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Clinico-pathological Conference

A middle-aged woman with a skin rash

ALL INDIA INSTITUTE OF MEDICAL SCIENCES
NEW DELHI

THECASE
A 47-year-old unmarried lady who was previously well
developed a skin problem in December 1988. This was a
recurrent non-tender, papulonodular skin eruption
involving mainly the exposed parts of her body. The
lesionsgenerally lasted for about 2 months before crusting.
Theywere initially reddish and then became grey. There
wasonly minimal itching. There was no history of fever or
of prior exposure to any drugs. She took homoeopathic
treatment for ten months but this did not seem to make
anydifference. In October 1989 the lesions increased in
number, appeared in crops and became pustular. The
patient then developed other symptoms; these included
fever, which began with an evening rise of temperature
and later became continuous, the maximum temperature
being 101of. She also started losing her appetite and
weight and felt multiple swellings in the neck, sub-
mandibular regions and axillae. These swellings grew
rapidlyand soon became visible. The patient also noticed
that she was developing new and different types of skin
lesions. These were blisters over her palms and soles
whichruptured in a few days, discharging greyish material.
Shealso had impairment of sensation over her feet.

These symptoms continued till January 1990 by which
time she had lost 15 kg in weight. In the same month she
attended a local hospital. The investigations done there
revealed a haemoglobin of 9.2 g% and a total leucocyte
count of 20200/dl. The differential count showed 35
polymorphs, 25 lymphocytes and 40 eosinophils. The
erythrocyte sedimentation rate was 30 mm in the first
hour. The platelets were adequate and examination of
the peripheral blood smear showed the red cells to be
normocytic and normochromic. The urine examination
wasnormal. The blood sugar was 84 mg/dl and the blood
urea 26 mg/dl. The X-ray of the chest was normal, the
ELISA test for HIV was negative and fine needle aspira-
tion cytology (FNAC) from the submandibular lymph
node revealed numerous pus cells, a few phagocytes and
some necrosis. The stain for acid-fast bacilli (AFB) was
negative. She was prescribed a course of cephalexin and
antihistamines, which did not improve her condition. A
biopsyof the submandibular lymph node was done.

The patient attended the All India Institute of Medical
Sciences (AIIMS) in February 1990. Clinical examination
at this time revealed her to be quite unwell. She was thin,
weighed 45 kg, was pyrexial and had moderate pallor.
There was gross lymphadenopathy in the preauricular,

submandibular and cervical regions, the nodes measuring
about 5 to 6 cm. These were not tender, but firm and
relatively mobile. She was not jaundiced. The liver was
enlarged 5 cm and the spleen 4 em below the costal
margin. The sensations of touch and pain were impaired
over her feet and lower legs. Her peripheral pulses were
normal. She had extensive, multiple papulonodular skin
lesions with eczema and crusting. There was also some
erythroderma. One of the lesions was biopsied and
antihistamines prescribed. Investigations done at the
AIIMS in February 1990 revealed: Haemoglobin 7.4 g%,
total leucocyte count 18500/dl with 25 polymorphs,
16 lymphocytes and 59 eosinophils. The erythrocyte
sedimentation rate was 90 mm in the first hour. The blood
sugar was 82 mg/dl and the blood urea 24 mg/dl. Total
proteins were 9.9 g/dl, albumin 3.1 g/dl and globulin
6.8 g/dl. Protein electrophoresis revealed decrease of the
alpha 2 globulin and a polyclonal increase in the gamma
globulin fraction as well as hypoalbuminaemia. The
serum immunoglobulin levels were: IgG 5909 mg (normal
712-1550 mg), IgA 134 mg (normal 120-220 mg), IgM
757 mg (normal 65-170 mg). The serum bilirubin was
0.5 mg/dl, alkaline phosphatase 105 IV (normal up to
170 IV), sodium 134 mEq/L, potassium 4.8 mEq/L,
calcium 8.2 mg/dl, phosphate 3.5 mg/dl, uric acid 4 mg/dl,
creatinine 0.8 mgldl, SGOT and SGPT were 12 and
10 IV respectively, the antinuclear factor was negative, the
rheumatoid factor weakly positive, and the hepatitis B
surface antigen was negative. The bone marrow aspirate
showed myeloid hyperplasia with increase in the
eosinophilic series. The plasma cells constituted about
20% of all the cells. The bone marrow biopsy was hyper-
cellular with an increase in the eosinophil and plasma cell
series. The chest X-ray was normal and computerized
tomographic scans of the chest, abdomen and pelvis were
done (Fig. 1). In March 1990 the dermatologist opined
that she had bullous pemphigoid in addition to her
papulonodular lesions. This was confirmed by a repeat
skin biopsy from the sole. The lymph node biopsy was
repeated and treatment started.

