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Renal Transplantation from Cadavers

A long and enjoyable reprieve for a patient in chronic renal
failure is best ensured by a well-matched graft from a sib-
ling or parent. Graft survival now averages over 70% and
patient survival about 80% at two years.1 2 If the graft is
from an HL-A identical sib, prolonged survival and freedom
from excessive immunosuppression are virtually assured.3 4
But only a few patients have a suitable, healthy, and willing
donor, and only 107 live donor operations were reported to
the European registry in a year when more than 3,000 new
patients were accepted for treatment.2 The remainder must
choose between permanent haemodialysis and cadaver
grafting.

Nationally we are now committed to offering cadaver grafts
to most of our patients. The decision is easy to defend in
the round. After five years of strenuous effort the dialysis
service was accepting only about 500 patients a year5 out
of an estimated potential of about 2,500,6 7 and expansion
of facilities for offering a cadaver transplant seemed the
only chance of meeting the whole need in the foreseeable
future. This expansion is now under way. The National
Kidney Exchange Service at Bristol serves about 650 patients,
and in the 3' months from its inauguration in February
1972 it has handled 130 transplants.8 But the decision to
back cadaver grafting was based on hope rather than ex-
perience. The initial results reviewed in these columns in
19639 10 made dismal reading. Of -the first 24 British cases
only one patient was alive after more than three months."1-'3
Though there has been a steady improvement since, the

latest reported series are still far from encouraging. The
International Transplant Registry recorded a two-year graft
survival of 41%, no better than the previous year.' In
Europe the two-year graft survival was 50%, but patient
survival at 63% was poorer than that of hospital dialysis
(70%) and much poorer than that of home dialysis (84%).2
These figures must be interpreted cautiously as the groups

were not selected randomly, but if anything they are prob-
ably unfair to hospital dialysis.2 Certainly they must give
pause to the clinician advising his dialysis patient whether
to accept a cadaver graft. In addition to the increased mor-
tality the patient faces a 10-20% chance of developing a
urinary leak or other urological complication,14 15 and an
appreciable risk of gastrointestinal haemorrhage, perfora-
tion, or bowel ischaemia1l61 or a debilitating infection with
opportunist bacteria, fungi, protozoa, or viruses.19-21 He may
suffer a recurrence of hypertension from renal artery
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stenosis22 or of glomerulonephritis in the graft,23 24 and he
may develop a tumour25 or exchange his renal bone disease
for an equally disabling avascular necrosis.26 At the best he
faces at least one surgical operation and a lengthy spell off
work. At the worst, if his body rejects the graft, his chance of
returning to successful dialysis is not high. His veins will
be severely atrophied after many months of steroid therapy
and the insertion of a shunt or fistula will now be a major
surgical challenge.

If the physician advises his patient to accept these formid-
able hazards it is because he believes that transplant regis-
try results do not reflect the best that can be achieved with
current techniques, and his faith will be bolstered by a
recent paper from Melbourne27 describing the long-term
results of 55 cadaver grafts performed in 1965-8. Fifty-three
per cent. of the patients and 47% of the grafts survived
after three to seven years. Renal function was good in 20
of the 26 survivors, and half rated their health as equal
to that before renal failure-a claim rarely heard on a dia-
lysis unit. Sexual potency and libido were restored to normal
in all but four patients, and four wives of male patients be-
came pregnant. The two children born appear normal, and
this was also the experience of other centres.28 Three boys
with cadaver grafts grew well and matured sexually, as they
have in other series.29 In spite of a number of complications,
including avascular necrosis of the hip in 20%, and renal
artery stenosis, steroid cataract, and carcinoma of the skin
in over 10% of the survivors, nearly all remained at work.
They were nearly unanimous in saying that they would opt
for a second transplant rather than face regular haemodia-
lysis. This may reflect the standard of their initial dialysis,
since all were impotent until operation, which is unusual
in well dialysed patients.30 The opinions of those who died
from complications of transplantation had not been recorded.
However, there is little doubt that those who survived were
better off than they would have been on dialysis.
The most encouraging feature of this report is that re-

sults well above the world average were achieved with only
ABO compatibility and with the standard immunosup-
pressive agents-prednisone, azathioprine, and actinomycin
C-plus graft irradiation. This is a tribute to high standards
of medical and surgical skill and to the policy of using poorly
matched living kidneys in preference to well-matched dead
ones. Over 80% of the transplants in this series produced
urine immediately,3' and more than half functioned so well
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that no further dialysis was necessary. This is a contrast
with recent experience in Great Britain, where 20% of grafts
failed to function at any time,32 and a reminder that the
barriers to successful transplantation are not all immuno-
logical.

