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patients, these were reversible and the treatment could be contin-
ued in most ofthem. In the two patients in whom treatment had to
be discontinued, the aspartate aminotransferase levels and creati-
nine levels rapidly returned to normal.

The data on relapses from the present study and the observa-
tions in the pilot study? suggest that lower doses may be ineffec-
tive and higher doses may not be tolerated. In the present study,
the mean daily dose for all the 120 patients was 2.8 mg/kg body
weight. However, 5 of the 6 patients who relapsed received
1.0-2.3 mg/kg/day and 1 of the 2 patients who had discontinued
treatment because of drug toxicity had received 4.8 mglkg/day.

Oral miltefosine, at a dose of 100 mg per day for four weeks
(cohort 3) cured the infection in 29 ofthe:30 patients (97%). With
the same regimen, the infection was cured in all the 5 patients in
the pilot study? and in all the 16patients in another study. IO Taking
all these studies into account, overall, 50 of the 51 patients treated
with this regimen were cured, giving a total cure rate of 98%. In
comparison, liposomal amphotericin B was found to be 97%
effective in a cohort of 42 patients with kala-azar." The authors
suggest that oral miltefosine in a dose of 100 mg per day (approxi-
mately 2.5 mg/kg, but not exceeding 4 rug/kg) for four weeks
seems to be the most suited regimen for further trials and eventual
approval.

As miltefosine is a teratogen in animals, its use is contraindi-
cated in pregnancy. However, miltefosine raises hopes in a dismal
scenario. The drug is easily synthesized, is expected to be afford-
able and, most important, has the ease of oral administration. The
side-effects caused by miltefosine are tolerable, reversible and
avoidable. If its effectiveness in resistant kala-azar, children,
HIV-infected persons and those with severe disease can be estab-
lished in subsequent trials, it may well become the first drug with
the potential for outpatient treatment of kala-azar. The availabil-
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SUMMARY
The major concern in women who are on hormone replacement
therapy (HRT) is an increased incidence of breast and endometrial
cancer. Mammography is an important tool for the early detection of
breast cancer. Accuracy of screening mammography varies with age,
breast density and family history of breast cancer. HRT is known to
increase breast density and thus reduces the accuracy of mammo-
graphic screening. To study the effect of HRT on accuracy of
mammographic screening, 103770 women from Victoria, Australia,
who were attending a breast screening programme in 1994, were
studied. Women who had breast lesions or nipple discharge either at
the time of study or in the past were excluded. All women above 40
years of age had mammography every 2 years. Women in the age
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ity of an affordable oral agent would benefit patients even in rural
areas and could also help in the eradication of kala-azar.
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group 50-69 years were invited to participate as the target age group.
Two-view mammograms were done in all cases and were interpreted
by two radiologists. If their opinions matched, those were classified
accordingly, and if not, the opinion of a third radiologist was
considered as final. Further assessment included clinical examina-
tion, radiography, ultrasonography and biopsy in suspicious cases.
Women who had cancer on screening were termed true-positive and
those with no cancer were termed true-negative. Women who had
cancer but were negative on screeningwere termed false-negative
and women who had no cancer but were positive on screening were
termed as false-positive. Patients with ductal carcinoma in situ were
excluded as this inflates sensitivity. The screening interval was 24
months. Unconditional logistic regression modelling was used to
control potential confounders such as age, family history and symp-
tomatic status. HRT users were found to have a lower sensitivity than
non-users (64.8% v. 77.3%). In the target age group (50-69 years)
also, the sensitivity was lower in HRT users (64.3% v. 79.8%). There
was a significant reduction in the specificity for HRT users as
compared to non-users (p<O.OO2).The detection of small cancers was
lower in HRT users as compared to non-users (p=0.05). Using
logistic regression modelling for age, family history and symptom-
atic status, HRT users were more likely to have a false-negative
screening at 2 years [odds ratio: 1.6 (eI: 1.04-2.21, p=O.OI)].The
adjusted sensitivities were 64.8% and 74.7% (users v. non-users).
Also, false-positives were slightly higher amongst users as compared
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to non-users [odds ratio: 1.12 (CI: 1.05-1.19, p=O.OO04)].Thus, this
study shows that the use of HRT reduces the sensitivity and specific-
ity of mammography as a screening procedure for breast cancer.

