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(A) A paraffin wax section of a bone marrow biopsy specimen stained with haematoxylin
and eosin. RS cells and variants can be seen against a polycellular background.

(B) Paraffin wax bone marrow section stained immunohistochemically with Leu-M1
(anti-CD15) using the avidin-biotin peroxidase complex method following pretreatment in
a microwave oven to enhance antigen retrieval.® RS cells and their variants are strongly
positive.

were given every two weeks. Chemotherapy
was switched to MOPP (mustine, vincristine,
procarbazine, and prednisolone) following an
episode of unexplained liver dysfunction which
occurred after the first cycle of the EBVD
regimen. The patient received three cycles of
the MOPP regimen. This was followed by five
cycles of HOPE-Bleo without prednisolone
(doxorubicin, vincristine, bleomycin, and eto-
poside). Episodes of pyrexia and abdominal
pain coinciding with postchemotherapy leu-
cocyte nadirs (<0-5 x 10°/1 despite appropriate
dose reductions of myelotoxic drugs and sup-
port with G-CSF) necessitated hospital ad-
mission on each of the first five chemotherapy
cycles. These episodes were associated with
endoscopically confirmed erosive mucositis,
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which was unusually severe given the doses
of cytotoxic drugs used. No pathogens were
isolated at any time but pyrexia always seemed
to respond to broad spectrum antibacterials.
The patient was admitted to hospital with fever
and abdominal pain on day 14 of the first
MOPP cycle. Biopsy of an ulcerated area in the
upper rectum revealed a malignant lymphocytic
infiltrate with histology compatible with, but
not diagnostic of, Hodgkin’s disease. In the
same biopsy specimen there were cellular in-
clusions suggestive of cytomegalovirus (CMYV)
infection. Polymerase chain reaction (PCR)
examination of the colonic mucosa was positive
for CMV. No specific antiviral treatment was
given at that point in view of the absence of
active colitis. Following the third MOPP cycle,
the patient complained of blurred vision in the
right eye and fundoscopic examination revealed
florid retinitis with appearances suggestive of
herpetic or CMV aetiology. PCR of aqueous
humour was negative for herpes simplex, zoster,
CMYV, and Epstein—Barr viruses. Treatment
with standard doses of intravenous foscarnet
through a Hickman catheter was administered
for five weeks. The frequency of the y-globulin
infusions was doubled during this time. There
was a dramatic response with complete res-
olution of retinal changes and restoration of
normal visual acuity. Foscarnet treatment was
complicated by severe hypokalaemia and
hypocalcaemia requiring intensive potassium
and calcium replacement based on daily bio-
chemical monitoring.

Despite the numerous treatment-related
problems there was a steady improvement in
the overall condition of the patient. He became
apyrexial shortly after the onset of chemo-
therapy. Repeat sigmoidoscopy and biopsy
were normal after the fourth chemotherapy
cycle and his peripheral blood counts gradually
returned to normal with correction of the leu-
copenia and anaemia. Bilateral iliac crest bone
marrow biopsy specimens taken after marrow
regeneration following the sixth and ninth
chemotherapy cycle showed no evidence of
Hodgkin’s disease. A repeat computed to-
mography scan of the abdomen at the same
time confirmed that splenomegaly had re-
solved. The patient is in excellent clinical
condition six months after completion of
chemotherapy, his only treatment consisting of
monthly y-globulin infusions (400 mg/kg).

Discussion

The increased incidence (varying from 1-4 to
8%) of lymphoma in patients with common
variable immunodeficiency is well documented
in both prospective® and retrospective' ** stud-
ies with an apparently high frequency of
undifferentiated and T cell tumours.! The
diagnosis of Hodgkin’s disease was made
in one patient with common variable im-
munodeficiency in the Minnesota Immuno-
deficiency/Cancer Registry® and a second case
has been mentioned in the recent survey by
Hermaszewski and Webster,* although the au-
thors comment that there was no evidence that
the hypogammaglobulinaemia had preceded
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the presentation of Hodgkin’s disease. There
are certain points in our report that deserve
comment; the first concerns the difficulties in
diagnosing extranodal Hodgkin’s disease. The
presence of RS cells, even when they are
CD15 +, is not diagnostic of Hodgkin’s disease
as CD15+ RS-like cells have been described
in T cell non-Hodgkin’s lymphoma.!® RS-like
cells (CD15—) were present in the bone mar-
row of a patient with common variable im-
munodeficiency who developed a peripheral T
cell non-Hodgkin’s lymphoma.” In the case
reported here, it was the combination of typical
histopathology and immunophenotype that
was diagnostic of Hodgkin’s disease in the bone
marrow. The nature of the lymphoproliferative
infiltrate found on rectal biopsy was less clear
but it should be noted that, although colonic
localisation of Hodgkin’s disease is considered
extremely unusual in previously immuno-
competent patients, this might not be the case
in immunodeficient subjects.

Although the response of this patient to treat-
ment was gratifying, there were many problems
caused by the chemotherapy. The unusual
severity of mucositis and gastrointestinal
symptoms might be related to compromised
mucosal defences because of his severe IgA
deficiency. The rapidly advancing viral ret-
initis—uncommon in most immunocompetent
patients undergoing chemotherapy—was com-
patible with the tendency of latent viruses to
reactivate in patients with common variable
immunodeficiency. Doubling the dose of y-
globulin during treatment with foscarnet may
have played a role in the spectacular resolution
of fundal changes.
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In conclusion, this case report of Hodgkin’s
disease complicating common variable im-
munodeficiency illustrates that aggressive com-
bination chemotherapy can be successful even
in stage IVB disease, although unusual clinico-
pathological presentations and a broad spec-
trum of treatment related complications should
be anticipated.

We thank Drs G Daikos and N Markomichelakis for help with
the clinical management of this patient and Drs M Daemonacou
and C Liloglou for performing histopathology studies and PCR
analyses, respectively.
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Immunohistochemical analysis of T cell
proliferation in normal tonsil and B cell

lymphoma
J Wang, P G Isaacson, ] Spencer

Abstract

A double immunohistochemical tech-
nique, incorporating MIB1 and CD3, was
used to identify proliferating T cells in
paraffin wax sections of normal tonsil and
B cell lymphomas. The number of double
stained T cells as a percentage of the total
T cells was then determined. In normal
tonsil and follicular lymphoma the follicle
centre and T cell zones were counted in-
dependently. In normal tonsil very few T
cells in the follicle centre expressed MIB1.
Proliferating T cells were concentrated in
the T cell zones. The same pattern was

observed in follicular lymphoma. In con-
trast, the percentage of T cells expressing
MIB1 was higher in mucosa associated
lymphoid tissue type lymphoma and
lymphocytic lymphoma, suggesting that T
cell activation occurs in these tumours.
The highest percentage of MIB1 positive
T cells was observed in high grade lymph-
oma. This suggests that transformation to
high grade lymphoma is associated with
an increase in T cell activation.

(¥ Clin Pathol 1995;48:873-875)
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