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measuring quality in medical articles) described a study of
publications on schistosomiasis.'7 The articles were ranked
in importance by a team of experts, and Warren found that,
though the BMJ (which has always used peer review) and
the Lancet (which for this period did not) had published
roughly an equal and large number of articles on the subject,
the two journals were ranked near the bottom of the league
table for quality (quite the reverse for their overall rating as
measured by citation indexes and impact factors). Thus merely
having a peer-review system is not enough: editors must
ensure that it works. Was a previous editor of the Lancet,
Sir Theodore Fox,18 really joking when he said in his Heath
Clark lectures "When I divide the week's contributions into
two piles-one that we are going to publish and the other
that we are going to return-I wonder whether it would
make any real difference to the journal or its readers if I
exchanged one pile for the other"? Editors and referees
should start a rigorous audit of their practices so that Sir
Theodore's question can be answered.

STEPHEN LOCK
Editor, BMJ
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Graft-versus-host disease
Bone marrow transplantation has gained an accepted place
in the management of many intractable disorders. Several
forms of leukaemia which respond poorly to conventional
chemotherapy alone may be controlled by intensive chemo-
therapy followed by bone marrow transplantation.' Similarly
the outlook for aplastic anaemia has been transformed since
this form of treatment was introduced: over half the patients
receiving successful transplants recover bone marrow function.2
The range of disorders which may be potentially treated in

this manner is enormous and includes any inborn deficiency
diseases in which the progeny of bone marrow progenitor
cells or their product can correct the deficiency. Thus
metabolic disorders, immunodeficiency diseases, and inherited
red-cell defects3 may all come within the scope of bone
marrow transplantation.
A major obstacle to successful transplantation is the threat

of graft-versus-host disease. This reaction results primarily
from an attack by the donor's immunologically reactive
lymphocytes against the "foreign" antigens of the host, but
other immunological abnormalities contribute to the process.
Graft-versus-host disease complicated some 7000 of recorded
marrow transplantations up to 19754 despite using HLA-
matched sibling donors and despite immunosuppression after
grafting. Only recipients of marrow from an identical twin
or the patient's own stored (autologous) marrow are free from
the risk of this complication. Thus the problem arises with
most marrow transplants.
The main targets of graft-versus-host disease in man are

the skin, the gastrointestinal tract, and the liver. The severity
of the reaction, clinically and histologically, varies from mild
to severe and provides the basis for a grading of 1 to 4.
Grades 2 to 4 carry a mortality exceeding 7500. The process
may be acute or chronic.
The future success of marrow transplantation largely

depends, therefore, on the extent to which graft-versus-host
disease can be prevented or at least modified. Two main
strategies are being pursued. The first and most well-tried
approach depends on immunosuppressive agents given
prophylactically or to treat the established disorder. The
most effective combination of drugs has yet to be determined.
In a recent randomised trial for preventing acute graft-versus-
host disease patients with aplastic anaemia or malignant
disease received matched marrow grafts from siblings.5
Whereas graft-versus-host disease developed in 17 of 35
patients receiving methotrexate alone as prophylactic immuno-
suppression, this incidence was reduced to seven of 32 patients
receiving a combination of methotrexate, antithymocyte
globulin, and prednisone. Not all trials of this kind, however,
have produced such favourable results; the outcome depends
on factors such as the timing of immunosuppressive treatment
in relation to marrow grafting. This point has become
apparent in trials of cyclosporin A.6 This powerful immuno-
suppressive agent virtually prevented the development of
acute graft-versus-host disease at least in the median seven
months of the trial but did not influence the course of the
established disease.
A related problem with bone marrow transplants is the

