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Medical Research in India

Sir-I feel that you are very touchy about
Calcutta because of a remark that you
made in the article 'Research in Indian
medical institutes'l-c'Indeed the total
number of papers included in the Science
Citation Index from all the medical institu-
tions in Calcutta (45) was less than a fifth
of the annual output of the All India
Institute of Medical Sciences'.

There is no dearth of talent in Calcutta.
However, there is a lack of work culture,
a politicization of medicine, a lack of
leadership qualities and organizational
skills among the teachers. The training
of postgraduates is in a non-academic
environment and this leads to a disinterest
in research and innovation. While the
teachers talk of inadequate finances for
research, they never apply for grants to
the Indian Council of Medical Research or
the Council of Scientific and Industrial
Research.

Hence, I think that we should consider
the following suggestions to enable us to
improve the standards of research and
teaching not only in Calcutta but all over
the country.
1. Research in a local area should be

carried out using local resources, e.g.
a simple epidemiological study con-
ducted in a rural community would
help to determine the incidence of
different diseases in the local areas.

2. Financial help can be procured from
different grant giving agencies.

3. Teachers, health authorities and
planners must encourage these
activities.

28 March 1992 Shyamal Kumar Das
Maida District Hospital

Maida
West Bengal
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Liver Transplantion in India. Can We?
Should We?

Sir-In the last few years, some centres in
India (including our own) have been
thinking about starting liver transplanta-
tion (LT) programmes. A number of us

have written about the subject, some
based on their experience in LT centres
abroad and others based on theoretical
knowledge and analysis."? A study visit
to the Klinik fur Abdominal and Trans-
plantation Chirurgie at Hannover and
the Chirurgische Universitat Klinik at
Heidelberg in Germany gave me an
opportunity to look at and feel the
'elephant' at close quarters-a totally
different experience to reading about
the problem.

Liver transplantation involves team
work. In fact, it involves many teams
working together. There are the organ
procurement (and distribution) co-
ordinators, hepatologists, surgeons (at
least 3 teams=-one for explantation, one
for implantation and the third as stand-
by), anaesthetists and nurses-all trained
for and dedicated to the programme.

Liver transplantation is one of the most
difficult surgical procedures described and
proper and adequate hands-on training,
both experimental and clinical, of the
surgical team is essential. In addition a
whole range of ancillary help must be
available from pathologists, micro-
biologists, immunologists, nutritionists,
physiotherapists, nephrologists (with
good dialysis facilities), psychologists and
social workers.

Donor hospitals are also part of the
team, in as much as they have to identify
and motivate relatives and keep the pros-
pective donors in good condition. They
require transplant oriented and trained
personnel, especially anaesthetists and
nurses. Many of our institutions, which
are thinking of initiating LT in the future
may not be self-sufficient as far as donors
are concerned (a minimum of 20 trans-
plants should be performed every year
for a LT programme to be reasonably
successful) and they will have to depend
on others for a supply of livers.

These satellite institutions will there-
fore need to be upgraded as the donor
operation is important, if not more
important than the recipient procedure.
For proper monitoring and record keep-
ing, a National Liver Transplantation
Registry on the patterns of the Pittsburgh-
United Organ Sharing LT Registry and the
European Registry should be established
before the programme is initiated-an area
where renal transplantation programme
has faltered. At the institutional level
database management systems will have

to be developed and used to store and
retrieve records. A highly efficient com-
munication network (within and outside
the hospital, in the same city and between
cities) is a basic requisite. Rapid and safe
transport for the explantation team is
provided abroad by ambulances and
chartered planes but for us a helicopter
may be best as transport by road, even
within a city, may take hours. The intro-
duction of the University of Wisconsin
solution which allows organ preservation
for upto 24 hours has solved many of the
problems associated with organ procure-
ment and transport, and implantation can
now be performed as a semi-elective
procedure during working hours instead
of an emergency operation at night. A
well equipped and well staffed operation
room (earmarked for LT so that routine
lists are not disturbed), an intensive care
unit, 24 hour laboratory support and an
uninterrupted supply of consumables are
essential.

