr Cunning-
ham. Cyclophosphamide with or without verapamil is used in
combination with VAMP to treat patients up to the plateau
phase. Autologous bone marrow is harvested and then re-infused
after HDM. Autologous bone marrow transplantation (ABMT)
allows the dose of HDM to be increased to 200 mg/m' and also
shortens the period of pancytopenia to an average of three
weeks. The use of biological response modifiers in the setting of
minimal residual disease is being assessed by a number of
groups. Mandelli et al? reported that recombinant interferon
alpha 2b prolonged response duration and survival in patients
who had previously responded to conventional induction che-
motherapy. Our own studies at the Royal Free Hospital" have
shown that myeloma cells are sensitive to lysis by Iymphokine-
activated killer (LAK) cells, and we have successfully used
recombinant interleukin 2 in combination with ABMT in pa-
tients with myeloma.' The Royal Marsden group have random-
ized patients post-AMBT to receive interferon or no interferon,
and preliminary data show a significantly prolonged response
duration in the interferon group.

It is clear that the approaches pioneered by Professor McEl-
wain have generated considerable international interest" and the
further studies he has inspired show that intensive therapy has a
clear role to play in selected patients with multiple myeloma.
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