threat of opportunistic infections. In one prospective study
31 of 78 recipients acquired gastrointestinal infection by
adenovirus, rotavirus, coxsackievirus, or Clostridium difficile,7
and the importance of gastroenteritis caused by coxsackievirus
has been emphasised in a similar study.8 The mortality from
such infections is high. Cytomegalovirus infection is also a
major cause of death, usually from interstitial pneumonitis.
The infection is attributable in part to reactivation of latent
infection and in part to virus transmitted by blood transfusion
products including granulocytes.9 Susceptibility to infection
appears to result from the initial immunosuppression rather
than from graft-versus-host disease, but the risks may be
increased by any additional immunosuppressive measures
needed to control this complication. Furthermore, many of
the immunopathological features of graft-versus-host disease
are themselves attributable to reactivated infections.
The alternative approach to preventing graft-versus-host
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disease is to deplete the transfused marrow cells ofT lympho-
cytes potentially reactive with host antigens. This has been
made technically feasible by the availability of monoclonal
antibodies reacting with defined lymphocyte populations. In
principle, the bone marrow cells are destroyed in the laboratory
by exposure to monoclonal antibody and complement, after
which the remaining, demonstrably immunoincompetent
progenitor cells are infused into the recipient. In one study
the incidence of severe graft-versus-host disease was reduced
from the 79o% obtained with previous methods to 18%.10
Nevertheless, the period of follow-up was short, and another
group using similar methods encountered acute graft-versus-
host disease in five of their 10 patients.1' More studies of this
kind are needed with a longer follow-up period. More elaborate
ways of using monoclonal antibodies to bind cytotoxic agents
to alloreactive cells are also feasible.12
Though the problems of graft-versus-host disease have not

been satisfactorily overcome, several fresh ways of tackling it
are being explored. Firstly, since some of the clinical mani-
festations of graft-versus-host disease may result from the
accompanying infections, improved recognition and treatment
of such infections should reduce the resulting mortality; more
potent antifungal and antiviral agents are becoming available.13

Secondly, graft-versus-host disease itself induces profound
immunosuppressive effects. Indeed, the regulation of antibody
responses is disturbed after seemingly uncomplicated marrow
transplantation but is still more profoundly disrupted in
recipients with acute or chronic graft-versus-host disease. The
immunosuppression in patients with this complication probably
results from the excessive activity of suppressor T
lymphocytes.'415 If confirmed, this abnormality should be
amenable to appropriate treatment. Recent discoveries give
another twist to the deceptively simple views of earlier years.
Maturation of the bone marrow is known to be governed
largely by the microenvironment created by endothelial and
other stromal cells in bone marrow. Workers assumed that
these cells were still ofhost origin even after successful marrow
grafting. It now seems likely, however, that some immuno-
*suppressive regimens promote the grafting of stromal cells
derived from donor marrow rather than from the host.'6
Probably, therefore, the regulation of proliferating donor
lymphocytes is more complex than had been imagined, and
hence current strategies for controlling graft-versus-host
disease and resulting infections are likely to prove too simplistic.
Retaining some graft-versus-host reactivity may be beneficial
in eliminating malignant cells surviving the initial treatment
with x-irradiation and chemotherapy.'7

Finally, in patients with malignant disease graft-versus-
host disease may best be avoided by removing some of the
patient's autologous marrow before chemotherapy and
transplanting it later. So far this approach has been limited
by the probability that the marrow will be contaminated by
malignant cells. The introduction of monoclonal antibodies
which specifically eliminate such contaminating cells offers
the hope of circumventing this problem.'8

A M DENMAN
Consultant Physician,
Connective Tissue Disease Research Group,
Clinical Research Centre,
Harrow HAl 3UJ
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Data for management:
the Korner Report
Health Service administrators need information on the
numbers and types of patients using their hospital beds and
wards, outpatient clinics, operating theatres, day-care facilities,
accident departments, and so on. How and where they should
get these data-a complex issue-has been studied for the past
two years by an NHS/DHSS steering group chaired by Mrs E
Korner, and its first report' has just been published.
The steering group was charged not only to "agree" but

also to "implement and keep under review" the "principles
and procedures to guide the future development of health
services information systems." The introduction to the report
explains that it had in mind the needs ofthose who "guide and
manage the provision of health care," rather than those who
actually provide the care-as well as much of the information.
This emphasis on management was certainly reflected in the
19 places occupied by 22 people over the years: the Depart-
ment of Health and Social Security itself filled four places, and
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