
Test your diagnostic skills in our 
regular dermatology quiz. What is 
this painful eruption in a woman 
who is being treated for breast 
cancer?

Case presentation
A 59-year-old woman presents with a 
widespread urticarial eruption and bruising 
(Figures 1a to c). She was recently diagnosed 
with breast cancer and has been receiving 
chemotherapy (anthracycline and taxane-​
based). About two weeks after the second 
round of chemotherapy, she developed a 
painful and pruritic skin eruption and 
was admitted to hospital, where she was 
treated with beta-​methasone dipropionate 
0.05% ointment, loratadine and oral pred-
nisone. Today, she has ongoing wheals 
despite treatment with oral prednisone 
(7.5 mg daily) and loratadine.

The patient’s medical history includes 
hypercholesterolaemia, hypertension, 
rosacea and irritable bowel syndrome. Her 
regular medications are ezetimibe and ator-
vastatin, irbesartan, diltiazem, metformin, 
hydrochlorothiazide and pantoprazole.

On examination, multiple annular der-
mal plaques with central bruising are 
observed on the patient’s abdomen, chest 
and upper limbs. She denies systemic symp-
toms, such as fever, shortness of breath, 
diarrhoea, abdominal pain or arthralgia, 
and feels systemically well.

Differential diagnoses
Conditions to consider among the differ-
ential diagnoses include the following.

Acute spontaneous urticaria
Acute spontaneous urticaria is defined by 
the spontaneous occurrence of wheals 
(hives) or angioedema, or both, lasting less 
than six weeks without an identifiable 
trigger.1 Around one in five individuals 
experience an episode of urticaria in their 
lifetime; it is more common in females 
than males and in individuals aged 20 to 
30 years.2,3 Most cases are idiopathic, but 
potential triggers include infections (par-
ticularly viral infections), medications and 
food allergens.4

Clinically, patients who have acute  
spontaneous urticaria present with transient, 
erythematous wheals that will typically last 
for less than 24 hours. The lesions are 
intensely pruritic and do not leave residual 
pigmentation. Angioedema may occur  
concurrently, especially on the lips, eyelids 
or extremities.1

The diagnosis of acute spontaneous 
urticaria is based on the history and exam-
ination findings. Investigations are rarely 
required unless systemic symptoms (such 
as abdominal pain, fever, arthralgia) or 
atypical features are present.

For the case patient, the persistence of 
individual lesions beyond 24 hours and 
the presence of residual pigmentation 
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 Figures 1a to c. The rash of annual plaques 
and bruising at presentation (case patient).  
The urticarial lesions were mainly located on 
the abdomen (a, top) and lower back (b, centre), 
but extended to the arms (c, bottom).
Images published with patient consent.
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made acute spontaneous urticaria an 
unlikely diagnosis.

Erythema annulare centrifugum
Erythema annulare centrifugum (EAC) is 
a benign reactive dermatosis characterised 
by annular, erythematous plaques with 
a distinctive trailing scale and central 
clearing.5 This rare condition can occur 
at any age and affects both sexes equally. 
Lesions typically develop on the thighs, 
buttocks or trunk and expand slowly over 
time. They are usually nonpruritic and 
asymptomatic.6

EAC is frequently idiopathic but can be 
associated with infections (e.g. dermato-​
phyte infections), malignancy, medications 
or autoimmune disease.6,7 The diagnosis 
is primarily clinical, but a skin biopsy may 
reveal a superficial or deep perivascular 
lymphocytic infiltrate.6,8 In many cases, 
lesions will resolve spontaneously, but 
recurrence is possible if the underlying 
trigger persists.

For the case patient, the lesions migrated 
more quickly than is typically seen in EAC. 
In addition, the lack of scale and absence 
of central clearing made this diagnosis 
unlikely.

Wells’ syndrome
Wells’ syndrome (eosinophilic cellulitis) is 
a rare inflammatory dermatosis character-
ised by oedematous, cellulitis-like plaques.9 
It can occur at any age but shows a slight 
female predominance. The exact cause is 
unknown but associations have been noted 
with infections, medications, insect bites 
and haematological malignancies.9 

Clinically, patients present with the acute 
onset of tender, erythematous plaques, 
which are generally located on the extrem-
ities and may resemble infectious cellulitis. 
The lesions are often painful or burning and 
typically resolve with postinflammatory 
hyperpigmentation.10

The diagnosis of Wells’ syndrome is 
based on clinical suspicion supported by 
histopathological examination, which 
reveals a dense eosinophilic infiltrate with 
characteristic flame figures.11

For the case patient, the annular urti-
carial wheals with associated bruising and 
their location were not consistent with the 
acute onset of cellulitis-like plaques that 
typically affect the extremities, which made 
Wells’ syndrome unlikely.

