Hyper gammaglobulinem-
ic purpura of Walden-
strom: Report of 3 cases
with a short review

A.N. Maaviya, P. Kaushik,
S. Budhirgja, M. Al-Mutairi,
M.R.N. Nampoory,

A. Hussein, A.O. Akanji

Department of Medicine, Faculty of
Medicine, Kuwait University, and Depart-
ment of Medicine, Mubarak Al-Kabeer
Hospital, Ministry of Health, Kuwait

A.N. Malaviya, Professor of Medicine,
Department of Medicine, Faculty of
Medicine, Kuwait University; P. Kaushik,
Senior Registrar in Medicine (Rheumatol-
ogy); S Budhiraja, Senior Registrar;
Moudi Al-Mutairi, Senior Registrar in
Medicine (Rheumatology); M.R.N.
Nampoory, Consultant Nephrologist; Aisha
Hussein, Senior Technologist, Biochemistry
Division; A.O. Akanji, Associate Professor,
Department of Pathology, Faculty of
Medicine, Kuwait University, and Consult-
ant Biochemist, Mubarak Al-Kabeer
Hospital, Ministry of Health.

Please address correspondence and reprint
requeststo: Prof. A.N. Malaviya, Depart-
ment of Medicine, Faculty of Medicine,
P.O. Box 24923, Safat, Kuwait Code 13110.
E-mail: anand@hsc.kuniv.edu.kw

© Copyright CLINICAL AND

EXPERIMENTAL RHEUMATOLOGY 2000.

Key words: Purpura, hypergamma-
globulinemic purpura of Waldenstrém,
vasculitis.

Clinical and Experimental Rheumatology 2000; 18: 518-522)

ABSTRACT

Benign hypergammaglobulinemic pur-
pura of Waldenstrdm (HGPW) isan un-
common cause of non-thrombocytopae-
nic purpura that may create diagnostic
difficulties. The presence of constitu-
tional symptoms associated with promi-
nent immunological abnormalities may
raise alarm, leading to extensive and of-
ten unnecessary investigations. Thisre-
port describes 3 young women with
HGPW. Clinical features were charac-
terised by recurrent episodes of bilateral
asymmetrical palpable purpuric lesions
on the lower extremities that were preci-
pitated by a prolonged increase in hy-
drogtatic pressure (e.g. prolonged stand-
ing, tight stockings etc.) associated with
congtitutional features. In one patient the
condition was secondary to §ogren’'s
syndrome with type IV renal tubular aci-
dosis. Laboratory abnormalities in-
cluded a persistently elevated erythro-
cyte sedimentation rate, marked
polyclonal hypergammaglobulinemia,
and high titers of rheumatoid factor and
anti-nuclear antibody of the anti-
SSA(anti-Ro)/anti-SB(anti-La) subsets.
This topic is reviewed briefly with the
emphasisthat inits'primary formthis
condition could be considered a ‘ benign’
systemic immunoinflammatory disease
that requires neither extensive investiga-
tions nor any aggressive form of therapy.
Greater awareness of HGPW may in-
crease the frequency of its diagnosis, es-
pecially in the patient group with non-
thrombocytopenic purpura or the so-
called cutaneous vasculitic syndromes
with ‘palpable purpura’.

Introduction

Hypergammagl obulinemic purpura of
Waldenstrém (HGPW) is an unusual
immune complex disorder that is one of
the uncommon causes of non-thrombo-
cytopaenic purpura (1). On the basis of
clinical, serologic, and immunogenetic
features, it seemsto be aclearly distin-
guishable entity among the systemic
immunoinflammatory conditions, more
specifically the cutaneous vasculitic syn-
dromes (2). This report describes 3 cases
of HGPW with abrief review of the con-
dition. To the best of our knowledge this
isthefirst report of this syndrome from
the Gulf region.
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Casel

A 41 year-old Pakistani woman pre-
sented with a 15-year history of waxing
and waning purpuric lesions on both
lower legs and occasionally on the but-
tocks. These were related to posture and
appeared after prolonged standing or the
wearing of tight stockings. The lesions
would last for 3-4 days and recur every
2-4 months. Occasionally nonspecific
body aches and pains were also noted.
In recent times the lesions had started to
itch. There was no history of photosensi-
tivity, alopecia, oral ulcers, Raynaud’s
phenomenon, dry eyes or mouth, parotid
swelling, thyroid disease, or neurologi-
ca problems. The past social and person-
al history was non-contributory. In the
family, her mother and two maternal cou-
sins were bed-bound with rheumatoid
arthritis.

On examination, there were multiple pal-
pable purpuric lesions ranging in size
from pinhead to several millimeters, bi-
laterally but asymmetrically distributed
on the thighs, the legs and dorsa of both
feet (Fig. 1, ab). Therest of the systemic
examination was normal.

