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Translating response rates into survival

Translating response rates into survival benefits
It is intuitively thought that a good response to therapy should be a prerequisite to subsequent survival. However, this relationship has often been
difficult to establish. In this issue Riccardi and colleagues report on the response of 258 evaluable multiple myeloma (MM) patients treated between
January 1987 and March 1990 on protocol MM87. After a median follow-up of 134 months, the median survival was 40 (6–162 months) in the
whole group and median survival did not differ significantly between those experiencing complete response (CR), partial response (PR) or stable
disease (SD) whilst receiving first induction chemotherapy. Only patients who progressed had a significantly shorter median survival 13.6 (6–135
months) and the causes of death in this patient group were also more frequently related to MM than in the other response groups. The authors
suggest that the questionable correlations observed between CRs and PRs and survival in previous MM studies and meta-analyses could be
explained (at least partly) by the inclusion of the SD group in the non-responders. They point out that this could be a large proportion of the patient
group (in their study 36.8%). They also note that response is subjectively measured in contrast to survival—which is an objective measure—making
any translation from one to the other more difficult. Other factors such as tumour grade and performance status are also likely to play their part in
this translation. In an accompanying Current Perspective, Sonneveld and Segeren outline the changing concepts in the treatment of MM. The state
that high dose therapy has become the standard treatment for those aged 65–70 years whereas conventional chemotherapy is still considered the
treatment of choice in elderly, more fragile populations. They propose that ‘‘the role of conventional chemotherapy will be further replaced by
tumour debulking using high dose therapy combined with new drugs that are specific for malignant myeloma cells’’.

Loss of heparanase in hepatocellular carcinomas is associated with a poor prognosis
Heparanase is an endoglycosidase that is involved in cell signalling pathways. Conflicting reports have been published with regard to its role in
malignancy. Some studies have suggested that its overexpression is correlated with the metastatic potential of cells and is associated with a poor
prognosis whilst others have suggested it may downregulate cell growth signals in tumours. Ikeguchi and colleagues using a real-time quantitative
reverse transcriptase-polymerase chain reaction (RT-PCR) have examined the expression of heparanase in 48 liver samples from patients with
hepatocellular carcinoma (HCC). This expression was then compared with that in the corresponding non-cancerous tissues. The results were pre-
sented as the mean expression ratios of heparanase and the housekeeping gene glyceraldehyde-3-phosphate dehydrogenase (GAPDH). The expres-
sion in the non-cancerous tissues was significantly higher than that in the cancerous tissues. There was also a lower expression in the non-cancerous
tissues that had more severe liver fibrosis. A correlation between the expression ratios and the apoptotic indices was also observed. 5 year disease-
free survival was significantly better in those patients with a higher heparanase expression in their tumour tissues. The authors suggest that their
results ‘‘indicate that heparanase expression may be lost during the malignant transformation of hepatocytes’’. Their data contrasts with some pre-
vious studies and the authors propose that this may be due to differences in the methodology used.

Calcium channel blockers and their association with cancer in the elderly
Data from the literature has suggested that the long-term use of calcium channel blockers (CCB), given for the treatment of hypertension and
symptomatic coronary artery disease, is associated with cancer, possibly through the inhibition of apoptosis. However, reports are conflicting and
such associations have been proposed to be due to selection bias or due to misclassification in exposure. In this issue Beiderbeck-Noll and colleagues
have investigated this further in 3204 participants, aged 71 years and older, from the Rotterdam study, a prospective population-based cohort study.
They used three different models; the first similar to that previously reported in the literature, the second taking into account all the risk factors that
were univariately associated with cancer in the Rotterdam study and the third including exposure to CCB as time-varying covariates with adjust-
ment for potential confounders. They found that verapamil was significantly associated with cancer in all three models and stated that ‘‘it is too early
to conclude that CCB are not associated with cancer’’ and ‘‘more detailed studies with larger numbers are required to shed more light on this issue’’.
In an accompanying editorial, La Vecchia and Bosetti agree that the current state of knowledge on CCB and cancer risk and the drawbacks of obser-
vational epidemiological studies makes it difficult to draw any firm conclusions particularly given that the different biological mechanisms of CCB
remain largely undefined.
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