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of DRw52 was seen in patients with antibodies to the
aminoacyl-tRNA synthetases and anti-SRP autoantibodies
and of DRw53 in patients with Mi-2 and MAS autoantibodies'?
The DRw52 positive patients having associated auto-
antibodies against tRNA synthetases and SRP are less
responsive to prednisolone, have more severe myositis, a
worse prognosis and show better response to methotrexate.
Patients with DRw53 and autoantibodies against Mi-2
and MAS autoantigens have less severe myositis, a lower
mortality rate and show a better response to prednisolone.
Such patients should be treated with azathioprine and
prednisolone. Patients with no MSA behave as Mi-2 positive
patients." Thus, in patients with PM and DM, the determina-
tion of HLA and MSA may serve as useful additional tools
for choosing appropriate immunosuppressive agents.

Finally, the time period between onset and diagnosis
appears to have an important bearing on disease outcome.
The longer this time gap, the poorer is the response to
immunosuppressive drugs. Hence, these patients should be
referred early to specialized centres.

Autoimmunity and gestational diabetes

McEvoy RC, Franklin B, Ginsberg-Fellner F. (Departments
of Pediatrics and Cell Biology/Anatomy, Mount Sinai School
of Medicine, New York, USA.) Gestational diabetes
mellitus: Evidence for autoimmunity against the pancreatic
beta cells. Diabetologia 1991;34:507-10.

SUMMARY
The authors studied the role of autoimmunity in gestational
diabetes mellitus (GDM) in 312 women between 18 and
28 weeks of gestation who attended the prenatal clinic at the
Mount Sinai Hospital, New York, during the period 1983-84.
These women were predominantly Hispanic (65%) and Black
(32%), and the majority were receiving public monetary assis-
tance. All were evaluated for the presence of glucose intolerance.
Ofthe 312 women who had an abnormal result on a 50 g glucose
screening examination (1 hour value exceeding 150 mg/dl), 254
were subjected to a formal glucose tolerance test, the remainder
being lost to follow up. GDM was detected in 144 subjects
(57%); the remaining women, who had positive screening and a
normal glucose tolerance test, were termed 'suspect control
subjects' (sq. The authors examined the sera of these subjects
for the presence of islet cell surface antibodies (ICSA) and
insulin autoantibodies (IAA) being unaware of the relevant
clinical data. The presence of ICSA was determined by a
complement-mediated cytotoxic assay [using rat insulinoma
cells (RIN5F) as the target 1and IAA was determined by a liquid
phase displacement assay. In addition to the study and SC
group, sera of 160 normal blood donors (control group) were
also examined by immunological tests.
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Whereas 45 of the 144 sera (31%) of GDM subjects were
positive for ICSA, only 9 of 108 (8%) SC subjects had sero-
logical evidence of autoimmunity (p<O.OOOOI).The prevalence
of ICSA was significantly greater in both the GDM and SC
groups compared to the normal blood donor control population
(3 of 160,1.8% v. SC: p<0.05, v. GDM: p=O.OOOOI).

Eight sera from the GDM patients and one from a control
subject were positive for IAA. Subsequent examination of their
medical records revealed that all of them had had insulin therapy
previously, making it impossible to comment on the autoimmune
nature of IAA. The prevalence of ICSA was significantly higher
in the GDM group requiring insulin treatment (48%) than in the
one managed with dietary changes alone (7%). All subjects
were followed up till delivery to observe whether they needed
insulin therapy and to assess their glycaemic status. The authors
suggest that a high proportion of pregnant women with glucose
intolerance develop an autoimmune response against the
pancreatic islets in spite of the relative immune tolerance during
pregnancy and that the presence of ICSA predicts the onset of
gestational diabetes requiring insulin therapy.

COMMENT
Pregnancy is a diabetogenic condition, a consequence of the
altered carbohydrate metabolism resulting from the action of
a multitude of hormones and placental products. IWhile this
ensures a steady supply of nutrients to the foetus, 2% to 3%
of pregnant women become glucose intolerant in GDM. The
unfavourable metabolic status consequent to hyper-
glycaemia leads to adverse effects on maternal and foetal
well-being, necessitating early diagnosis and prompt and
appropriate therapeutic intervention.

Similar to non-insulin dependent diabetes mellitus, the
impairment of glucose tolerance in GDM is widely believed
to be the result of peripheral insulin resistance, pre-
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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 IODM. While ICSA reflects and quantifies islet cell
damage, lAA 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

Is breast conservation surgery for large
tumours advisable?

Khanna MM, Mark RJ, Silverstein MJ, JuiIIard G, Lewinsky
B, Giuliano AE. (Department of Radiation Oncology,
University of California, Los Angeles; the Radiation
Medical Group, San Diego; Department of Surgery, The
Breast Center, Van Nuys and The John Wayne Cancer
Institute, Saint John's Hospital, Santa Monica, California,
USA.) Breast conservation management of breast turn ours
4 em or larger. Arch Surg 1992;127:1038-43.

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
turnours with a diameter of 4 em and above. The authors, there-

273

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 classicallDDM.

REFERENCES
1 Kuhl C. Hornnes PJ. Andersen O. Etiology and pathophysiology of gestational

diabetes mellitus. Diabetes 1985;34(SuppI2):~70.
2 Bushard K, Buch I, Molsted-Pedersen L. Hougaard P, Kuhl C. Increased

incidence of true type I diabetes acquired during pregnancy. 8M} 1987;294:
275-9.

3 Catalano PM. Tyzbir ED, Sims EA. Incidence and significance of islet cell
antibodies in women with previous gestational diabetes. Diabetes Care 1990;
13:478-'82.

4 Ginsberg-Fellner F. Mark EM, Nechemias C, et at. Islet cell antibodies in gesta-
tional diabetics. Lancet 1980;2:362-3.

5 Wolf E, Spencer KM, Cudworth AG. The genetic susceptibility to type 1
(insulin-dependent) diabetes: Analysis of the HLA-DR association.
Diabetologia 1983;24:224-30.

6 Khalil I, d'Auri OIL. Gobet M, et at. A combination of HLA-DO beta Asp57-
negative and HLA DO alpha Arg 52 confers susceptibility to insulin-dependent
diabetes mellitus.T Clin Invest 1990;85: 1315-19.

ROHIT SHARMA
ANOOP MISRA

Department of Medicine
All India Institute of Medical Sciences

New Delhi

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 (4500-5040 cGy 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 cm 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 I and 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