No LT programme can function without
a regular supply of blood and blood com-
ponents. At present the daily inventories
at most of our blood banks are far too
small and we should also be careful not to
take blood meant for other patients. The
5-year (1981-85) cumulative data from the
largest LT centre has shown the mean
requirements to be 25 units of erythrocyte
concentrates, 24 units of fresh frozen
plasma, 9 units of cryoprecipitate and
20 units of platelets.' The mean total in-
hospital requirements at the Mayo Clinic
were 26 units of erythrocyte concentrates,
25 units of fresh frozen plasma, 27 units of
cryoprecipitate and 33 units of platelets."
The requirements of erythrocyte concen-
trates were kept low with the use of
intraoperative cell salvage and AS-I
(adenosine, dextrose, mannitol and
saline). This preservative increases the
shelf-life of erythrocytes thus enlarging the
daily inventory without any increase in
collection-a technique that our blood
banks might well implement.

Careful patient selection and properly
defined indications and contraindications
will be necessary to identify those patients
who will benefit most from LT. The liver
is a scarce and. non-renewable resource,
and good results are required to continue
the programme and maintain the morale
of the treating teams.

Cost may be the most important factor.
The development and expansion of LT
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programmes in USA and Europe has, to a
great extent, been inspired by the increas-
ing willingness of third parties, mainly
insurance companies and charitable
organisations, to assume a major share of
the costs. In our country the costs will
have to be borne mainly by the Govern-
ment. In two recent articles in the Indian
Journal of Gastroenterology the authors
estimated the costs to be Rs 25 000 to
50000 per patient. 2.3 However, the
authors failed to differentiate between
charges (what the hospital bills the
patient) and costs (what the hospital
actually spends)." Costs will also include
the expenditure on services, and on the
depreciation and maintenance of equip-
ment required before, during and after
transplantation. Costs to society will
include those spent on communication,
transport and other inputs requited at
the donor hospitals. In 1983, the average
estimated cost of liver transplantation in
the USA was more than $ 200000.7 The
figures for Britain in 1988were £ 20 000 to
£ 25000.8 A recent calculation revealed
the cost of liver transplantation in the
USA to now be $ 250000.9 The follow-up
costs are about $ 50000 per year, \0 much
more than the Rs 45 000 to 60 000 pre-
dicted by the authors of the recent Indian
articles.

Should India, with millions of people
still without access to clean drinking water
venture into an area as expensive as LT?
We have super-specialty institutions offer-
ing sophisticated tertiary level care while
millions of our countrymen do not even
have adequate primary care. But at the
same time, we do spend money on nuclear
research and space programmes and yet
have not provided electricity to all our
villages. We will, in the foreseeable
future, continue to have lop sided
development and therefore I believe, we
should develop LT programmes at a few
centres. We will save many young lives
and other benefits will accrue such as
improvements in the quality of hepatic
surgery as well as intensive care. We may
be able to make the operation much less
costly than it is abroad.

There is a need for starting LT in India
but much more thinking and planning is
required before we actually do so. A
hasty, unplanned beginning will not only
be harmful to other areas of our health
care system by diverting our limited
resources but also to the programme
itself. We can and we should proceed, but
with care and caution.
25 May 1992 V. K. Kapoor

Department of Surgical
Gastroenterology

Sanjay Gandhi Postgraduate Institute
of Medical Sciences

Lucknow
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Leprosy vaccines

Sir-Last year, some leading national
newspapers carried articles and editorials
questioning the wisdom of the Indian
Council of Medical Research (ICMR) in
launching the Madras trials of a leprosy
vaccine without waiting for the outcome
of the 8-year-old Venezuelan trials. But
the previous Director-General of the
ICMR, ignored all protest and launched
the trials in India.