The results of the laboratory investiga-
tions are given in Table I. Complete
blood counts, blood urea nitrogen, serum
creatinine, serum lipids, platelet func-
tions, thyroid function and thyroid auto-
antibodies, and Coombs' test, hepatitis
B and C screening tests were normal/
negative. Serum electrophoresis with im-
munofixation showed a polyclonal in-
creasein gammaglobulins mainly in the
1gG and IgA fractions (Fig. 2, ab). Chest
radiograph, abdominal ultrasonogram,
electrocardiogram, echocardiogram, an
eye examination and the Schirmer’ stest
were within normal limits.

With the diagnosis of HGPW she was
prescribed hydroxychloroquine 400 mg
orally daily for 4 months followed by
200 mg daily. Dueto the only partia im-
provement in her condition, colchicine
0.5 mg twice per day was added to her
trestment. Over the next one-year period
the frequency and distribution of the skin
lesions decreased. However, after an-
other period of 9 months follow-up she
developed acute uveitis requiring 60 mg
prednisolone daily for 6 weeks with
complete recovery of the eyes. This short
course of high-dose prednisolone led to
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Fig. 1. Bilateral asymmetrical purpuric lesions on the lower extremities; some were palpable.
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marked improvement in the purpuric
symptoms. After 6 weeks the dose of
predni solone was reduced to 60 mg once
every week.

After 1 month of reverting to the weekly
dose of prednisolone, she started to no-
tice the reappearance of the skin lesions
on prolonged standing. Also, the repeat
laboratory parameters showed similar
abnormalities to those seen at the first
visit (Table1). She was last seen in the
first week of February 2000. She was
advised to discontinue colchicine, con-
tinue hydroxychloroquine and to start
taking 7.5 mg of methotrexate orally
once every week with 5 mg of folic acid
every other day.

Case?2

A 14-year-old Egyptian girl was seen by
the paediatric service for the first time
in early 1993, with a one-year history of
recurrent purpura on the legs, pain and
swelling in both knees and edema of both
legs of 6 months duration. Complete
blood counts, blood urea nitrogen, serum
creatinine, serum lipids, and screening
for hepatitis B and C were normal/nega-
tive. Other relevant investigation results
aregivenin Table . With the diagnosis
of ‘vasculitis shewas treated with corti-
costeroids and azathioprine with relief
of the symptoms. The patient was non-
compliant to drug treatment and did not
keep follow-up appointments.

Nine months later she was readmitted
with crampsin the legs followed by the

sudden development of flaccid quadri-
paresis. A systematic review was nega
tive with no symptoms suggestive of dry
eyes or dry mouth. However, severa at-
tacks of purpuric skin lesions on the legs
had been noted since her last visit to the
hospital. There was a history of otitis me-
diaand increased dental caries. On ex-
amination the patient had flaccid para-
paresis of al 4 limbs. Follow-up inves-
tigationsare given in Table l. Additional
investigations showed serum potassium
1.9 mmoal/L, chloride 117 mmol/L, bicar-
bonate 13 mmol/, urine pH (repeatedly)
>7, and arterial blood pH 7.26. Serum
electrophoresis and immunofixation
showed a polyclonal hypergammaglobu-
linemia (gamma globulins 42 gm/L with
increased 1gG, 1gA and IgM). Eye ex-
amination showed reduced visual acu-
ity with unstable tear film and exposure
keratitis. Schirmer’s test showed mild
drynessin the eyes with readings of less
than 10 mm in both eyes. Lip biopsy for
minor salivary glands yielded insuffi-
cient tissue. Parotid scan was inconclu-
sive. Rend biopsy showed interdtitial ne-
phritis. A diagnosis of primary §ogren’s
syndrome (SS) with type IV renal tubu-
lar acidosis (distal RTA) associated with
hypokal emia and secondary HGPW was
made.

The patient was treated with potassium
supplementation, azathioprine and pred-
nisolone. The recovery from flaccid pa-
ralysis was dramatic. However, the re-
current attacks of purpuric skin lesions
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on the legs persisted. In 1995 azathio-
prine was replaced by hydroxychloro-
quine. Throughout her illness the patient
has been living in Egypt and visited Ku-
wait infrequently for medical advice. In
recent years she has had frequent hospi-
tal admissionsin Egypt with flaccid para-
paresis that disappeared on potassium
supplementation. She continued to be
non-compliant to the treatment. She was
last seen in June 1999. Recent follow-
up investigations were not available.

Case3

A 27-year-old Indian woman was re-
ferred from another hospital asa‘diag-
nostic problem with some unusual im-
munological disease’. The patient had
been unwell since June 1998 with vague
congtitutional symptoms and weight loss.
During her diagnostic work-up else-
where she developed a gluteal abscess.
Surgical drainage was followed by a bi-
opsy that was interpreted as ‘ tubercul o-
sis'. The patient was prescribed anti-tu-
berculous drugs. However, these medi-
cines could not be continued dueto in-
tolerable nausea and vomiting.

