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Pulmonary tuberculosis after fludarabine
for chronic lymphocytic leukaemia

Fludarabine (9-B-darabinofluranosyl-2 fluoro-
adenosine), a purine antimetabolite, is being
increasingly used in the treatment of refractory
chronic lymphocytic leukaemia (CLL).
Recently, there have been reports of oppor-
tunistic infections associated with the use
of this agent, which may be related to the
depression of cell-mediated immunity as a
result of profound T-lymphopenia [in particu-
lar, reduction in T helper cells (CD4») induced
by this drug. 1.2

We report a patient with CLL who developed
pulmonary tuberculosis following fludarabine
therapy.

A 55-year-old man presented with stage B
CLL in 1988. Lymphocyte subset analysis was
consistent with typical B CLL and CD4 was
normal at 1.35x 109/L. There was rapid disease
progression, with pleural effusions and he
responded to intermittent chlorambucil and
prednisolone, and intrapleural bleomycin.

From 1991 his condition deteriorated, with
pleural effusion, gross ascites and hypogamma-
globulinaemia occurred. Treatment with
cyclophosphamide, adriamycin, vincristine and
prednisolone (CHOP) failed to arrest the
ascites, which did not respond to intracavitary
bleomycin, Corynebacterium parvum and
tetracycline. He finally improved after a course
of abdominal irradiation but relapsed four
months later.

Laboratory evaluation at this time showed a
haemoglobin level of 13.5 gtdl, total leukocyte
count of 18x 109/Lwith an absolute lymphocyte
count of 14x 109/L, a neutrophil count of

3.6x109/L and a platelet count of 184x109/L.
The peripheral blood CD4 lymphocyte count
was 0.6x 109/L. Bone marrow aspiration and
trephine biopsy showed heavy infiltration with
CLL. The in vitro chemosensitivity of the
C:LL cel~s of t~e ascitic fluid performed by
differential staining chemosensitivity assay
(DISC)3 showed that they were resistant to the
previously used cytotoxic agents but sensitive
to deoxycofomycin (DCF) and fludarabine. He
received nine eleven-week courses of DCF
without appreciable response but responded to
two five-day courses of fludarabine (50 mg
daily) with the peripheral blood CD4lymphocyte
count dropping to 0.11 x 109/L following the
second course.

Two weeks later he developed left lower lobe
consolidation (Fig. 1) with pyrexia and prostra-
tion which did not respond to conventional
antibiotics. Microbiological examination of
the sputum showed acid- and alcohol-fast
bacilli which were typed as Mycobacterium
tuberculosis, sensitive to rifampicin, isoniazid
and ethambutol. He was treated with anti-
tuberculous combination chemotherapy with
good clinical and radiological response.

Fludara?ine is effective in CLL,4 and may
be used In other haematological disorders
because of its relatively mild and short term
side-effects. However, its long term effects
have not been well defined. The recent reports
of opportunistic infections, with the
cytomega~ovirus, as well as pneumocystis
pneumonia and mycobacterial infections.t-i in
association with fludarabine therapy may be
related to profound and prolonged depression
of the numbers of helper T lymphocytes
(CD4).5 The previously normal CD4 cell

count ~nour patient was considerably depressed
following fludarabine therapy and coincided
with clinical manifestations of tuberculosis.

Our patient may have been particularly
vul?erable ~ecause he was also given newer
antimetabolites, In a review of the literature
we ~o~n.dthat. a total of 26 patients with oppor-
tumstic infections had been described following
fludarabine treatment, of whom 9 died.!

These rep?~. should alert treating physicians
to the possibility of opportunistic infections
when patients receiving drugs like fludarabine
and its analogues develop unexplained fever or
pulmonary symptoms and rigors. The peri-
ph.eral blood CD4 lymphocyte should be done
pnor to and during therapy with these agents.
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FIG 1. Chest X-ray (a) and CT scan (b) appearance of the pulmonary lesion
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Air-conditioning in hospitals

The present concern about the source of a spate
of infections in the operating theatre of a teach-
ing hospital in Bombay has drawn attention to
the ducted air-conditioning (AC) system.