CLINICAL DIAGNOSIS
Lymphoma

DIFFERENTIAL DIAGNOSIS
DR S. S. AGARWAL:The traditional clinical approach to
making a diagnosis consists of three steps. The first step is
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FIG 1. CT scans showing enlarged lymph nodes

to list the problems.The second step is to list the causes
for each problem in order of probability. Finally, a differen-
tial diagnosis is made by deciding on which diagnoses can
most easily explain most of the signs and symptoms. Let
us see how this can be done in our case.

The first problem is of the papulonodular lesions of the
skin. The causes of these can be local or systemic (Table I).

TABLE I. Nodular lesions of the skin

Local Systemic

Acne
Sebaceous cyst
Veruca vulgaris
Lipoma
Squamous cell carcinoma
Basal cell carcinoma
Erythema nodosum

Infections
Tuberculosis
Leprosy
Late syphilis
Leishmaniasis
Deep mycosis

Granulomas
Rheumatoid
Sarcoidosis

Malignancy
Leukaemia
Lymphoma
Carcinoma

Metabolic
Xanthoma

The disease is more likely to be systemic than local
because of the subsequent development of lymph-
adenopathy, hepatosplenomegaly and haemopoietic
abnormalities. Of the infectious conditions, tuberculosis
commonly presents as lupus vulgaris but I consider this
unlikely. I think the lesions could be tuberculids as
described by Darier. These are small granulomas and
have been hypothesized to occur after bacteraemia
followed by an Arthus reaction and a delayed hypersen-
sitivity reaction. This results in a localized nodular lesion
which heals leaving a pitted scar and the condition occurs
in crops. However, here there is no history of underlying
tuberculosis or of pitted scars.

In leprosy, the lepra reaction also occurs in crops. This
is similar to erythema nodosum and is associated with
vasculitis. Erythema nodosum can be excluded because

the nodules occur on the shins and are usually tender,
whereas in this case they were neither tender nor
localized. In leprosy the erythematous lesions may be
present all over the body as small papules. In secondary
syphilis, the lesions also present as crops. They are papu-
lar, nodular and pustular lesions, and blisters have also
been described. The palms and soles are involved. Again,
there should be other evidence of syphilis which is not
present here.

I would also like to draw your attention to HIV. One of
the common presentations is the AIDS-related complex
(ARC) which may present as generalized lymphadenopathy
without a predisposition to infection. There is no mention
of this patient belonging to the high-risk group and the
test for HIV was negative. If the patient was infected,
the HIV test should have been positive. Other infectious
conditions need not be considered. Sarcoidosis is a
possibility as it can present with skin involvement and
lymphadenopathy.

The second problem was the generalized chronic
lymphadenopathy. Leukaemia and lymphoma are the
most obvious diagnoses (Table II).

TABLE II. Generalized chronic lymphadenopathy

Infections
Bacterial

Brucellosis, tuberculosis, secondary syphilis
Viral

Cytomegalovirus, infectious mononucleosis, hepatitis B virus,
human immunodeficiency virus

Fungal
Histoplasmosis

Parasitic
Toxoplasmosis

Malignancy
Lymphoma, leukaemia

Immunological
Serum sickness, sarcoidosis, rheumatoid arthritis, systemic lupus

erythematosus, dermatomyositis
Pseudolymphoma

Hydantoin
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I will not consider immunological conditions such as
rheumatoid arthritis, systemic lupus erythematosus and
dermatomyositis which have other associated symptoms
and signs.