The biopsy was reviewed and the diag-
nosis was revised to nonspecific inflam-
matory changes. She was advised to un-
dergo symptomatic treatment and was
followed in the out-patient clinic. Vague
arthralgias, myalgias and general ill
health persisted. Further investigations
at that hospital showed a persistently
negative Mantoux test, high ESR (> 80
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Tablel.Laboratory investigationsin 3 patients with hyperglobulinaemic purpura of Waldenstrém.

Parameters Normal range Patient 1 Patient 2 Patient 3
21 mo. 9 mo. 12 mo.
Baseline  Follow-up Baseline Follow-up Baseline Follow-up
ESR* (mm/1st hr.) <30 135# - 50 48 96 55
Total serum protein (g/l) 63-80 100 91 90 86 94 77
Albumin 35-47 40 34 42 37 33 35
Total globulins (g/l) 28-33 60 57 48 49 61 42
RF* units < 20 units 1550 - - 640 1650 nd
ANA* titers <1:40 1:40 - - 1:1280 1:2560 nd
Anti-SSA (Ro) antibody neg pos - - pos pos -
Anti-SSB (La) neg neg - - pos pos -
Other anti-ENA* neg neg - - neg pos -
Anti-DNA* neg neg - - neg neg -
ANCA* neg neg - - neg nd neg
C-reactive protein (mg/dL) 0-0.8 <0.95 - - <0.8 0.40 -
C3/CA4 (g/l) 0512/ 1.42/1.3 - - - 0.86/0.29 -
0.2-05
Cryoproteins neg neg - - neg neg -
Cryofibrinogen neg ND neg ND ND ND neg
# repeatedly >100 mm/1st hr.

*ESR: erythrocyte sedimentation rate by Westergren’s method; WBC: white blood cell count; RF: rheumatoid factors; ANA: anti-nuclear antibody; anti-ENA:
antibodies against extractable nuclear antigens; ANCA: anti-neutrophil antibodies by immunofluorescence technique; neg: negative; pos: positive.
** Antiphospholipid antibodies included screening for anti-cardiolipin antibodies, lupus anti-coagulants, and VDRL serological test for syphilis.
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Fig. 2. (@) Serum electrophoresis showing a polyclonal increase in gamma globulins. (b) Immunofixation study on the electrophoresed serum sample; note the
staining with both the anti-1gG and the anti-IgA antibodies, confirming the polyclonality of the gamma band.
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mm 1st hr), mild anemia (< 110 gm/L),
very high total serum globulins (> 60 gm/
L), normal albumin (> 30 gm/L), and
normal liver and renal parameters. Thy-
roid parameters were normal. Chest ra-
diograph and abdominal ultrasound stud-
ies were also normal. Rheumatoid fac-
tor, anti-nuclear antibody, and C-reactive
protein were reported as ‘ positive’ with-
out quantitation.

At her first presentation at this institu-
tionin early March 1999 the clinical as-
sessment was nhon-contributory. There
was no history of skin rash, oral ulcers,
photosensitivity, joint swellings, Ray-
naud’' s phenomenon, chest or abdominal
symptoms, any type of eye symptoms,
or neurological symptoms. The family,
past, social and personal histories were
non-contributory. Within the first few
days of her re-investigations at thisin-
stitution, she developed a purpuric rash
bilaterally on the lower extremitiesin an
asymmetrical distribution, |eft-sided le-
sions being the most widespread and
numerous. At least afew of the lesions
were pal pable. Complete blood counts,
blood urea nitrogen, serum creatinine,
serum lipids and screening for hepatitis
B and C were normal/negative. Other
relevant investigation results are given
in Table . Serum electrophoresis and
immunofixation showed a polyclonal
increase in gamma globulins mainly in
the IgG and IgA fraction (gamma globu-
lins 52 gnVL). Thyroid function tests, eye
examination and a Schirmer’ s test were
normal (> 20 mm wetting).

The diagnosis of primary HGPW was
made and the patient was prescribed
hydroxychlorogquine 400 mg daily. Over
the next 3 months she continued to have
purpuric lesions on the legs even with
trivial exertion. She was then prescribed
80 mg of prednisolone once every week
that she was still taking when she was
last seen in the last week of January 2000
(total follow-up 11 months). The epi-
sodes of purpura had become much less
frequent, with some improvement in the
laboratory investigations (Table).