In the early sixties, I believed that AC would
be of help in the treatment of bums and was
able to persuade a donor to help install this
in what was then the first bums unit in this
country. The AC of our operation theatre was
the 'latest' and the 'best'.

We soon realized, however, that the rate
of cross-infection in the bums unit soared
compared to the previous situation where
cross-ventilation was provided simply by fly-
proofing the open windows. Unless 100% fresh
air is provided in the system (which is expensive
to install and consumes a lot of electricity),
the closed AC system cross-infects each patient
with another's microbial flora. We had to
dismantle the AC and this immediately reduced
the incidence of cross-infection. Even window
ACs in separate rooms concentrated more
microbial flora on the patient than an open
window and a fan. Cooling and the resulting
dehumidification also increased surface
evaporation from the exposed burnt surface
and caused excessive shivering resulting in
calorie depletion.

Even when a 100% fresh air AC was installed
with 5 micron filtration, according to inter-
national specifications, it was followed by
another spate of infection in the operation
theatre. Dust, dirt and even cockroaches and
dead mice accumulated in the ducts. These
were not detected by the AC services, as they
seldom cleaned the concealed ducting. The
silent elegant outlet gave a false impression
of efficiency and safety.

A similar short and sharp burst of operation
theatre infection with Klebsiella was observed
in a private five-star hospital in Bombay, after
the 'cleaning' of the air ducts. It was evidently
the result of blowing out of residual dust
into the operation theatre when the AC was
restarted.
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AIIMS: Its problems and their treatment

There are three major problems affecting the
All India Institute of Medical Sciences

(AIIMS). The first concerns the students, the
second the faculty and the third is related to
its administration.

Students enter AIIMS through an all-India
competition. Of the 50 undergraduate seats
45 are filled through open competition (10
of these are reserved for schedule caste and
schedule tribe candidates). The remaining 5
seats are given to nominated students from
neighbouring countries, Students go through a
five-and-a-half year undergraduate course
followed by a three-year postgraduate resi-
dency. Since (unfortunately) 33% of more
than 150 postgraduate seats are reserved for
AIIMS graduates, all of them are selected
for postgraduate training. Those who do not
emigrate after a postgraduate qualification get
a three-year job as a senior resident. Thus when
a student enters the first year, he or she knows
that he has to spend between eight-and-a-
half to eleven-and-a-half years on the AIIMS
campus. Attendance is not compulsory and
there is no competition till the end of the post-
graduate degree. The end result is a poor
quality graduate who goes on strike to reserve
postgraduate seats since he knows that he can-
not compete in an open all-India examination.

The remedy is either: (i) to abolish the under-
graduate course so that AIIMS functions only
as a postgraduate training centre. (This system
is being followed at the Post Graduate Institute
of Medical Education and Research in Chandi-
garh, the Sanjay Gandhi Postgraduate Institute
of Medical Education and Research in Lucknow
and in the Sree Chitra Tirunal Institute of
Medical Sciences at Thiruvananthapuram) or
(ii) enforce compulsory attendance for all
classes and abolish the 33% reservation of post-
graduate seats so that entry is through an open
all-India competition (as it was before 1978).

The second problem of AIIMS is that its
faculty is not accountable. It has three basic
responsibilities-teaching, patient care and
research. A fair assessment of the first two,
i.e. teaching and patient care is not possible.
The assessment of the faculty thus is solely
based on the number of publications but there
are no guidelines for assessing their quality.
With the implementation of the time-bound
promotion scheme, the faculty member who
enters as an assistant professor will become an
additional professor in about eight years with-
out ever being assessed for his teaching ability,
patient care capabilities or research activities.
Hence there is no challenge or motivation to
work. Before the time-bound promotion
scheme was implemented, the faculty had to
compete for the next rank on an all-India or
even a global basis. The time-bound promotion
scheme has resulted in most departments
having a reversed pyramidal structure. Thus
there may be three or four professors in a
department and no one below that level.

