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policy would address itself particularly to the roles of the
Department of Health and Social Security, the regional and
district health authorities, and the family practitioner com-
mittees, and it would regard the inner cities as a special case
requiring special solutions. A more flexible approach to
virement between the cash limited allocations to the health
authorities on the one hand and the open ended expenditures
on the family practitioner services on the other would
sharpen the debate about respective roles and functions.
Whether such a clear strategic lead will be forthcoming is a
matter of guesswork. The lessons from the Policy Study
Institute study are not encouraging.
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Immunohistochemistry in
lymphoma diagnosis
Careful examination of the histological appearances of a
pathological lesion is the mainstay of pathological diagnosis
and will undoubtedly remain so. Nevertheless, the distinc-
tion betweenlymphomaand carcinoma and between different
types of lymphoma can be difficult using conventional
histological techniques but is of great clinical importance.' 2
Immunohistochemical demonstration of antigenic deter-
minants on cells helps pathologists to distinguish more
reliably between most neoplastic and reactive proliferations
oflymphocytes and non-lymphoid disorders.24

Until recently frozen sections of fresh tissue have been
needed as most lymphoid antigens do not survive conven-
tional fixation and processing.2` Since most specimens arrive
at the laboratory in fixative immunohistochemical methods
have thus been of limited use in diagnosing lymphoid
disease. Fresh tissue also presents practical difficulties: the
risk of infection to laboratory staff is increased; the tissue
requires careful freezing and storage; and the morphology of
frozen sections is inferior to that of paraffin sections.
Facilities and staff for frozen section immunohistochemistry
are mostly available only in major centres, and, while several
methods have been advocated to circumvent the need for
frozen section,"9 they are unlikely to be applicable in most
general laboratories.

Reagents that can simply and reliably identify lymphoid
and related antigens in conventionally processed specimens
would thus be ofgreat value, and some such reagents are now
available.'-'3 The most valuable are those antibodies that
recognise leucocyte common antigens since these allow the
distinction between lymphoid and epithelial malignancies
when used together with epithelial markers-for example,

cytokeratins. The lineage ofmany undifferentiated tumours
can now be determined more often and more objectively than
was previously the case.
Do lymphoid markers help in the distinction ofHodgkin's

disease from non-Hodgkin's lymphoma? Claims for the
existence of specific markers of Hodgkin's disease have been
made.'4 The monoclonal antibody Leu MI has been widely
regarded as a marker of Hodgkin's disease, but recent
evidence shows that the antigen is found in many tissues'5:
Leu Ml immunoreactivity is neither a sensitive'6 nor a
specific'7 marker ofStemnberg Reed cells. Hence the diagnosis
of Hodgkin's disease remains essentially a morphological
one. The disease may, indeed, be pathologically and im-
munologically heterogeneous and not a single biological
entity.'8
The value ofimmunohistochemistry is more clearly estab-

lished in non-Hodgkin's lymphoma. Showing immuno-
globulin light chain restriction has long been advocated as a
useful discriminant between reactive and neoplastic B cell
proliferations,24 but some have urged caution in interpreting
immunoglobulin staining on paraffin sections20 (personal
observations). T cell clonality can be shown on frozen
sections using antibodies that recognise the relatively few
proteins produced by V region genes for I6 chain T cell
receptors.2' Such reagents should enhance our understanding
of T cell neoplasia, which is being recognised increasingly
often.
New reagents can also identify both B and T lymphocytes

and their neoplasms in paraffin sections."I These antibodies
are not ideal, but they greatly improve our ability to study
and diagnose lymphoreticular disorders. The use of these
reagents has already shown that a series of gastrointestinal
lymphomas associated with intense eosinophilia are ofT cell
origin, which has contributed to defining this disease.'
New markers for lymphoid and accessory cells active in

paraffin sections will soon become available, and immuno-
histochemistry on paraffin sections is likely to improve the
standard and reproducibility oflymphoma diagnosis. But all
is not perfect: interpreting results with existing agents is
difficult; the reagents are expensive; and the methods are
demanding in time and expertise. Further studies will be
required to establish the -true value of paraffin section
immunohistochemistry in diagnostic lymphoma pathology.
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Reproduction and work

The effects of work on reproductive health are attracting
increasing attention because more women are working
through conception and pregnancy. In addition, the harm
that may be done to the reproductive health ofmen has been
more widely recognised in the past 20 years.'`3 Those factors
that are suspected ofimpairing reproductive function inimen
or women may affect either reproductive or sexual func-
tioning of the adult fetal development at any stage after
implantation.

