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A pseudolymphomatous reaction in soft tissue
associated with phenytoin sodium
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SUMMARY A pseudolymphomatous reaction involving subcutaneous tissue and underlying skeletal
muscle is described in a woman who was receiving phenytoin sodium and phenobarbitone. The
histological appearance was ofnodular, densely cellular tissue composed of histiocytes, plasma cells,
lymphocytes, fibroblasts, and occasional polymorphonuclear cells. The significance of this finding is
briefly considered in relation to the existing literature.

Numerous side effects and toxic reactions result from
the use of anticonvulsants. Glaser (1972) has listed at
least 16 types of toxicity to hydantoins, one of
which is the pseudolymphomatous reaction in-
volving lymph nodes. These have been described by
several authors (Merritt and Putnam, 1939; Coope
and Burrows, 1940; Saltzstein and Ackerman, 1959;
Bajoghli, 1961; Rosenfeld et al., 1961; Bjomberg
and Holst, 1967). Others (Hyman and Sommers,
1966; Gams et al., 1968; Tashima and de los Santos,
1974) report the development of malignant lym-
phomas after hydantoin therapy, some of which did
notregressonwithdrawal ofthe drug. Epidemiological
evidence suggests that more lymphoma patients are
receiving chronic phenytoin therapy than would be
expected by chance (Anthony, 1970; Charlton and
Lunsford, 1971).

Clinically, the pseudolymphomatous syndrome
consists of lymphadenopathy, fever, exanthematous
eruption, eosinophilia, and, less frequently, hepato-
splenomegaly. The histological appearance of the
typical lymph node has been well described by
Saltzstein and Ackerman (1959).

Case report

A 31-year-old farmer's wife presented in July 1975
with painless swellings in the right submandibular,
lumbar, and scapular regions. She had been taking
100 mg of phenobarbitone and 200 mg of phenytoin
sodium daily for seven years to control her psy-
chomotor epilepsy. In 1967 the patient was diagnosed
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as suffering from multiple sclerosis. Similar swellings
in the right and left submandibular regions had
occurred in 1970. On that occasion the swelling was
soft and fluctuant, aspiration was unhelpful,
radiology of the region was normal, and the swelling
disappeared within six weeks of her starting a course
of penicillin.
On admission to hospital in August 1975 the

swelling in the right lumbar region had already dis-
appeared. Apparently it had persisted for only two
weeks. The swelling at the angle of the right mandible
had enlarged over a period of two weeks, was not
tender or inflamed, and had begun to diminish
slowly in size. After a further two weeks the patient
noticed a similar swelling at the lower border of the
right scapula. She also complained of an irritable hot
feeling on the back but there was no arthralgia or
rash. Examination revealed that she was afebrile,
there was no cervical, axillary, or inguinal lym-
phadenopathy, nor was there a rash or hepato-
splenomegaly. The swellings were soft, mobile, and
non-tender, they did not transilluminate, and the
swelling in the region of the right scapula measured
approximately 3 x 4 cm. There were no other
physical signs apart from neurological ones. The
swelling at the lower border of the right scapula
was removed. It was of fatty consistency and extend-
ed from subcutaneous tissue into muscle.
ESR, full blood count, chest radiograph, urea and

electrolytes, plasma calcium and phosphate, and auto-
antibodies (immunofluorescent technique), including
antinuclear factor, were normal. White cell count
was 4-8 x 109/1 (4-8 x 103/mm3). A peripheral
blood film showed 6 %eosinophils, 18% lymphocytes.
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68 % neutrophils, and 8% monocytes. Liver function
tests showed slightly raised globulins; subsequently,
both IgG and IgM were found to be increased, at 18-7
g/l and 3.2 g/l, respectively, though IgA was normal
(normal range of IgG is 6-15 g/l and for IgM 0 5-2.5
g/l). Whole blood folate was 84 ,ug/l (84 ng/ml)
(normal range 200 to 450 ,ug/l or ng/ml). Serum
phenobarbitone levels have ranged between 19 and
83 ,umol/l (4.4 and 19.3 mg/l) (therapeutic range 40 to
150 ,umol/l or 9.3 to 349 mg/l) and serum phenytoin
levels have been no greater than 9 ,umol/l (2X2 mg/l)
(therapeutic range 35 to 80 ,umol/l or 8.7 to 20 mg/l).
An EMI scan revealed generalised cerebral atrophy
with an area of cystic change at the right occipital
pole, possibly representing an old infarct.

