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Abstract

Background: Hypergammaglobulinemic purpura of Waldenstrém is an uncommon disease, which presents mostly in
women on the lower extremities. It is sometimes associated with underlying immune dysregulation. Sjégren syndrome is
the most common association; however, rare occurrences of the self-resolving syndrome with lymphoma or myeloma have
been reported.

Case Summary: We describe an unusual and impressive presentation of hypergammaglobulinemic purpura of Waldenstrém
in an elderly female patient with myeloma. Notably, the patient did not have any concurrent connective tissue diseases.
Despite her florid presentation, her hypergammaglobulinemic purpura of Waldenstrém spontaneously resolved within a few
days.

Conclusion: Hypergammaglobulinemic purpura of Waldenstrém is a self-resolving but recurrent syndrome, which may be
associated with autoimmune disorders or rarely myeloma. Early diagnosis of the syndrome may avoid unnecessary treatment
interventions and should prompt screening for underlying diseases.
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Introduction as well as other forms of LCV. Herein is presented an unusu-
ally florid case of HGPW, associated with myeloma, that

Hypergammaglobulinemic purpura of Waldenstrsm (HGPW) oy ertheless resolved spontaneously in several days.

is characterized by recurrent purpura on the lower extremi-
ties, increased erythrocyte sedimentation rate (ESR), and
polyclonal gammopathy.' The syndrome is primarily seenin ~ Case report
middle-aged women and may be brought on by prolonged
increases in hydrostatic pressure including heat exposure,
tight-fitting clothing, and extended periods of standing.? It is
typically mild and self-limiting and is considered an unusual
form of chronic leukocytoclastic vasculitis (LCV). The rash
resembles that seen in so-called exercise-induced vasculitis.
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An 80-year-old female with a 2-year history of myeloma
was admitted for urosepsis. She received one dose of
intravenous ceftriaxone and a second dose 48 h after. No
other medications were started during her admission. Her
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Figure |. (a) Stellate and annular purpura on dependent areas of torso. (b) Stellate purpura on the patient’s left palm.

immunoglobulin (Ig) IgA kappa myeloma had been treated
with cyclophosphamide and prednisone 16days earlier.
Her medical history included atrial fibrillation, anemia,
coronary artery disease, dyslipidemia, and a remote stroke
without residual deficits. She had no known concurrent
connective tissue disease.

During the first 24 h of her admission, she developed
rapid onset of a non-painful, non-pruritic purpuric eruption
on the trunk and extremities. From collateral history, the
patient had developed a similar eruption around the time of
her myeloma diagnosis 2 years prior, which had self-resolved
and was not associated with any new medication.

On examination, the patient had strikingly bright-red
non-blanching non-palpable macules and patches, some
stellate and annular on the palms, dorsal hands, arms, medial
upper thighs, and extensively across the dependent regions
of her central back and flanks. Notably, the feet and legs
were spared (Figure 1).

The clinical differential included small vessel vasculitis,
capillary fragility syndromes like systemic amyloidosis
or scurvy, ecarly disseminated intravascular coagulation,
Majocchi-Schamberg syndrome, and petechiae from plate-
let deficiency or dysfunction.

Blood work revealed elevated IgA, but low IgG and IgM.
Serum free kappa light chains were very high, and there was
a monoclonal gammopathy (Table 1). Skin biopsy showed
abundant extravasated red blood cells within the papillary
and superficial dermis, with perivascular and interstitial neu-
trophils and focal fibrinoid necrosis of vessels (Figure 2).
Direct immunofluorescence showed C3 and fibrin around
the superficial dermal vessels but no IgG, IgA, or IgM. These
findings were compatible with LCV.

The eruption began to fade spontaneously and had cleared
completely within 10 days. There were no residua. The clini-
cal features and course, hematologic and biochemical results,
and histopathology suggested a diagnosis of HGPW. The
diagnosis was furthermore supported with the rapid resolu-
tion of the purpura and the possible history of a previous
similar episode.

Table |. Relevant laboratory investigations.