Discussion

In 1943 Waldenstrom first described a
rare, chronic, but benign disorder usu-
ally seen in young to middle-aged fe-
males characterised by recurrent purpura

(usually on the legs), a polyclonal in-
crease in gammaglobulins, high ESR,
mild anaemia, and at times circulating
gG-anti 1gG immune complexes (3, 4).
Since then this syndrome has been term-
ed HGPW. Because of the palpable pur-
puric lesions, it is one of the differential
diagnoses among the cutaneous vascu-
litic syndromes, the other conditions be-
ing hypersensitivity vasculitis, Henoch-
Schonlein’s purpura, essential mixed
cryoglobulinaemia, hypocomplementae-
mic vasculitis, vasculitis secondary to
collagen vascular diseases, certain infec-
tions and malignancies. (5). Thereis an-
other disease with a similar name, i.e.
Waldenstrém’ s macroglobulinaemia, a
malignancy of the mature |gM-produc-
ing plasma cellswith which it shouldnot
be confused. HGPW may be primary if
no associated disease develops within 2
years of onset or secondary to autoim-
mune diseases such as Sjogren’s syn-
drome, systemic lupus erythematosus,
rheumatoid arthritis, polymyositis etc.
(6,7). It may also be associated with
Hashimoto' sthyroiditis, sarcoidosis, dia-
betes mellitus, cirrhosis of the liver, in-
flammatory bowel disease, renal tubu-
lar acidosis (8) and, rarely, with some
infections and neoplasms. However, as-
sociated diseases may occasionally de-
velop up to 10 or more years after the
onset of HGPW, and cannot ever be com-
pletely excluded (9).

The clinical featuresinclude recurrent
attacks of sudden onset purpurathat may
last up to 7 days, and may recur as often
as 3 times aweek or as infrequently as
once ayear. These lesions show afairly
constant pattern in a given patient and
can be precipitated by a sustained in-
crease in hydrostatic pressure (e.g., pro-
longed standing, walking, tight-fitting
garments, and heat). They are bilateral
but asymmetry is usually prominent.
Systemic manifestations may occur in
the form of arthralgias (often adjacent to
areas of purpura), fever, malaise, weight
loss, serositis and, rarely, rena involve-
ment. Common laboratory abnormalities
include mild hypochromic anemia, mild
leukopenia, and pronouncedly elevated
ESR contrasting towards normal plasma
reactants believed to be secondary to the
increase in immunoglobulins (10, 11).
Rheumatoid factor is almost dways pre-
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sent in high titers and very commonly
anti-nuclear antibodies towards Ro/SSA
are present. A polyclonal increase in
gamma globulinsis mainly due to in-
creased 1gG and IgA (rarely IgM) frac-
tions (5). Cryoglobulins are usually ab-
sent (12).

All 3 patients presented in this report
showed the characteristic clinical and
laboratory features described above. All
of them had bilateral but prominently
asymmetrical lower extremity non-
thrombocytopaenic purpura, high levels
of polyclonal gammaglobulins, adiffuse
increase in the levels of immunoglobu-
linsG and A, high titers of RF and aposi-
tive ANA of the anti-Ro/anti-La sub-
types. Patient 1 did not develop features
of any other autoimmune disease over a
period of 15 years. Thus, she could be
definitely labelled as ‘ primary’ HGPW.
Case 2 had features of Sjogren’s syn-
drome with type |V RTA associated with
features of HGPW. She would be classi-
fied as HGPW ‘secondary’ to SS. Case
3 had symptoms of the disease for about
1 year. Although she had no features of
any other underlying autoimmune dis-
ease, the follow-up is too short to |abel
her as ‘primary’ HGPW. Only time will
tell whether she will evolve features of
SS or some other systemic autoimmune
disease.

The exact pathogenesis of this condition
is unknown. The characteristic histopa
thology of HGPW is that of neutrophilic
inflammation in and around small blood
vessels (venules) with leukocytoclasis
(13). Immunofluorescence often shows
C3 deposits and, less commonly, immun-
oglobulins (IgG and IgM) (14). Henceiit
may be a Type Il hypersensitivity dis-
ease of the small blood vessels. 1gG2
deficiency has been reported in some
cases (15). The significance of ANA of
anti-Ro/SSA specificity isits association
with SS, the kidneys are often involved
and distal renal tubular acidosis may de-
velop. Of noteisthat anti-Ro/SSA anti-
bodies are prevalent even in the primary
form of HGPW (16). There is a subset
of SSthat is more prone to HGPW, es-
pecialy if HLA DR3is associated with
it. Hence screening for anti-Ro/SSA an-
tibodies has been considered important
in the diagnosis of HGPW, asit is help-
ful in predicting the prognosis (17).
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HGPW is an uncommon condition.
Therefore, controlled trials are not avail-
able and there is no consensus on the
treatment of this disease. In milder dis-
ease hydroxychloroquine and indometh-
acin, aswell as colchicine, have been re-
ported to be effective; however, for se-
vere disease short courses of predniso-
lone (30 mg per day) are recommended
(18).
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