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Atypical Miononuclear Cells
in the Blood
In 1898 W. Turk' was the first to describe the presence of
atypical cells in the blood of patients with bacterial infec-
tions. Subsequently other authors have described such cells
in a variety of conditions, and the term "atynical mononu-
clear" cells was introduced to describe them because of their
uncertain nature. After the introduction of a technique by
R. Klima and colleagues2 for examining the buffy coat of
centrifuged blood it was soon appreciated what a great
variety of atypical cells the blood may contain.

Hyperbasophilic medium-sized lymphocytes, plasma cells,
and primitive lymphoid cells appear in the blood after im-
munization, infection, hypersensitivity reactions, and the on-
set of autoimmune disease. There is now considerable
evidence that these cells represent a circulating population
of lymphoid cells derived from lymphoid tissue responding
to antigenic stimulation.3 Reactive lymphoid cells have also
been found in the blood of patients with Hodgkin's disease,
their presence suggesting that immunological reactions are
in progress, but it is unknown whether the reactions are
against the tumour or some concurrent infection.4 The primi-
tive lymphoid cells or "immunoblasts" which appear after
immunization are a dividing population of large pyronino-
philic blast cells, and work in sheep on similar cells has
shown that at least some are capable of turning into plasma
cells.5 The immunoblasts are present in the blood for only a
short time before going to the lymph nodes to disseminate
the immunological response.6 Measurement of an atypical
mononuclear cell response in the blood has recently been
used to detect homograft rejection after renal transplanta-
tion.7 8

Large numbers of proliferating mononuclear cells appear
in the blood during certain viral infections, such as infectious
hepatitis and glandular fever. These are thought to be the
consequence of viral tranformation, and in cases of glandular
fever the cells have been found to bear virus-induced anti-
gens.9 They have a different morphological appearance and
are different in character from immunoblasts.

Neoplastic cells can appear in the blood in a variety of
malignant conditions. They have different properties from
reactive cells and can usually be identified, but their identi-
fication can be difficult because they have no single feature
which allows the diagnosis of malignancy to be made with
confidence. This difficulty is compounded by the knowledge
that primitive cells of lymphoid and bone marrow origin
often appear normally in the blood in small numbers. In
some diseases the difference between reactive and malignant
cells is not clear. One such disease, known as Sezary syn-
drome, has recently been under detailed investigation, and
the work illustrates some of the difficulties.'0
The Sezary syndrome is a rare disease characterized by

chronic skin lesions associated with a mononuclear infiltrate
and the appearance of large numbers of abnormal mononu-
clear cells in the peripheral blood. The classical features of
the disease are usually confined to the skin, and consist of
infiltrative lesions with pruritus and erythroderma. The
disease is thought to be related to mycosis fungoides and the
lymphomas, and transition to a lymphoma has been observed
in some patients. The morphological appearance of the cells,
the presence of periodic-acid-Schiff-positive coarse granules
in the cytoplasm, and their response to phytohaemagglutinin
all suggest that the mononuclear cells are of lymphoid origin.

The cells responding to phytohaemagglutinin stimulation had
three chromosomal counts, of 46, 76, and 98-99 (normal, 46).
In addition, the cells in the last two groups had large marker
chromosomes, and these cell lines were almost certainly
neoplastic. Most of the cells were grossly abnormal and
only about 10% of the mitoses had a normal diploid comple-
ment. The patient did, however, receive cytotoxic therapy
during the five years before the chromosomal analysis was
made, and this may have affected the result. The work
provides further evidence that a normal transformation res-
ponse to phytohaemagglutinin does not preclude malignancy
in the cell concerned, but it does suggest that the cell is
likely to be lymphoid in origin.
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Trail of Suspicion
For many months the Employment and Social Services Sub-
committee of the Expenditure Committee (a Government
body) has been taking evidence on the use to which some of
the social services are put. Among other things it wants to
find out whether N.H.S. facilities are being used-or misused
-for private patients. Allegations of many abuses have been
put before the committee by representatives of the Medical
Practitioners' Union' and the Junior Hospital Doctors' As-
sociation.2 A delegation from the B.M.A. gave evidence on 29
June and submitted a memorandum.3 The committee has also
received some other evidence with a bearing on the issue.
The nurses are brought into this as well. Invited by the

committee to supply evidence on the use of private patients
of Health Service facilities, the Royal College of Nursing
found that none had come its way. Pressed by the committee
to provide a nursing view, as it were, the college devised a
questionnaire to obtain some information from its members.
Mr. J. C. Angell draws attention to this document in a letter
at page 585 this week, and the questions themselves are re-
produced at page 591. We are informed it has recently been
sent to members of the college's council and of some of its
committees, and that the ordinary members will also be given
the opportunity of filling it in if any of them wishes to do so.
Whether or not private patients in hospital are receiving

treatment in a way that amounts to an abuse of the Health
Service is almost entirely a matter for the consultants in
whose care they lie. It is true there may be circumstances in
the patient's management, and in the context of this inquiry,
that are the concern of the sister or other nurses looking after
him, but the nurses' responsibility for them can only be ex-
ceedingly small in comparison with the consultant's over-
riding responsibility for the case. An obligation rests with the
Royal College of Nursing to see that this line is carefully
drawn, for if it is not the professional relationship between
doctors and nurses could be harmed.