Immunoglobulins

1gG 1.6g/L (7-16)

1M <0.1g/L (0.4-2.3)

IgA 18.4g/L (0.7-4)
Serum free light chains

Kappa 385.5mg/L (3.3-19.4)

Lambda
Kappa: Lambda ratio
White blood cells

2.9mg/L (5.7-26.3)
132.93 (0.26-1.65)
44 x 10°/L (3.5-10.5)

Platelets 73 x 10%/L (130-380)
Hemoglobin 100g/L (115-155)
Rheumatoid factor Negative
Antinuclear antibodies Negative

Serum protein electrophoresis Monoclonal IgA gammopathy

Discussion

HGPW usually presents clinically with mild itch, burning or
tingling, and petechiae or purpura localized to the lower part
of the legs.®® This syndrome preferentially affects middle-
aged women with skin findings resolving on their own
within several days.>!®!! Laboratory investigations often
reveal elevated levels of immunoglobulins, either IgG, IgM,
or IgA or a combination. Additional findings can include
leukopenia, anemia, and the presence of rheumatoid factor
(RF).%?

Although HGPW is often associated with hypergamma-
globulinemia, the pathogenesis remains unclear. A more
specific feature may be the finding of immune complexes
including IgG and IgA RF, which are believed to be
involved in the development of the disease.® Although our
patient had a negative RF, standard RF assays only assess
for the presence of IgM RF and do not detect for IgG or IgA
RFs. The pathology of HGPW may reveal mild perivascu-
lar lymphocytic infiltrate and erythrocyte extravasation, or
LCV as was seen in the present case (Figure 2).!

Diagnosis of HGPW may prompt screening for hemato-
logical and rheumatological disease owing to underlying
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Figure 2. Extensive red blood cell extravasation in upper
dermis, with perivascular neutrophils and focal fibrinoid necrosis
of the small vessel wall (hematoxylin & eosin, 20X original
magnification).

Table 2. Selected disorders associated with
hypergammaglobulinemic purpura of Waldenstrém.

Henoch-Schonlein purpura'*

Lymphoma®
Myeloma3-
Rheumatoid arthritis®
Sarcoidosis'“"7
Sjdgren’s syndrome®’

Systemic lupus erythematosus
14,18

12,13

Tuberculosis

associations, especially Sjogren’s syndrome, lupus erythe-
matosus and rheumatoid arthritis."®7'%13 Less common
associations include granulomatous disorders like sarcoido-
sis and tuberculosis (Table 2). Notably, our patient had an
underlying diagnosis of myeloma but no other known con-
nective tissue diseases. HGPW associated with myeloma is
very rare with only several cases previously reported to our
knowledge.>™ In a report by Savin, a patient had recurrent
episodes of extensive self-resolving purpura involving the
extremities prior to their diagnosis of myeloma.> Rogers and
Welch described a male patient who had hypergammaglobu-
linemic purpura a decade prior to his diagnosis of myeloma.*
Shalit et al. reported a case of a male patient who was admit-
ted for recurrent purpura. Skin biopsy showed IgA deposi-
tion in blood vessels. Two years prior to their admission, the
patient also had an asymptomatic finding of IgA type lambda
monoclonal gammopathy.® The patient presented in the
current case report had been diagnosed with monoclonal
gammopathy of undetermined significance approximately
5 years prior to her first similar episode of purpuric lesions.
She was diagnosed with multiple myeloma 2 years later.

The diagnosis of HGPW can be challenging as it can
mimic other hemorrhagic disorders. Its predominance in
women and common presentation of recurring episodes of
self-resolving non-palpable petechiae and purpura with-
out systemic symptoms may aid diagnosis. Treatment of
HGPW is not always necessary but includes avoidance of
triggers and wearing of support stockings; aspirin, colchi-
cine, and dapsone have also been used. Many cases are
idiopathic, but associations include autoimmune, granu-
lomatous, and hematological disorders as well as lymphoma
and myeloma.>>® Therefore, screening for underlying dis-
orders at the initial presentation of HGPW is important.

Acknowledgements

The authors declare that the contents of this article are their own
original unpublished findings and did not receive any funding for
the writing of this manuscript. All authors have contributed signifi-
cantly and agree with the content of the manuscript.

Declaration of conflicting interests

The author(s) declared no potential conflicts of interest with respect
to the research, authorship, and/or publication of this article.