Attributing effects on male libido and potency to work
hazards is difficult: the allegations are hard to substantiate
and impossible to disprove, and the range of "normal" is ill
defined. Nevertheless, occupational physicians should not
ignore these problems, and there has been an unsurprising
(but also unproved) report of loss of libido among men
working in a plant manufacturing oestrogens. Four hazards
-ionising radiation, lead, ethylene oxide, and dibromo-
chloropropane-are regulated in the United States partly
because of their effects on reproduction,4 and- they, and
possibly others, might harm the male gametes, particularly
as these are being formed continuously throughout repro-
ductive life. Recently, the wives of men working at a factory
manufacturing dibromochloropropane were finding trouble
in conceiving. Subsequently, semen samples from the men
were found to be grossly abnormal2 and the pesticide was
banned. Though the effects of ionising radiation are well
known,5 those of lead are less well defined. Studies reported
from the nineteenth and the earlier part of this century were
not always controlled and related to heavy exposure, which is
not now seen; the results of recent studies have been more
equivocal.67 Good evidence ofthe effects ofother mutagens is
lacking, and, for example, claims of reproductive problems
among wives of anaesthetists remain to be substantiated.'5

Reproductive toxicology in women is more complex.
Showing that menstrual irregularities are specifically caused
by work is difficult. Further, how can anybody be sure that a
spontaneous abortion or fetal abnormality is the consequence
of a development hazard encountered at work and would not
have arisen spontaneously, bearing in mind that there is a
natural high rate of embryo loss?9 Because a woman enters
reproductive life with her full quota of gametes she may be

less vulnerable than a man to hazards from mutagens. The
first reduction division begins, however, in the fetus, the
oocyte remanmg i arrested melotic division until some
weeks before ovulation, and the second reduction division is
completed about the time of fertilisation. It is in the six or
seven weeks before ovulation that the oocytes are most
sensitive to genetic injury, and at this time the mutation rate
from irradiation increases sharply.'" In a recent study of
nurses working with antineoplastic drugs those who were
exposed during the first trimester had a statistically signifi-
cant increase in fetal loss, but cumulative exposure was not
associated with this."
The role of occupational medicine extends beyond detect-

ing and defining reproductive and developmental hazards to
looking for a dose response relationship. -That must be
followed in a particular case by assessing exposure and
attempting risk assessment. The problem is compounded by
the many non-occupational hazards to reproduction, includ-
ing drugs (iatrogenic and illicit), infectious agents, and
lifestyle-for example, smoking and drinking alchol.
How much should an employer do'to make sure that the

reproductive health of his workers is not harmed? The
deontological approach ('"Can you be sure that the conditions
are quite safe for all my members, doctor?") is that he has a
fundamental duty to protect the health of all his workers
without exception; and working conditions must be im-
proved so that they are safe for everyone, inicluding pregnant
women. Utilitarians would argue, however, that expenditure
on reducing risk may benefit the whole community and
include economic as well as technical considerations. ("Of
course, we make sure that the conditions for our workers are
safe so far as is reasonably practicable.") Furthermore, the
same ethical argument could- be used to deny access of the
more susceptible groups among the workforce, including
pregnant women, to environments that may harm their
health. Indeed, such reasoning forms the philosophical basis
for much pre-employment screening.'2

Excluding susceptible groups would probably mean
excluding all women of reproductive age because of the
difficulty in confidently recognising early pregnancy. Should
there be monitoring for pregnancy or voluntary removal
policies if pregnancy is contemplated without prejudice to
salary or career development? Should there be sex discrimi-
nation policies in high risk -occupations? These proposals
immediately run into serious difficulties. They may be seen
by some workers as an intrusion into their privacy, and none
ofthese methods ofprotection (otherthan sex discrimination)
will cater for the unplanned and -unforeseen pregnancy.
Another twist occurs becausewomenhavebeendiscrinminated
against and we now have legislation to ensure equal
opportunities. How may that be reconciled with "discrimi-
natory" measures aimed to protect another party, the fetus?
A range ofcompromises, from a sex based exclusion policy

through to voluntary removal after personal and medical
counselling, will emerge. Doctors, long since accustomed to
being ones from whom no secrets are hid, would now be
proposing themselves as one to whom all desires are made
known.
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