Now according to the Lancet+ the
WHO-sponsored anti-leprosy vaccine
containing armadillo-derived Mycobac-
terium leprae offers no better protection
than BCG alone. For India, the vaccine
has failed, since BCG is an integral part of
its National Vaccination Programme.

Some ethical issues also need serious
consideration. The ICMR knew about the
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results of the Venezuelan trials by
October 1991. But it never offered them
to open scientific debate. Further, the
vaccinees have also nor been kept
informed. In any human trial, all facts
must be communicated to the volunteers.
Any departure, as has now happened in
the Madras trials, is a major human rights
issue. Unfortunately, the trial population
has been subjected to ethical violations
even in the past. Children in the trial area
have been denied BCG, when, in the rest
of India, they were getting it. It is sad that,
even in 1992, Indian people are being used
as guinea pigs at the whims of vested
interests.

The nation has used its people and
resources to conduct a very costly trial
of a dubious foreign vaccine. The WHO
vaccine has several shortcomings. Batch
to batch antigenic variation, inherent in
armadillo-derived leprosy germs, makes
quality control impossible. It is contami-
nated with animai products. Its very high
cost forbids its use in developing countries.
India has failed to develop technology to
manufacture the vaccine. Even a colony
of armadillos, which are the source for
leprosy germs, is yet to be established. For
these reasons, it would have been prudent
to await the outcome of the Venezuelan
trials so that if the vaccine were to fail
there, as has happened, there would be no
justification for launching another large
scale trial in India.

The Lancet! paper is now being chal-
lenged by some ICMR scientists who feel
it is premature to draw any conclusion.
But the authors (Convit etal.), who should
be more enthusiastic about the success of
the vaccine, since they pioneered its
development, say 'it seems reasonable to
conclude that in this population BCG/
M. leprae does not offer substantially
greater efficacy against leprosy than BCG
alone'.

The ICMR says that the Venezuelan
trial has no relevance to India because of
geographic variation in environmental
mycobacteria which might influence the
vaccine efficacy. However, the pattern of
environmental mycobacteria also differs
in different parts of India. In that event,
the results of the Madras trial have no
relevance to other parts of India.

It may be argued that having started,
there is no other option than to complete
the trials to get the academic information
on efficacy of the vaccine. But this is no
justification because, with modification of
the design, the necessary information could
have been obtained even from individuals
who had already been vaccinated.

The Madras trials can also be faulted on
several other counts. They are based on
questionable epidemiological data and the
trial design does not allow comparison
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of the efficacy of the foreign and Indian
vaccines.

The Government of India must imme-
diately intervene; stop the Madras trials
and prevent exploitation of our people.
The situation calls for an open public
debate. A hand-picked committee will not
do. Such crucial decisions cannot be left to
just a few officers of the ICMR.

10May 1992 M. G. Deo
Director

Cancer Research Institute
Bombay
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Treatment of Leprosy

Sir-Dapsone has been used to treat
leprosy for the last 40 years. It is a weak
drug and has to be taken everyday for
several years. A new multi-drug therapy
using three drugs, viz. rifampicin,
clofazimine and dapsone, has been
launched since 1981. This approach
shortens the duration of treatment to
six months.

Recently, a new two-drug regime, viz.
rifampicin and ofloxacin has been
launched for leprosy treatment by the
WHOfUNDP/World Bank in February
1992 in seven countries (Brazil, Kenya,
Mali, Myanmar, Pakistan, Philippines and
Vietnam). This combination may shorten
the course of treatment to one month.

We too should participate in clinical
trials of this new two-drug regime in a few
selected leprosy centres.
8 May 1992 O. Joychandra Singh

J.N. Hospital
Porampet

Imphal

AIDS epidemic

Sir-The clinical aspects of AIDS are
widely recognized, but society as a whole
and the medical profession, in particular,
are now coming to grips with the social
aspects of a devastating and ultimately
fatal disease. This is not the first time that
society has encountered a disease for
which there is no effective treatment and
to which social stigma is attached. But
the present social norms are such that a
diagnosis of AIDS carries with it implica-
tions unknown in previous times.