Funding

The author(s) received no financial support for the research, author-
ship, and/or publication of this article.

Informed consent

The patient provided informed consent for publication of the case
report and images.

ORCID iD
Celina DeBiasio @ https://orcid.org/0000-0002-5960-3821

References

1. Mathis J, Zirwas M, Elkins CT, et al. Persistent and progres-
sive purpura in a patient with an elevated rheumatoid factor
and polyclonal gammopathy (hypergammaglobulinemic pur-
pura of Waldenstrom). J Am Acad Dermatol 2015; 72(2):
374-376.

2. Theisen E, Lee DE, Pei S, et al. Hypergammaglobulinemic
purpura of Waldenstrom in children. Pediatr Dermatol 2020;
37(3): 467-475.

3. Shalit M, Bar-Sela S, Leviatan A, et al. Hyperglobulinemic
purpura in the course of multiple myeloma. Acta Haematol
1980; 64(6): 331-334.

4. Rogers WR and Welch JD. Purpura hyperglobulinemica ter-
minating in multiple myeloma. AMA Arch Intern Med 1957,
100(3): 478-483.

5. Savin RC. Hyperglobulinemic purpura terminating in mye-
loma, hyperlipemia, and xanthomatosis. Arch Dermatol 1965;
92(6): 679-686.

6. Ferreiro JE, Pasarin G, Quesada R, et al. Benign hypergam-
maglobulinemic purpura of Waldenstrom associated with
Sjogren’s syndrome. Am J Med 1986; 81(4): 734-740.


https://orcid.org/0000-0002-5960-3821

SAGE Open Medical Case Reports

10.

11.

12.

Habib GS and Nashashibi M. Hypergammaglobulinemic
purpura in two sisters with Sjogren’s syndrome respond-
ing to colchicine treatment. Clin Rheumatol 2004; 23(2):
170-171.

Lewin JM, Hunt R, Fischer M, et al. Hypergammaglobulinemic
purpura of Waldenstrém. Dermatol Online J 2012; 18(12): 2.
Nikam BP, Singh NJ and Shetty DD. Primary benign hyper-
gammaglobulinemic purpura of Waldenstrom masquerading
as disseminated Schamberg’s purpura. Indian J Dermatol
Venereol Leprol 2011; 77(2): 205-208.

Capra JD. Clinical and immunologic observations in hyper-
gammaglobulinemic purpura. Mt Sinai J Med 1971; 38(4):
375-378.

Finder KA, McCollough ML, Dixon SL, et al. Hyper-
gammaglobulinemic purpura of Waldenstrom. J Am Acad
Dermatol 1990; 23(4): 669-676.

Zaharia L, Hill JM, Loeb E, et al. Systemic lupus erythema-
tosus in twin sisters following ten years of hyperglobuline-
mic purpura (Waldenstrom). Acta Med Scand 1976; 199(5):
429-432.

13.

14.

15.

16.

17.

Habib GS, Stimmer MM and Quismorio FP Jr. Hyper-
gammaglobulinemic purpura of Waldenstrom associated with
systemic lupus erythematosus: report of a case and review of
the literature. Lupus 1995; 4(1): 19-22.

Baughan MA, Daniels JC, Levin WC, et al. Hyperglobulinemic
pupura (Waldenstrom)—a report of 4 cases and review of lit-
erature. Tex Rep Biol Med 1971; 29(2): 149-161.
Waldenstrom J. Clinical methods for the detection of hyper-
proteinemia and their practical, diagnostical value. Nord Med
1943; 20: 2288-2295.

Waldenstrom JG. Monoclonal and polyclonal hypergamma-
globulinemia: clinical and biological significance. Cambridge:
Cambridge University Press, 1968.

Waldenstrom J. Three new cases of purpura hyperglobuline-
mica. A study in long-lasting benign increase in serum globu-
lin. Acta Med Scand Suppl 1952; 266: 931-946.

Hudson CP and Callen JP. Cutaneous leukocytoclastic vascu-
litis with hyperglobulinemia and splenomegaly: a variant of
hyperglobulinemic purpura of Waldenstrdm. Arch Dermatol
1984; 120(9): 1224-1226.