The third important problem that this patient presented
withwas a marked eosinophilia with an absolute count of
morethan 10OOO/cmm. Eosinophilia is usually considered
tooccur in allergic, parasitic and collagen diseases.

A less common cause which occurs in India is tropical
pulmonary eosinophilia, in which the eosinophil counts
maybe more than 2000/cmm. Four more unique syndromes
associated with eosinophilia are listed in Table III. One
therefore has to consider a number of conditions in which
eosinophilia dominates the clinical picture.

The last major clinical problem is the presence in
the bone marrow of 20% plasmacytes together with a
polyclonal hypergammaglobulinaemia. The conditions
nowto be considered are listed in Table IV.

TABLE III. Causes of eosinophilia

Allergy
Helminthic infestations
Collagen diseases

Drugs, atopic

Rheumatoid arthritis, dermatomyositis,
polyarteritis nod osa

Sarcoidosis
Hodgkin's disease, cutaneous T cell
lymphomas, mycosis fungoides, other
lymphomas, chronic myeloid leukaemia,
melanoma, brain tumours
Angioimmunoblastic lymphadenopathy
Angiolymphoid hyperplasia with
eosinophilia

Recurrent granulomatous dermatitis with
eosinophilia

Hypereosinophilic syndrome
Tropical pulmonary eosinophilia
Loeffler's syndrome

Malignancy

Hypereosinophilic
syndromes

TABLE IV. Reactive plasmacytosis and diffuse hypergamma-
globulinaemia

1. Chronic infections
2. Chronicliver disease
3. Collagen diseases

Tuberculosis, leprosy
Chronic active hepatitis, cirrhosis
Rheumatoid arthritis, systemic lupus
erythematosus

Hodgkin's lymphoma, non-Hodgkin's
lymphoma, chronic myeloid
leukaemia, carcinoma

Sarcoidosis, secondary amyloidosis

4. Malignancy

5. Others

Thus from the above tables, three possibilities stand
out. The first is a leukaemia-lymphoma complex, the
second is sarcoidosis and the third is one of the
hypereosinophilic syndromes. The leukaemias and
lymphomas having cutaneous involvement are Hodgkin's
disease,' non-Hodgkin's lymphoma and a new group of
disorders-previously called mycosis fungoides or the
Sezary syndrome and now known as cutaneous T cell
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malignancies. In Hodgkin's disease, skin involvement as a
first manifestation is extremely unusual. It occurs in
less than 0.5% of cases. Secondly, the involved skin is
contiguous with a group of large lymph nodes and is
characterized by a retrograde spread due to lymphatic
obstruction. These lesions are usually non-specific in
appearance and may be of the erythema nodosum or
erythema multiforme type. Although most of the features
may fit a diagnosis of Hodgkin's disease, the cutaneous
involvement is unusual. In non-Hodgkin's lymphoma,
skin involvement with solitary or multiple nodules or
other lesions may be the first presentation. Even though
non-Hodgkin's lymphomas are mostly due to B cell
proliferation, they are not usually associated with
eosinophilia or hypergammaglobulinaemia. Therefore, I
would be more inclined to favour a T cell malignancy.

Leukaemia cutis also needs to be considered. This
occurs with acute myelocytic and myelomonocytic
leukaemias and presents as a chloroma. However, in
all these conditions the most important feature is the
presence of immature cells, both in the peripheral blood
and in the marrow, which were not present in our case.