Probably the biggest help to the success of cadaver grafting
in Britain would be the widespread use of lung ventilators
during the last few hours of life in potential donors.32 In
most developed countries of the world it has been accepted
that death by turning off a ventilator is no less dignified than
slow demise by asphyxia, but opinion in this country is still
divided on this subject. Further improvement can be ex-
pected from the use of antilymphocyte globulin (ALG),
which has been employed as a routine in some units with
success.33 Two preparations at least have passed the test of
controlled trial,34 35 and a national trial is planned for the
long awaited British ALG.

For the moment our hopes are pinned on better matching
of donor and recipient, and it is heartening to hear that two-
thirds of the transplants reported to Bristol have resulted
from exchange of kidneys between participating British
centres.8 The time during which the ischaemic kidney is
chilled is much less critical than the initial warm ischaemia
time, and the few hours required to transport kidneys within
these small islands should be more than adequately com-
pensated by the closer matching that results.32 Unfortunately
HL-A matching does not predict the results of cadaver grafts
as well as those from living donors,4 so this policy alone is
unlikely to resolve the nephrologist's dilemma entirely, but
some recent observations may open up a new approach.
Patients who form cytotoxic antibodies against one HL-A
antigen have an increased liability to reject grafts without
this antigen despite a negative cross-match.36 On the other
hand, some patients do not produce cytotoxic antibodies even
after repeated stimulation by transfusion, and these are also
unlikely to reject a graft on the present techniques of im-
munosuppression.37 If tests can be devised to detect these
"rejectors" and "non-rejectors" in advance, the decision
whether to accept a midnight offer of a transplant will be
made easier for at least some patients and their physicians.
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Objectives of Research
Last week's White Paper' on Government-financed research
is based on several misconceptions that are particularly
glaring when the position of the Medical Research Council
is considered. The first of them, stated early on, is the
foundation of the White Paper's policy and is a familiar
declaration in political circles: "Objectives are set by the
Cabinet." Anyone looking back over the Medical Research
Council's vast contributions to medicine during the last 50
years may be forgiven for wondering how many of its
objectives were actually set by the Cabinet of the day-or
any day.

This absurdity springs from a problem that is increasingly
troublesome to Governments financing research, for in alloca-
ting the tax payers' money to this end a Government cannot
define the objectives that should be sought except in terms so
wide as to be virtually meaningless. Scientific research, like
politics, is quite largely the art of the possible. And the
people who know what may or may not be possible are the
research workers familiar with the question. Every sensible
person wants better health, better care if he falls ill, and
better medical, surgical, or psychiatric treatment. We all
want cures for cancer, backache, schizophrenia, and the com-
mon cold. These objectives do not need defining, and we
may guess that the Cabinet has devoted very little time to
their definition. But a continual reconnaissance goes on from
areas of knowledge into areas of ignorance, and the people
doing this, as well as their associates and the directors of
their departments, are assessing progress and reconsidering
the likelihood of reaching an objective by the approach
taken. One person advances, another is baffled. But the
aims of medical research are self-evident, and for many years
they have been amply served by the traditional method of
entrusting money to a research council independent of the
Government but directed and staffed by scientists of out-
standing ability.
The aim now is to introduce the so-called customer/

contractor approach. This means that Government Depart-
ments, as customers, define their requirements. Contractors
-the research councils-advise on the feasibility of meeting
them and undertake the work. And the arrangements must
be such that the objectives remain attainable within reason-
able cost. The last is a natural proviso. It is the relationship
between a Government Department as customer and a re-
search council as contractor that is unrealistic in the medical
field, though it may have some applicability to, say, defence.
To convert the Department of Health and Social Security

and the Scottish Home and Health Department into cus-
tomers the White Paper proposes to allocate to them some of
the money at present going direct to the M.R.C. from the
Department of Education and Science. In 1971-2 the M.R.C.
was allotted £22A4m. The amounts to be subtracted from

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.3.5821.251 on 29 July 1972. D
ow

nloaded from
 

http://www.bmj.com/

