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Editorials

Adjuvant Treatment of Breast Cancer

Two seminal trials of adjuvant chemotherapy in breast cancer were initiated in the
early 1970s by the National Surgical Adjuvant Breast and Bowel Project (NSABP)
in the USA and the National Cancer Institute in Milan, Italy, and their preliminary
results (published in 1975 and 1976 respectively") showed some early evidence of
benefit from treatment. This led to an over-optimistic interpretation of their
results,' although the number of patients studied was small. The findings received
extensive professional and media publicity and widely encouraged the practice of
adjuvant chemotherapy for axillary node-positive breast cancer, often on demand
by patients, well before its long term benefits were fully known. Since then a
variety of treatment options have been tested and reported by more than a hundred

. trials. However, the often contradictory results of these trials"? have created
considerable. confusion for practising clinicians, who often accepted or rejected a
treatment option on the basis of their personal prejudices. On the whole, the trials
showed that while a statistically significant improvement in disease-free survival
was commonly obtained from most forms of adjuvant treatment, a prolongation of
overall survival was uncommon.!

When small trials are performed to detect modest differences in treatment
outcome the results of anyone trial may be particularly promising or unpromising
by chance alone. To ascertain the benefits, if any, of adjuvant therapy so that
clinicians could make an informed judgement of its efficacy while treating their
patients and if modest differences in survival are to be assessed reliably, both
moderate random errors and moderate biases in the many trials performed must be
avoided. One. way to achieve this is to perform a statistical overview or meta-
analysis of all trials that have been performed to ask similar questions: such as
chemotherapy versus no treatment or tamoxifen versus no treatment. Since many
more patients are included in an overview than in anyone trial, the standard
deviation of any reduction in mortality is much smaller in an overview than in any

• one trial included in that overview. Central to the undertaking of a meta-analysis is
the inclusion of all trials (published or unpublished) that have been performed. If
only trials that have been published are included, a publication bias might result in
spurious treatment differences being generated. Collection of data of every individ-
ual patient from all published and unpublished trials is a major undertaking, but if
reliable results with narrow confidence limits are to be obtained such an approach
is essential. .

Such a statistical overview analysis of effects of adjuvant cytotoxic therapy and
of adjuvant tamoxifen was performed by Richard Peto of Oxford. The result of
sixty-one randomized trials conducted worldwide, and involving nearly 29 000
patients were included. The 5-year results of this meta-analysis were subsequently
published." These results, rather than those of individual trials, now form the basis
for making a reliable assessment of the efficacy of adjuvant therapy in breast
cancer. However, it must be emphasized that the potential limitations of a meta-
analysis, IO would still make a single, large, well-conducted clinical trial the most
convincing demonstration of a treatment effect. Unfortunately, it is often not
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possible to perform such a trial. The major findings from the overview analysis
were the following:

1. Adjuvant tamoxifen improved overall survival when compared to no treatment.
This difference was, however, statistically significant only for women over the
age of 50. The magnitude of the benefit in this group was 5.9% and improvement
in disease-free survival was 11.4%.

2. Adjuvant chemotherapy also improved overall survival when compared to no
treatment. This difference was, however, statistically significant only for women
under the age of 50. In this group the magnitude of benefit was 6.9% and the
improvement in disease-free survival was 12.8%.

The subsidiary findings from the overview analysis were the following:

1. Poly-chemotherapy was superior to single agent therapy.
2. The use of chemotherapy for 8 to 24 months produced no greater benefit than

chemotherapy for 4 to 6 months.
3. Poly-chemotherapy regimens other than cyclophosphamide, methotrexate and

5-fluorouracil (CMF) were not superior to CMF.
4. Doses of tamoxifen greater than 20 mg per day were not superior to doses of 20

mg per day.
5. Adding tamoxifen to chemotherapy was not superior to either chemotherapy or

tamoxifen alone.
6. Tamoxifen also appeared to be effective in oestrogen receptor negative patients.

The adjuvant therapy trials demonstrated that the natural history of breast cancer
can be modified by treatment. This validated the assumption that many patients
with early breast cancer harbour well established micrometastases at the time of
diagnosis. Although the implications of this finding are considerable in that they
give us new hope for the eventual cure of breast cancer, the magnitude of actual
survival benefit obtained is still disappointingly small. Many new and important
questions are now being tested in clinical trials, such as the usefulness of periopera-
tive chemotherapy and of ovarian ablation, and the effectiveness of adjuvant
treatment in patients who have histologically negative nodes." However, none of
these trials holds a promise of achieving a magnitude of benefit that is substantially
greater than the 6% to 7% obtained so far and, since the life table curves of the
world overview continue to slope downwards (rather than forming a plateau), it is
clear that patients are continuing to die in spite of treatment. Their death is being
delayed in comparison to the control group at a fixed point in time (5 years),"

Breast cancer is a biologically heterogeneous disease and it is therefore likely
that treatment outcome will not be uniform, Some subgroups of patients possibly
respond better to chemotherapy whereas others derive more benefit from endocrine
treatment. There might yet be another subgroup of patients who are either resistant
to both forms of treatment or in whom treatment is detrimental. The challenging
priority before us is to identify these subgroups that differ qualitatively and
quantitatively in terms of their response to adjuvant treatment. For those who
derive a small benefit, the consideration will be whether the magnitude of th~
benefit justifies the toxicity and cost involved. For those who derive no benefit the
consideration will be whether or not the patient is being harmed by the side-effects
of the treatment.

To answer these complex questions we need to initiate a new generation of
clinical trials that are both conceptually new and make a clear break with the past
traditions of designing adjuvant trials. I I In the meantime, every clinician, espe-
cially in less affluent countries like India, will have to make this cost-benefit
evaluation before prescribing adjuvant treatment for patients with breast cancer.
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The Human Immunodeficiency Virus and the
Healthcare Worker

Jonathan Mann, former Director of WHO's Special Programme on AIDS, has
described the three phases of reaction in any society to the entry of the human
immunodeficiency virus (HIV) that causes the acquired immunodeficiency syn-
drome (AIDS).' The first phase is denial; that is, there is an attempt to deny the
presence of HIV and any expenditure on its control is considered a waste of
national' resources.

The second phase is reluctant acceptance. Persons who become infected ini-
tially draw media attention because of their celebrity status. tragic circumstances or
the sympathy factor. However, panic soon sets in. There are demands to test
everyone. identify high-risk persons and submit them to HIV testing. Even doctors
refuse to look after HIV infected patients. Anger builds up against a feeling of
helplessness and fear of the unknown. India is currently passing through this phase.

But the time has come to enter the third phase-constructive engagement. As
professionals we simply cannot ignore HIV and AIDS any longer. We may already
be handling HIV infected patients without our knowledge. An HIV infected person
appears to be normal for many years. He suffers from ordinary day-to-day ailments
and accidents, and may attend a hospital or a clinic and be looked after like any
other patient without anyone even suspecting HIV infection.

How great is the risk of HIV infection to the healthcare worker? Data are
available from several big centres focusing on this issue+" The unpublished con-
sensus statement of the WHO consultants- clearly affirms that in any country the
prevalence of HN infection is no different among healthcare workers than in the
general population. Extensive epidemiological studies-t-' confirm that the only
modes of transmission of HIV infection are:

-Sexual contact (both heterosexual and homosexual).
-Parenteral or mucosal contact of blood or certain bod~ fluids which are infectious

(these include sexual, cerebrospinal, synovial, pleural, peritoneal, pericardial and