Among the cutaneous T cell malignancies there are two
conditions-cutaneous T cell lymphoma (Cl'Cl.) and
adult T cell leukaemiallymphoma (ATL). Recently,
HTL V-5 has been isolated from patients with Cl'Cl., This
disease (CTCL) has four stages-pre-mycotic, plaques,
nodules and erythroderma-although these do not
necessarily occur in this order. Usually, these malig-
nancies are very slow growing and take many years to
manifest. 21n our case, the relatively short duration of one
and a half years is a feature against this diagnosis. How-
ever, the presence of erythroderma and nodules make me
consider this as a possible diagnosis. Among the Cl'Cl.,
the distinction between the Sezary syndrome and mycosis
fungoides is a quantitative one. In both conditions, Sezary
cells are present but in mycosis fungoides there are fewer
cells which are confined mainly to the skin. In the Sezary
syndrome there are many more cells, which are also
present in the circulation. In CTCL, the lymph nodes are
enlarged in 20% of cases with T1 disease and in 84% of
those with T4 disease. In the blood, Sezary cells are
present in 10% of cases with T2 disease and in 90% of
patients with T4 disease. There is involvement of the
liver, spleen, marrow and lungs. CTCL is a T cell malig-
nancy with mainly CD4+ (T helper) cells. As a result of
the proliferation of the T helper cells, there is diminished
T suppressor activity, and usually a proliferation of
B cells. There may be a polyclonal hypergammaglobulin-
aemia. One of the interesting features of Cl'Cl, is the
presence of a stage called lymphomatoid papulosis! which
may be considered to be a pre-malignant condition or
even an early malignancy, as the T cell receptor reorgani-
zation has already taken place, and monoclonality of the
cells already exists." There is infiltration of lymphocytes
into the skin where the nodules may appear and disappear
spontaneously. I would therefore, consider CTCL to be
one of the strong diagnostic possibilities in this case.

The only thing that I couldn't fit into the diagnosis was
the mention of eosinophilia. However, in many conditions,
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eosinophilia is considered to be a result of the release of
certain interleukins, particularly IL-5, and it is possible
that it may occur concomitantly with other monoclonal
proliferations. I have found this in the other T cell malig-
nancy-A TL. 5 One reported patient had 45%
eosinophilia with a total count of 22 000 which is very
similar to our patient. However, I would not consider this
as the first possibility because in ATL bone involvement
is common. Bone resorption and hypercalcaemia are
usually present, because there is an osteoclast activating
factor released by the activated T cells. ATL is also
caused by HTL V-1. CD4 + cells predominate and most are
IL-2 receptor positive. Otherwise the manifestations are
similar to Cl'Cl., except that it is a high grade malignancy
(as opposed to Cl'Cl, which is low grade). These are the
two possibilities in the lymphoma group.

Among the list of hypereosinophilic syndromes, I
would consider the condition called angioimmunoblastic
lymphadenopathy." In a review 'of 265 patients with this
condition the median age was 68 years, the male to female
ratio was 1.2:1 and it usually began fairly rapidly. 7

Generalized lymphadenopathy was seen in 79% of cases,
hepatomegaly in 73%, splenomegaly in 63%, fever and
malaise in 72%, a skin rash in 44%, anaemia in 82%,
leucocytosis in 33%, eosinophilia in 18% and polyclonal
gammopathy in 70% of cases. These features are very
similar to those of this case except for the course which is
more acute. This may be a result of a hypersensitivity
reaction. It is also on the borderline between being benign
and malignant. Recent chromosomal and molecular studies
indicate that it may in fact be a malignant condition.
Autoantibodies against irmentin are characteristically
present. Lymph node biopsy is considered to be diagnostic
because there is a proliferation of blood vessels in the
lymph nodes.

Finally, I would also like to keep sarcoidosis in mind.
Though eye lesions and hilar lymph node involvement are
important modes of presentation in this condition and
bone involvement leading to hypercalcaemia is also seen,
these are absent in our case. The skin lesions, lymph-
adenopathy, hepatosplenomegaly, eosinophilia and
hypergammaglobutinaemia are consistent with a diagnosis
of sarcoidosis. However, the blisters are usually of the
erythema multiforme type but the biopsy proved them to
be bullous pemphigoid. I would like to offer sarcoidosis
associated with bullous pemphigoid as an alternative
diagnosis.