HISTOPATHOLOGY
Macroscopically, five soft irregular brown masses
were obtained, the largest being 20 x 12 x 10 mm.

Microscopically, the sections showed nodules of
extremely cellular tissue separated by bands of dense
fibrous tissue (Fig. 1). The noduleswerecomposed of
numerous histiocytes, lymphocytes, and fibroblasts
with scattered plasma cells and occasional poly-
morphonuclear cells (Fig. 2). Some histiocytes were
multinucleated (Fig. 3). The dense infiltrate was
arranged haphazardly, and in the nodules capillaries
and small arterioles were plentiful, as were reticulin
fibres. Neither foreign material nor Langhans' giant

cells with caseation were identified. In addition, very
few mitotic figures were seen, and Reed-Stemnberg
cells were not found. The little skeletal muscle
present was enveloped by the inflammatory process
with destruction of some of the muscle fibres.

Discussion

This case has three unusual features. The swellings
were not associated with the typical pseudolym-
phomatous syndrome, they resolved spontaneously
without the withdrawal of phenytoin, and the reaction
occurred outside lymph nodes. The lesion removed
from the scapular region had the histological features
of a pseudolymphomatous reaction, and the
patient's phenytoin therapy is possibly related to the
development of this swelling. Similar, though not
identical reactions have been observed occasionally
in patients not receiving any form of drug therapy.
For example, Helwig and Hansen (1951) described
benign lymphoid polyps of the rectum, and
Saltzstein (1963) pseudolymphomas of the lung. Both
lesions had a definite follicular pattern with germinal
centres whereas the case described here had a
nodular pattern and no germinal centres. The soft
tissue lesions reported by Lattes and Pachter (1962)
showed the features of well-differentiated lymphoid
tissue, which they considered were likely to be either
hamartomas or choristomas. In this case there were

Fig. 1 Low power
to show nodules of
densely cellular
tissue.
Haematoxylin and
eosin x 10.
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Fig. 2 High
power to show
detail of cellular
infiltrate. H and E
x 100.

Fig. 3 High
power to show
detail of
cellular infiltrate
including a multi-
nucleated histiocyte
adjacent to a
capillary. H and E
x 100.

no features to suggest an origin from lymphoid tissue
nor that it was a choristoma. However, in order to
secure an association between phenytoin and the
patient's pseudolymphomatous reaction, a further
period of observation will be required to ascertain
whether similar swellings occur under the conditions
of ingestion and non-ingestion of phenytoin.

Forecasting the patient's clinical course from the
histology is difficult (Lancet, 1971). Rosenfeld et al.

(1961) and Doyle and Hellstrom (1963) have each
described patients with lymphadenopathy related to
the hydantoins which histologically appeared to be
lymphosarcoma and Hodgkin's disease, respectively.
Both patients have remained in remission since the
drug was stopped. However, two of the seven cases
reported originally by Saltzstein and Ackerman
(1959) as histologically benign subsequently
developed malignant lymphomas, even though the

763

 on M
ay 22, 2023 by guest. P

rotected by copyright.
http://jcp.bm

j.com
/

J C
lin P

athol: first published as 10.1136/jcp.31.8.761 on 1 A
ugust 1978. D

ow
nloaded from

 

http://jcp.bmj.com/


764 J. N. Wilden and C. A. Scott

hydantoins were withdrawn (Clinopathologic Con-
ference, 1962). It should be noted that neither of
these cases, from the reports, was ever free of all the
stigmata of a lymphomatous process after with-
drawal of the hydantoins. Conversely, Gams et a!.
(1968) have reported a case of malignant lymphoma,
considered to be related to diphenylhydantoin,
which completely regressed after withdrawal of the
drug. Fourteen months later the lymphoma recurred
and the patient subsequently died of the disease,
though at no stage was the drug reintroduced into
the patient's management. However, it could be
argued that there were two separate disease processes
in action simultaneously, only one of which was
related to hydantoin therapy. In view of these reports
it is obviously important that patients with pseudo-
lymphomatous reactions undergo long-term follow-
up. In our case, 29 months after presentation, remis-
sion has persisted without phenytoin therapy being
stopped.
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