 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.3.5774.549-a on 4 S
eptem

ber 1971. D
ow

nloaded from
 

http://www.bmj.com/


550 BRITISH MEDICAL JOURNAL 4 SEPTEMBER 1971

Any Government has the clear duty to see that a service it
provides is not being misused by the people who work in it
or the citizens it is intended to serve. Abuse cannot be al-
lowed in medicine above all, for people's lives and health are
at stake. But the danger of an inquiry of this sort is that it can
make perfectly innocent people suspicious of each other's
conduct and motives. The notion that nurses are somehow
being set to spy on doctors is so ridiculous that it can be
instantly rejected. Yet some strange things are going on in
relation to the inquiry. A representative of the M.P.U. was
asked, for instance, whether the Union had made attempts to
quantify the extent to which part-time consultants do less
than the nine-elevenths which they are contracted to do.'
"Yes," he replied, "we have indeed. I cannot say where they
are doing it because it would put them on their guard, but I
know a couple of hospitals where this sort of thing is going
on and where people are keeping track on particular doctors."
"Organized by whom?"-"By themselves." It would be a sad
day for medicine if this manner of inquiry became wide-
spread.
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Hepatic Vein Occlusion
Until the mid-years of this century the aetiology of hepatic
vein occlusion (the Budd-Chiari syndrome) was largely un-
known. Such established causes as renal carcinoma, primary
tumours of the inferior vena cava, and polycythaemia rubra
vera accounted for no more than 30% of recorded cases.'
Since then pyrrolizidine alkaloids (found in plants of the
genera Senecio, Crotalaria, and Heliotropium)2 3 have been
shown to produce occlusion of the smallest tributaries of the
hepatic venous system (veno-occlusive disease), and urethan-4
and massive irradiation of the liver5 have also been found
to do so.

At least when the larger veins are blocked the vascular
lesions would seem most often, if not always, to be throm-
botic in nature. It is not surprising, therefore, that oral
contraceptives, now established as a cause of venous throm-
boembolism and cerebral thrombosis,6 have also been associ-
ated with occlusion of hepatic veins. A. M. Hoyumpa and
colleagues7 have recently added two cases to the six pre-
viously recorded.8-13 Five of these eight patients had been
on preparations containing more than 0-05 mg oestrogen
and two on low-oestrogen-containing products; in one the
proportion of oestrogen and progestogen was not stated. The
duration of exposure to an oral contraceptive ranged from
two weeks to eight years. Hoyumpa and his colleagues con-
clude that "although direct evidence is lacking, the possibility
of a causal relationship between hepatic vein occlusion and
the use of oral contraceptives is worthy of consideration."
The clinical picture produced by hepatic vein occlusion

associated with an oral contraceptive is similar to that due to
other causes. Abdominal swelling from ascites is the most

characteristic clinical feature, this being accompanied as a
rule by epigastric pain and hepatomegaly. Nausea and ano-
rexia are frequent, while jaundice is uncommon. An unusual
method of presentation is as an acute abdominal emergency,
with shock and pain overshadowing the symptoms and signs
of liver disease. One of the cases associated with oral con-
traceptives fell into this category.'3 Portal hypertension may
develop.9

In the investigation of suspected hepatic vein occlusion
hepatic venography has been of value.'4 The syndrome gives
no characteristic pattern of response to liver function tests,
the alkaline phosphatase level being the one most often
raised. Needle biopsy has proved its worth, the characteristic
picture being congestion and loss of cells in the centres of
the lobules. In long-standing cases fibrosis, and later still
nodular regeneration, may be present. Since it is the medium-
sized and larger veins which appear to be affected when an
oral contraceptive is incriminated, the venous thrombi them-
selves may not be seen in biopsy material. The histological
features, therefore, may not be distinguishable from those
seen in heart failure and constrictive pericarditis.14 The pre-
sence of red blood cells between rather than in the liver sinu-
soids is described as characteristic of blockage of the hepatic
venous outflow,'5 but whether this feature may also occur in
heart failure is not clear.
The prognosis in hepatic vein occlusion is poor, and while

survival of from one to several years is fairly common few
cases of complete recovery are on record. Of the eight cases
associated with oral contraceptives, however, two have ap-
parently recovered.7-10 Recanalization of thrombi and the
opening up of collateral channels in the adventitia of
occluded veins and in the diaphragm is sometimes seen at
necropsy, so that re-establishment of the circulation is in
theory possible. Surgical removal of the obstruction has
been reported in three cases not due to contraceptives. In
one a haematoma pressing on the hepatic veins was evacu-
ated,'6 and the veins were dilated by probing in another
case.'7 Both of these were attributed to trauma. Finally, a
case in which thrombus at the ostia of the hepatic veins was
successfully removed has been mentioned.'8 But to judge
by the extent of the thrombosis usually seen at necropsy, it
seems unlikely that many cases would be amenable to such
surgical treatment.
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