DR AGARWAL'S DIAGNOSIS
1. Lymphoma-leukaemia

Cutaneous T cell lymphoma (mycosis [ungoidesl
Sezary syndrome) associated with bullous pemphigoid
and sensory neuropathy

2. Angioimmunoblastic lymphadenopathy
3. Sarcoidosis

CLINICAL DISCUSSION
DR K. PRASAD:Aspiration cytology showed necrosis.

Would this not eliminate sarcoidosis?
DRS. S. AGARWAL:It would not eliminate but certainly

THENATIONALMEDICALJOURNALOFINDIA VOL.4, NO.1

make it less likely. Necrosis is very common in T cell
leukaemias.

DR V. RAMALINGASWAMI:I thought this was a remark-
ably brilliant discussion and I would go along with the
diagnosis of mycosis fungoides. Are you sure that you can
totally eliminate parasitic diseases such as leishmania
tropica or visceral larva migrans?

DR S. S. AGARWAL:I had considered parasitic diseases
in view of the eosinophilia. In leishmania, that is tropical
sore, ulceration is very common and nodules are usually
present on the face. American leishmaniasis can present
as recurrent papulonodular lesions but I am not aware of
this disease occurring in India. In other conditions such as
toxoplasmosis the clinical situation is very different.
Lymphadenopathy and hepatosplenomegaly would be
unlikely to occur in parasitic diseases.

DRL. K. BHUTANI:I feel that recurrent papule-nodules
with erythroderma would be unlikely in leishmaniasis. In
mycosis fungoides, though nodules and erythroderma
occur vesicular lesions do not. If you accept the diagnosis
of bullous pemphigoid one should think twice before
considering cutaneous T cell lymphomas. The nodules in
cutaneous T cell lymphomas are entirely different from
the picture presented here.

DR S. S. AGARWAL:Leishmaniasis was neither my first
diagnosis nor my fifth. This presentation of eosinophilia,
lymphadenopathy and hypergammaglobulinaemia does
not fit with leishmaniasis. Mycosis fungoides has a varied
clinical picture and would be a plausible diagnosis in this
case. The plaque-like mycosis lesions may be either
localized or diffuse. They may be present all over the body
and may follow a variable course. Bullous pemphigoid
was once thought to be related to cancer, but now is
thought to occur independently of cancer.

DR VINODRAINA:The patient has been living in Delhi
for about 20 years. She was dewormed as we were also
concerned about the degree of eosinophilia.

AUDIENCE:What was the treating unit's diagnosis?
DRVINODRAINA:I believed it to be a lymphoma.

PATHOLOGICAL DISCUSSION
DR RAMESHDAWAR:The first tissue we examined was a
lymph node biopsy done outside. The important features
were the presence of follicles with a very tight, almost
onion skin-like appearance of surrounding lymphocytes
and eosinophilic centres with large proliferating, almost
endothelium-like cells. In addition, there was a lot of
vascularity in the interfollicular areas. There was no
mitotic activity or necrosis. There was some proliferation
of the sinus histiocytes and some scattered pigment. In the
interfollicular region, in addition to the vascularity, there
were large numbers of plasma cells and a few scattered
immunoblasts (Fig. 2). The reticulin stain highlighted the
extent of vascularity (Fig. 3). With a classical picture such
as this,' a diagnosis of Castleman's disease 01; angie-
follicular lymphadenopathy was made.

We also received a bone biopsy which showed a hyper-
cellular marrow with an increased number of plasma cells.
The first skin biopsy showed a bullous lesion and marked
inflammation in the dermis, epidermis and in the bulla
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FIG 2. Photomicrograph showing some periadenitis and a
prominent germinal centre (H&E x 120)

cavity. Most of these cells were eosinophils. The bulla was
present in the middle of the epidermis. The second skin
biopsy was split at the dermo-epidermal junction with a
lot of eosinophils. Immunofluorescence showed IgG
as well as IgA deposition at the level of the basement
membrane, suggesting bullous pemphigoid.