Dr Bayer in the 'Sounding Board',
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column of the New England Journal of
Medicine,' makes a point that there should
be an end to HIV 'Exceptionalism'. HIV
infection should be regarded as a disease
in the same way as any other infectious
disease, treated in confidence, but with
due regard to the needs of prevention and
containment. Objections have been raised
to this approach and while such objections
may seem irrational to some, they should
be understood, for the diagnosis of HIV
infection has immediate effects that go far
beyond clinical considerations, and
because such infection may seriously pre-
judice the employability of the patient.
Moreover financial distress may worsen
the already grave clinical and emotional
distress being suffered by one who is
afflicted with a disease of serious prognosis.
These considerations emphasize the
aspects of confidentiality raised by HIV-
infected patients and those who represent
them.

The occupational physician becomes
involved when questions of employability
and pre-employment/periodic HIV test-
ing arise. Guidelines are being developed
to help the occupational physician. In the
non-healthcare work setting, it is accepted
that there have been no documented cases
of HIV transmission through casual, non-
healthcare workplace contact. The risk of
such transmission is remote, if not zero.
A HIV -seropositive employee poses no
major risk of transmitting the virus in
the workplace, either to fellow employees
or to the public. There is, therefore, no
justification for either pre-employment or
periodic testing of emloyees for HIV anti-
body. Exceptions may arise when an
employee is required to travel to countries
which bar entry to those infected with
HIV or when an employee performs
duties which impinge on the safety of the
public and performs those duties alone. In
general, HIV infection is not a bar to
employment when an individual is able to
perform the essential components of a job
in an efficient, safe and reliable manner.
It is neccessary to recognize, however,
that HIV-infected patients may have con-
current communicable disease such as
tuberculosis. This possibility should be
considered prior to placement in the work
setting together with the possibility that
an immunocompromised individual may
be vulnerable to infectious diseases
acquired in the workplace.

The healthcare setting provides a
different set of conditions and while the
risk of a healthcare worker acquiring HIV
from an infected patient is low, that risk
does exist. If the general principle is
accepted that any worker, healthcare or
otherwise, has a right to know of the
hazards of any material with which he or
she is working, then it follows that in
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certain circumstances, the healthcare
worker has a right to know the HIV status
of a patient who may be the source of
infection. The application of this principle
to the health care setting is the subject of
hot debate both from the practical as well
as ethical viewpoints. Given the serious
consequences of occupational HIV infec-
tion for the career of a healthcare worker
such as a surgeon, it seems logical to
determine the HIV status of a high-risk
patient before a procedure is undertaken
that might lead to the accidental exchange
of blood or body fluids.

The determination of HIV status is not
the end of the matter for the efficacy of the
available methods because the prophylaxis
of HIV infection is by no means assured.
If a healthcare worker is occupationally
infected and becomes HIV seropositive,
the career of that individual may be
abruptly ended. Society is being slow
in developing means of dealing with this
situation, both for the individual affected
and for his dependants.

The problems described above also
operate in the reverse direction, for
not only is it necessary to consider the
possibility of transmission from patient to
healthcare worker, it is also necessary to
consider transmission from healthcare
worker to patient. The risks are low, but
as the recent case in Florida has shown,
these risks are not non-existent." The
health care worker may have been infected
by occupational or non-occupational con-
tact and, at present, controversy centres
on the need for HIV testing in all who
provide healthcare. It is generally
accepted that an HIV-positive individual
may not undertake invasive procedures
that involve the risk of viral transmission
to a patient and presently, the onus is
upon the physician who may be at risk, for
whatever reason, to determine his or her
HIV status and to ensure that a potential
patient is aware of that status whether or
not invasive procedures may be involved.
This is a requirement of law in some juris-
dictions and of ethics in others; whichever
may be the case, the implications for
the individual healthcare worker may be
considerable.
26 May 1992 J. L. Weeks

Pinowa
Manitoba

Canada
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