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Comments and Critique

Pancreatic Cancer: How Can We Progress?

DIFFICULTIES AND FRUSTRATION abound in the diagnosis, treat-
ment and study of pancreas cancer. The symptoms of pancreas
cancer are often vague and non-specific, and usually develop
insidiously. In spite of advances in medical imaging, early
diagnosis remains elusive, and patients often present with locally
advanced or metastatic disease. The morbidity and mortality of
pancreatic resection is high, and even for the minority of patients
whose tumours are resected, 5-year survival is less than 25%.
Before patients are referred to the cancer specialist, they are
often cachectic or jaundiced or have ascites. Because the median
age at diagnosis is approximately 70 years, many patients also
have other underlying medical illnesses. The median survival of
patients with metastatic pancreas cancer is approximately 3
months, and no systemic therapy has reliably yielded responses
in even 15% of patients or has clearly improved survival. It is,
therefore, no surprise that even among the most enthusiastic of
oncologists, a nihilistic and defeatist attitude toward pancreatic
cancer is pervasive. Thus, the Gastrointestinal Tract Group of
the European Organisation for Research and Treatment of
Cancer should be applauded for its programme of phase II
evaluation of chemotherapeutic agents in patients with adenocar-
cinoma of the pancreas.

The obstacles encountered in evaluating antineoplastic regi-
mens in patients with pancreatic cancer may be one reason for
the lack of substantial progress in therapy. Phase II trials,
designed to screen for anti-tumour activity, employ shrinkage
of measurable lesions as their end-points. Not only do many
patients with pancreas cancer present in a debilitated condition,
limiting their tolerance of toxic therapies, but pancreas cancer
often grows in a manner that is difficult to measure. Primary
pancreatic masses, often considered “measurable disease” in
phase I trials consist not only of malignant cells, but also include
intense inflammatory reactions and fibrosis. These masses are
usually poorly circumscribed and irregular in shape. Even
substantial cytotoxicity to the malignant cells may not translate
into a measurable reduction of tumour size, although an anti-
inflammatory response to chemotherapeutic agents might result
in shrinkage without having meaningful effects on the cancer.
Thus, the use of a locally advanced pancreas cancer as the sole
indicator of response in phase II studies may yield misleading
results. The desire to have an experimental antineoplastic drug
for every patient should not compromise the scientific objective
of phase II investigations. Such trials should be limited to
patients in good medical condition with strictly measurable
lesions.

The responses observed in the EORTC trial of cisplatin are
of interest{1]. The activity of cisplatin in this disease was
predicted in studies of a human pancreatic cancer grown in nude
mice[2]. Although the eligibility criteria of the trial required
metastatic disease, 3 patients with locally advanced disease
entered the trial. Appropriately, the outcome of these ineligible
patients was reported, and 2 of the 3 were among the 7
responders. Given the difficulties in assessing response in such
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patients, what does the overall response of 21% mean? Cisplatin-
based combinations have been studied in patients with pancreatic
carcinoma, but most have failed to yield a high frequency of
tumour regression[3-6]. Since cisplatin therapy is accompanied
by potentially serious side-effects, cisplatin cannot be re-
commended as standard therapy in this disease, but rationally
designed combinations of cisplatin with other agents, as pro-
posed by Wils and colleagues [1], merit evaluation.

This is not to say that patients without measurable disease
cannot benefit from participation in clinical trials. First, these
patients are appropriate for phase I trials of promising agents
and combinations. Perhaps even more important are studies
that relate to the palliative care of patients with pancreas
cancer. Measures to reduce pain, diminish nausea, limit other
symptoms, improve nutrition, and enhance quality of life merit
careful attention and thorough study. Such studies are labour-
intensive, but are more important and much less costly overall
than the routine use of therapies currently employed in clinical
practice, be they chemotherapy alone or chemotherapy with
radiation. The goals of identifying effective cytoreductive regi-
mens and providing palliative care are complementary, not
mutually exclusive. Regimens that demonstrate activity in the
phase II setting should be evaluated in larger trials to better
establish the true response, and to assess the impact of the
treatment on survival and quality of life. The value of regimens
reported to have substantial antitumour activity have been put
into perspective by several such trials{6, 7].

But where do we go from here? Is the problem of developing
effective therapies unique to this disease, or is it just that
pancreas cancer has been insufficiently studied? Perhaps, a little
of both. Our therapeutic nihilism has prevented us from studying
pancreas cancer as extensively or enthusiastically as we have
studied other neoplasms. Although pancreas cancer remains the
fifth most common cause of cancer death in the western world,
few laboratories are devoted to studying this disease. A tremen-
dous amount of data has been amassed on the control of normal
pancreatic growth and function, but relatively little is known
about carcinogenesis and growth of human pancreas cancer. We
are sorely lacking preclinical models for studying the biology of
pancreas cancer. Rodent pancreas cancer models have provided
some clues, but the relevance of these systems to the human
disease has yet to be demonstrated. Nonetheless, new biological
data are accumulating[8] and the advances in molecular biology
are ready to be translated to clinical trials. The role of the
autocrine and paracrine growth factors and their receptors is
under study([9], and may present a target for new therapies.
Novel hypothalamic hormone analogues with therapeutic poten-
tial are being evaluated, stimulated by the demonstration of
receptors for these compounds on human pancreatic cancer|[10].
Another potential window of opportunity is the observation that
the majority of pancreatic adenocarcinomas express mutated K-
ras[11], and ongoing research should lead to the development of
therapeutic strategies based on the interactions of ras with other
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proteins involved in growth regulation. Regimens derived from
laboratory studies of biochemical modulation of antineoplastic
agents[12] and monoclonal antibodies[13] that may serve as
carriers of therapeutic isotopes or protein toxins are under active
evaluation. These approaches require thoughtful preclinical
development and demand careful clinical evaluation.

Will we make any progress through clincial trials? I believe
that we will, but the path is likely to be long and frustrating.
There will be rewards, however, for those who look to the
advances in the biology of the disease, undaunted by the
limited success we have had so far with empirically derived
chemotherapeutic regimens.
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Quality Assurance in Cancer Treatment
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INTRODUCTION
QUALITY ASSURANCE in medicine is the process through which
we attempt to monitor the actual quality of care given to an
individual patient, to a patient group or to a population. When
deficiencies are identified, measures taken for corrective action
are formulated.

While this would seem an obvious process to be integrated in
the process of health care, it appears that relatively few organised
activities have taken place in this field. This is related in part to
the fact that the results of health care are determined by a
large number of processes and professional groups which all
contribute in important ways in determining the final product.
They include basic and clinical researchers, legislators, adminis-
trators, physicians and paramedical professions, each individual
influence often being difficult to identify.

Apart from the complexity of the process, evaluation is also
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hindered by the frequent difficulty in defining adequately the
aim that is pursued. For example, when considering outcome,
cure is the most readily measurable parameter in statistical
terms, while quality of life, palliation and patient satisfaction
are difficult to quantify. It is, therefore, extremely important to
define the different endpoints we need to assess. We also need
to clearly identify the elements of the process to be considered
separately and the mechanisms for implementing corrective
action.

Different goals in quality assurance

The final value of a specific treatment can be analysed through

five questions:

— is there efficacy in the treatment?

— is it effective in routine application?

— can we afford it, or does it have a good cost-benefit relation?

— is it available to all patients?

— is it applied correctly when given to a specific patient or
patient group?