No action is taken against a faculty member
for not showing up for a scheduled under-
graduate class, not attending the outpatient or
inpatient departments or being absent without
leave. Earlier it was difficult to go abroad
for further training. Now faculty members are
permitted to go on leave to earn money by
working in private hospitals in Saudi Arabia,
Kuwait and other Arab countries and at the
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same time maintain their academic status at
the AIIMS.

How can the head of a department get leave
to earn money abroad? Why should a faculty
member not take leave for one to two years
and do private practice in India? What is
wrong with making money in your own country
and serving your own people? If this is how
the teaching faculty of AIIMS is expected to
work, how can it continue to be the seat of
excellence for which it was created by an Act
of Parliament?

I think that the solution lies in: (i) open
global recruitment at each level of the faculty,
and (ii) enforcing strict accountability.

The third problem is the administration.
AIIMS is supposed to be an autonomous body.
However, it is effectively governed by the
Ministry of Health and Family Welfare. For
every decision, the administration must get
clearance from the Ministry. If a faculty
member has been invited to give a lecture or
read an academic research paper in a foreign
country, permission must be obtained from
the Ministry. The Director is not permitted to
exercise his powers in granting leave for
academic purposes. Why should this be so if it
is an autonomous body? One of the anomalies
is that members of the selection committee for
faculty positions till recently included members
of Parliament who were neither medical men
nor known educationists. A controversy has
recently arisen regarding the post of President
of AIIMS which is sub-judice so I cannot com-
ment on it. In such a setting how can the
administration function?

The Vice President of India who is a non-
political, non-party person should be made
the President of AIIMS. This will also be in
keeping with the best traditions of other institu-
tions of eminence such as the President of India
being Visitor to Delhi University and the Prime
Minister being Chancellor of Shantiniketan.

In spite of all these limitations, AIIMS
continues to be amongst the finest medical
institutes in the country. We should preserve
and protect it.

24 September 1995 R. Tandon
Sita Ram Bhartia Institute of

Science and Research
New Delhi

Nursing homes

Dr Sunil K. Pandya has done a commendable
job in organizing CEHA T' but unfortunately

. by his virulent attacks on private nursing homes
he seems to be throwing out the baby with the
bath water.

As the owner of a small nursing home in
Delhi, I wish to present a few facts to set the
record straight.

- 70% of medical care in this country is pro-
vided by the private sector.

- Small nursing home care is the cheapest
and most cost-effective health care in this
country. It is even cheaper than that pro-
vided in most so-called 'free' government
institutions where little gets done without
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a gratuity. The average bed cost per day at
the All India Institute of Medical Sciences
(AIIMS), New Delhi is Rs 2750, while in a
nursing home it can be as low as Rs 800.

- Nursing homes provide employment to
thousands of doctors.

- 90% of surgical complications are due to
bad surgery and 10% due to other factors.
Thus, a bad doctor will do badly wherever
he or she is-in a high-tech centre or a
nursing home.

- Patients who are transferred to casualty
services after poor or unethical treatment
in nursing homes are but a small fraction
of the total who receive care. Obviously
those who get better do not go elsewhere.
If, as Dr Pandya alleges, all patients are
being mistreated, their numbers would
inundate our entire health care system.

Grandiose plans to improve nursing homes
through such committees as CEHA T should
not start with an obvious bias.

30 September 1995 S. B. Gogia
New Delhi
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The plague

One year has passed since the plague epidemic
broke out in the states of Gujarat and
Maharashtra. The controversy whether or not
it was actually plague still continues.' Different
views have been expressed=' and the report of
the Ramalingaswami Committee has been
taken to be unreliable.

In the absence of confirmatory test results,
bubonic plague was stated to have occurred
in the Beed district of Maharashtra and
pneumonic plague in Surat , Gujarat by the
highest officials in the states as well as the
central ministries of health. This created
hysteria and fear in India as well as in other
parts of the world. The newspapers, television
and radio played an important role in spreading
this panic which resulted in great economic loss
to India.

There was an outbreak of plague with a total
of 226 cases and 3 deaths at almost the same
time in Mozambique, but there was no over-
reaction. Detailed reports of this outbreak
appeared in The Lancet only in April 1995,
almost six months later. 5

We suggest that an open discussion be held at
a public forum in the presence of all concerned
scientists and administrators to determine
whether or not it was plague.'