COMMENT
Since oestrogen helps in the treatment as well as prevention of
osteoporosis along with alleviation of menopausal symptoms, it
has been prescribed to postmenopausal women with or without
osteoporosis. I The problems encountered in those who are on
long term HRT relate to the early detection of expected problems
such as breast cancer and endometrial dysplasias. Follow up for
endometrial disease is done using transvaginal ultrasound with a
high-frequency probe. Endometrial biopsy is advocated ifthere is
unexpected bleeding per vaginum. In recent years, transvaginal
ultrasonography has been used as a non-invasive modality with a
high negative predictive value for detecting endometrial disease.'

Breast cancer is a major cause of mortality in women in the
West. Factors responsible for the increase in risk of breast cancer
in those on HRT include the dose, use of conjugated or unconju-
gated oestrogens, duration and current usage.t It has been proven
that HRT increases the incidence of breast cancer. However, such
tumours have a better prognostic profile than tumours in non-
HRT users and the effect is independent of the method of detec-
tion.'

Currently, mammography is considered to be the most specific
and sensiti vemode of screening for early detection of adenomatous
or dysplastic changes in breast tissue. Large meta-analyses and a
Swedish study have shown that screening mammography reduces
mortality from breast cancer by 29% in women in the age group
of 50--69 years.' HRT has been shown to increase the density of
breast parenchyma in mammographic images. Thus, it has been
postulated that the sensitivity and specificity of the procedure for
early detection of breast cancer is reduced. In an earlier study,
Thurfjell et al. showed that HRT reduces the specificity margin-
ally (statistically significant) without reducing sensitivity.' Dif-
ferent HRT regimens have been shown to affect the specificity of
screening mammography differently.' Regimens with continuous
oestrogen and progesterone are associated with a specificity of
90% on screening mammography while other regimens are asso-
ciated with a sensitivity of up to 95%.5

High-resolution ultrasound has been tried but with variable
results. Ultrasonography has been used as an adjunct to mammo-
graphy as it helps in several specific conditions where it is
necessary to distinguish between a solid and a cystic lesion, for
ultrasound-guided biopsy and in conditions where a palpable
mass is not visible on mammography. However, neither can it be
substituted for mammography nor is it accepted as a screening
modality. Mammography is necessary while performing ultra-
sonography as the lesion delineated on mammography can then
be studied adequately. Ultrasonography has limitations-a
tumour less than 2 ern is not visible on sonography and in a tumour .
larger than 5 em differentiation is not possible due to 'partial
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voluming' effect or side-lobe artifact. Thus, mammography
remains the most efficient screening modality for the detection of
breast lesions.

The present study has shown that HRT reduces the sensitivity
and specificity of screening mammography. The major finding of
this study is that 20% more cancers would have been detected on
screening mammography if the sensitivity of mammography for
users as well as non-users of HRT was the same. The positive
predictive value varies with individual interpreters. However, it
increases if the first and second mammograms have similar
findings. False-positive rates have been shown to be higher in
young women than in older women (96% false-positive in women
who are in their forties and 81% in women who are in their
seventies). However, the cumulative false-negative rates are
important in patients who have interval mammography. In women
who are <50 years of age, the use of HRT does not alter the
sensitivity. Also, outside the target age group (50-69 years), there
was no reduction in sensitivity. In the target age group, users were
shown to have a 10% lower sensitivity than non-users at 1 year
and 15% at 2 years.

It has been proposed that women who are on HRT should stop
it for 2 weeks before undergoing mammography so that the
change in breast tissue density reverses. Ultrasonography can be
used if there is a palpable lesion which is not visualized on
mammography. Microinfarcts and infiltrating duct carcinomas
may be better visualized by digital mammography. MRI is an-
other mode of evaluation which is useful only in patients with
established breast cancer. The reason for a lower sensitivity on
interval mammography can be attributed to the increased density
of breast tissue by HRT and the possibility of HRT leading to
rapid tumour growth rates resulting in a greater proportion of
invasive interval cancers.
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