Angiofollicular lymphadenopathy (AFLN) was
reported in 1956 by Dr Ben Castleman who regarded it to
be a benign condition. 8 He described it as occurring in the
mediastinal lymph nodes. Since then many cases have
been reported and we now know that AFLN or giant cell
hyperplasia of the lymph nodes can be of two types-the
hyaline vascular type and, what we are discussing, the
plasma cell type. The hyaline vascular variety usually
presents as a solitary lesion often in the mediastinum or in
the retroperitoneum and has been considered to be some
sort of lymphovascular hamartoma. The plasma cell
variety is often multicentric and associated with all kinds
of syndromes including the nephrotic syndrome, systemic
amyloidosis, growth retardation in children, myasthaenia
gravis, peripheral neuropathy, thrombocytopaenic
purpura, myelofibrosis and a number of skin lesions. Why
all these changes occur is not clearly understood. There is
an increase in the T suppressor population of the inter-
follicular areas and the Epstein-Barr virus genomes have
been identified in these nodes. One of our cases also had
myasthenia gravis. I agree with Dr Agarwal that
eosinophilia is more common with angioimmunoblastic
lymphadenopathy.

Patients suffering from this condition recover if the
lesion is solitary and can be excised. We had earlier consi-
dered this to be a benign condition but recently there have
been some case reports of these patients developing
malignant lymphoma."

PATHOLOGICAL DIAGNOSIS
Angiofollicular lymphadenopathy
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FIG 3. Photomicrograph showing a germinal centre.
proliferating capillaries in the surrounding, interfollicular
region and neutrophils and many plasma cells interspersed
among the lymphocytes (H&E x240)

CONCLUDING DISCUSSION
DR B. N. TANDON:What is the pathological change in

the liver and the spleen?
DR RAMESHDAWAR:Non-specific changes such as

Kupffer cell hyperplasia. In 90% of these cases only solitary
lesions occur and we have limited experience with such
diffuse involvement. In angioimmunoblastic lymph-
adenopathy, vascular proliferation is described as
arborizing-<iistributed like the branches of a tree-
whereas in AFLN the blood vessels are seen around the
follicle with an occasional vessel going into the follicle.
But in angioimmunoblastic lymphadenopathy the
immunoblasts are more numerous.

DRVINODRAINA:The patient was treated initially with
oral prednisolone (40 mg daily) for 3 weeks with no major
benefit. Oral azathioprine was then added in a dose of
100 mg daily and later increased to 150 mg daily, which
elicited a good response. All the systemic symptoms dis-
appeared, the anaemia improved and the hepatospleno-
megaly and lymphadenopathy regressed after 8 weeks of
therapy. The dose of prednisolone was subsequently
reduced to 10 mg daily and of azathioprine to 100 mg
daily. Investigations revealed a complete resolution of
eosinophilia and reduction in the abnormally raised
plasma protein levels. She is alive a year after her diag-
nosis was established and is in good partial remission. She
is leading a normal life on azathioprine 100mg daily.

DR V. RAMALINGASWAMI:For historical reasons, I
wish to recall that when Ben Castleman was with us
for several weeks in 1961, he made a presentation on
AFLN and described how these cases came to light at
the Massachusetts General Hospital in Boston. They
commonly presented with hilar lymphadenopathy and
were almost always mistaken for sarcoidosis. I am quite
intrigued by the absence of hilar lymphadenopathy and
feel that this is rather unusual. Incidentally, Benjamin
Castleman died a few years ago of lymphoma.
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Announcement

Dr Stephen Lock, the Editor of the British Medical Journal, will
be in New Delhi on 2 March 1991. On this occasion we will be
holding a one-day conference on Medical Editing from 9.00
a.m. to 5.00 p.m. at the All India Institute of Medical Sciences,
New Delhi.

Please ~ote th~~ owing to unforseen circumstances the conference
on medical editing will now be held on 20 March 1991.

-Ed.

If you wish to attend, please send a crossed cheque for Rs 50
only, payable to: The Editor, The National Medical Journal of
India.

We also intend to use this opportunity to discuss the forma-
tion of an Indian Association of Medical Editors.

Please address all correspondence to:

The Editor
The National Medical Journal of India
All India Institute of Medical Sciences
Ansari Nagar
New Delhi 110029


