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dominantly at the level of muscle tissue. It may also be
secondary to a critical reduction in the beta cell secretory
capacity of the pancreas like that observed in insulin-dependent.
diabetes mellitus.? In spite of the high incidence of sub-
sequent impaired glucose tolerance (19% to 87%) or
diabetes mellitus (6% to 62%), definite evidence of an
immunological insult has been lacking.3.4

Serum autoantibodies are frequently found in patients
with 100M. While ICSA reflects and quantifies islet cell
damage, IAA usually follows exogenous therapy. A positive
association between IODM and HLA DR3 and DR4,5 and
evidence of increased susceptibility in subjects with absent
ASP-57 in the DO beta region and the presence of ARG-52
in the DO alpha region," further strengthens this concept.
Immunological and genetic tests have now been included in
diagnostic screening of relatives and these have opened up
numerous research opportunities.

This study attempts to determine the autoimmune
mechanism in GDM and tries to correlate it with the clinical
profile and treatment of the patients and the therapy they
have received. An interesting observation was the detection
ofICSA in over 30% of the subjects with GDM, though these
may well have been an epiphenomenon. These women may
be at a premorbid stage of IDDM which is unmasked by the
stress of pregnancy, the presence of autoimmunity or genetic
susceptibility. In the setting of the immunotolerant state of
pregnancy, confirmation of this hypothesis requires evidence
of seroconversion during pregnancy, demonstration of
defective insulin release from the pancreas and the presence
of the aforementioned genetic markers.

The authors have provided an insight into the possible
pathophysiological role of autoimmune mechanisms in the
development of a subset of patients with GDM. It is likely,
and this needs to be studied further, that other mechanisms
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SUMMARY
Previous studies on patients with localized breast cancer have
shown that conservative procedures not only have a superior
cosmetic result but are also as effective as modified radical
mastectomy with regard to local-regional control and survival.
Little has been published on breast conserving surgery for large
tumours with a diameter of 4 em and above. The authors, there-
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may be operative in a given patient, and GDM may be a
heterogeneous entity. The presence of these antibodies in
pregnant women appears to correlate with subsequent
insulin treatment during pregnancy, and may reflect the
severity of disease. However, there are several deficiencies
in the study. Firstly, a larger number of patients should have
been included and the study done in a prospective manner
with a longer follow up to better determine the clinical
profile, the course of disease as well as the need for insulin
therapy. These points have been conceded by the authors
who report that further follow up is underway. Moreover, a
corroboration with serum insulin and C-peptide estimation
and detailed genetic workup should have been performed.
Only such information will validate comparisons between
GDM and classical IDDM.
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fore, studied the risk factors associated with local-regional or
distant metastasis in patients with large tumours by examining
the medical records of patients who had been treated with local
tumour excision followed by radiotherapy (450(}-5040cGy over
4.5 to 5.5 weeks) for breast cancer between 1978and 1990in four
medical centres in California, USA.

There were 68 patients of whom 50 had tumours between
4 and 6 em in size. Three (6%) of these later developed local
recurrence. Eighteen patients had tumours of 6 em or larger of
whom 2 (11%) patients later developed local recurrence. The
surgical margin was positive for tumour at the time of primary
surgery in 15 patients, negative in 38 patients and not known in
15 patients. There was no local recurrence in patients who had
negative margins. Axillary dissection oflevel Iand II nodes were
done in 64 patients of whom 28 (44%) were positive for tumour.
Patients received radiotherapy to the entire breast by tangential
fields. In addition, regional nodes were irradiated when indicated.

The length of follow up (mean 46 months) was determined
by the last date of contact with a physician or the date of
the patient's death. Local-regional recurrence occurred in
5 patients: in 4 within 38 months and in the fifth patient at
78 months. The 5-year actuarial local-regional recurrence was
calculated to be 8.5% (SE ±4%). The overall survival and
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disease-free survival rates were 76% (SE ±6"10) and 68%
(SE ±6"10) respectively. Cosmesis was rated good or excellent in
89% and poor in 7%. Menopausal, nodal or tumour margin
status were not found to affect recurrence. The overall results of
this study compared favourably with the results of other studies
for stages I and II treated with breast conservation and post-
operative radiotherapy.

The authors conclude that breast conservation and radiation
therapy can be an effective treatment for patients with breast
cancers which are 4 em or larger.

COMMENT
This retrospective study has some methodological weak-
nesses. Different surgeons performed the operation in
several centres over a 12-year period without a specific
protocol. The duration of follow up was based on the last
recorded contact with a physician and hence there were
losses to follow up which could have affected the conclusions.
The sample size of 68 patients is too small to determine the
influence of multiple risk factors on the outcome of local-
regional recurrence which oc.curred in only 5 patients.

The authors propose a hypothesis that breast conservation
and radiotherapy may be a reasonable alternative to mastec-
tomy in patients with stages I and II breast cancer where the
primary tumour is 4 cm or more in size. However, a proper
randomized controlled trial is required to test this
hypothesis. An important prognostic indicator for breast
cancer is tumour size. 1.2 But this factor may be a manifesta-
tion of the histological grade and behaviour of the tumour. A
recent study associated recurrence with a high histological
grade, an extensive intraductal component and mononuclear
cell reaction on microscopy. 3

In a landmark article published in the New England
Journal of Medicine in 1985,4 the National Surgical Adjuvant
Breast Cancer Project (NSABP) group had shown that
breast conservation surgery followed by radiotherapy for
stages I and II breast cancer produced a disease-free and
overall survival which was comparable to mastectomy.
Several studies have supported the findings of the NSABP
report. 5-9 Since then a tumour size of 4 cm or less and a nega-
tive tumour margin were considered to be important criteria
for achieving optimum results with breast conservation
surgery. In this article by Khanna et al., both these criteria
have been put to test. However, because of the methodo-
logical weaknesses it cannot be taken as proof that breast
tumours 4 cm and larger will respond equally well to breast
conservation surgery.

In India the most commonly practised surgical option for
carcinoma breast is mastectomy. Surgeon preference rather
than the patient choice plays a major role in this option. One
reason for this preference is that patients usually present
with locally advanced disease and in them mastectomy rather
than local excision has been considered to give better results
for achieving local control. However, with the increasing use
of mammographic screening and increased patient aware-
ness, more cases of early breast cancer will present for
treatment and these patients will benefit from breast
conservation surgery. The psychological outcome after
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breast conservation has been considered favourable though
this is not always true. 10-13

Breast conservation surgery is still not universally practised
for early breast cancer. 14.15Surgeons who embark on breast
conservation surgery should ensure that this treatment
option should not compromise on the local-regional control
offered by mastectomy. The facilities for frozen section to
determine whether there is tumour in the resected margin,
radiotherapy, mammographic follow up and patient motiva-
tion are necessary before this policy can be effective.

Our research oriented centres should conduct a high
quality randomized, controlled trial of breast conservation
surgery versus mastectomy for tumours 4 em or larger using
strict selection criteria, a standardized protocol, appropriate
outcome measures and adequate duration of follow up. Until
results from such a study become available, it may be better
to continue with mastectomy for large tumours. For smaller
tumours, breast conservation surgery is an acceptable
alternative.
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