25 September 1995 B. S. Nagoba
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AIDS-Reply to J. Nandi

I am in complete agreement with Dr Jayashree
Nandi's views stated in her letter' that any
sympathies (and I may add negative prejudices)
must not intervene in scientific analysis and
distort perceptions of reality. In my article.? I
had shown how health scientists have been
working on AIDS/HIV in the Indian context
more on assumptions and prejudices than on
the basis of empirical data. To support my
analysis I gave examples of what had been
presented by them as 'hard core data' and the
manner in which they interpreted it. As the
point seems to have been missed let me reiterate
it through the paper referred to by Dr Nandi.?
The importance of her study lies in the fact
that 'no report is available on transmission of
HIV infection among homosexually active
men'." More than eight years after the initiation
of the HIV surveillance programme by the
Indian Council of Medical Research (ICMR),
this comment corroborates the point 1 made
that categorization of high-risk groups was done
in India on the basis of assumptions arising out
of experiences in other socio-cultural milieu
with little cross-checking of their validity. The
study by Dr Nandi and her colleagues is a step
towards filling this gap.

This study too has some major epidemio-
logical limitations:

1. It examines 63 homosexual men from STD
(sexually transmitted disease) clinics, all with
a history of STDs other than HIV infection. It
finds 13 HIV-positive, and 7 of the 63 give a
history of bisexuality. From this they conclude:
'The associated incidence of STDs among these
men (i.e. homosexual men) and that a few of
these subjects were bisexual puts them at high
risk for transmission of HIV infection.' This
conclusion does not follow from the data except
by assuming that all homosexuals are promiscu-
ous and suffer from STDs! The study design
itself betrays this assumption when it takes SID
clinic patients and generalizes about the whole
population of homosexual men.
2. The concluding statement also reveals a
confusion about the scientific meaning of the
term 'risk'. A group is at 'high risk of contract-
ing a disease' if it has a demonstrably higher

incidence than the general population. Without
a control group to compare incidence, in this
case a group of heterosexual men with STDs,
it is unscientific to consign a 'high risk' status
to the study group.
'3. Linking the issue of the high-risk status with
bisexuality, i.e. with the probability of trans-
mission of HIV by members of the group to
the general population, demonstrates the dis-
tortion that the definition of 'high-risk' has
undergone in the AIDSIHIV discourse.
Identification of 'high-risk' groups or behaviour
was an epidemiological and public health tool
to identify the most vulnerable and provide
preventive and curative care to them for their
well-being. The use of the term in the study'S
conclusion shows that it refers to those who
are likely to transmit infection to others outside
the target group! The concern is for society at
large and not for the members of the targeted
group. This is further corroborated in
Dr Nandi's letter where she advocates stigmati-
zation of such groups. This is despite the fact
that stigmatization is now widely acknowledged
to be one of the major bottlenecks to HIVI
AIDS control activity in various ways, benefit-
ing neither the target group nor society. The
National AIDS Control Organization (NACO)
too has stopped their emphasis on homosexual
men and professional blood donors as high-risk
groups."

Dr Nandi's letter referred to data on pro-
fessional blood donors (PBDs) from a study
conducted by her team and reported in a second
article which was yet to be published and there-
fore not available to me. I wrote to her for a
copy but unfortunately, have received no reply.
In relation to this group too prejudice is clearly
evident in the reasons that are commonly cited
for the higher incidence of HIV-seropositivity
among PBDs. The most obvious reason to be
considered should be the 'occupational hazard'
they face, i.e. frequent exposure to needles at
blood banks, for testing haemoglobin levels
and for drawing blood. Despite knowing that
such conditions prevail, medical professionals
in India blame the PBDs' HIV infection
entirely on their assumed promiscuous
behaviour and habit of drug abuse! 'Hard core
scientific data' provided by laboratory research
has to be interpreted within an epidemiological
and social context. Only then can it provide
'objective reality' to society, and correct
prejudices rather than reinforce them in the
name of science.

12 September 1995 Ritu Priya
Jawaharlal Nehru University

New Delhi
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