Subacute cutaneous lupus 
erythematosus
Subacute cutaneous lupus erythematosus 
(SCLE) is a subtype of cutaneous lupus 
erythematosus, characterised by photo-
sensitive lesions on sun-exposed areas.12 
It has a strong association with anti- 
Ro/SSA antibodies and may be idiopathic 
or autoimmune in origin; however, up to 
70%  of cases are induced by drugs, with  
terbinafine and TNF-alpha inhibitors 
being known triggers.12-14 SCLE most com-
monly affects women between the ages of 
30 and 50 years and is strongly associated 
with the HLA-DR3 haplotype.14

Clinically, SCLE presents with erythe-
matous annular or papulosquamous 
lesions that are nonscarring, predomi-
nantly on the upper chest, shoulders and 
forearms. Systemic symptoms are gener-
ally mild or absent, but SCLE can occa-
sionally occur in association with systemic 
lupus erythematosus (SLE).12

The diagnosis of SCLE is supported by 
positive antinuclear antibodies (ANA) and 
anti-Ro/SSA serology, and histopathology 
typically shows interface dermatitis.12 
SCLE tends to follow a relapsing-remitting 
course and, although the risk of progres-
sion to SLE is low (about 10 to 15%), 
patients should be monitored periodically 
for systemic involvement.

For the case patient, the location and 
morphology of the painful wheals, which 
were mainly located on the abdomen and 
lower back, were not consistent with SCLE, 
which typically affects sun-exposed sites 
and presents with plaques that are not 
painful.

Urticarial vasculitis
This is the correct diagnosis. Urticarial 
vasculitis is a type of small vessel vascu-
litis characterised by wheal-like plaques 

that resemble urticarial hives.2,15 The 
lesions are histologically consistent with 
leukocytoclastic vasculitis involving small 
dermal blood vessels.15 Unlike for acute 
spontaneous urticaria, the lesions of urti-
carial vasculitis persist for more than 
24 hours and are typically described as 
painful or burning rather than itchy, often 
resolving with a postinflammatory 
hyperpigmentation or purpura.16

Urticarial vasculitis is uncommon, 
with the exact prevalence unknown. In 
2015, a Swedish study estimated the inci-
dence at 0.7 cases per million, with a point 
prevalence of 9.5 per million.17 It can occur 
at any age but is more frequently reported 
in adults, with a female predominance.16 
The condition exists on a spectrum of 
severity, ranging from limited cutaneous 
disease to systemic involvement.18 Most 
cases are idiopathic, but triggers include 
infections (e.g. hepatitis B or C, or other 
viral infections), medications (e.g. certain 
antibiotics, chemotherapy or NSAIDs), 
autoimmune disease (e.g. SLE) and 
malignancies.16

Urticarial vasculitis is considered a 
type III hypersensitivity reaction involv-
ing immune complexes deposition in 
small vessels and complement activation, 
leading to vascular inflammation.19 It is 
classified into two types on the basis of 
complement levels. Normocomplemen-
taemic urticarial vasculitis (NUV) typi
cally follows a milder course and is 
confined to the skin.15 Hypocomplemen-
taemic urticarial vasculitis (HUV) tends 
to be more severe, with systemic features, 
such as fever, arthralgia, angioedema and 
involvement of the gastrointestinal or 
pulmonary systems.18 HUV is sometimes 
associated with connective tissue dis-
eases, particularly SLE.15

Investigations
Urticarial vasculitis should be suspected 
in patients with urticarial lesions that per-
sist for more than 24 hours with residual 
purpura or postinflammatory hyperpig-
mentation.2,16 The diagnosis requires a 
combination of compatible clinical features 
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and biopsy confirmation of vasculitis.20 A 
skin biopsy of an early lesion is essential 
and will typically reveal leukocytoclastic 
vasculitis characterised by endothelial 
swelling, fibrin deposition, neutrophilic 
infiltration with leukocytoclasia and red 
blood cell extravasation.2,15 Direct immuno
fluorescence testing may show immunoglo
bulin and complement deposition around 
dermal blood vessels or along the der-
mal-epidermal junction.15 If these features 
are seen, further investigations may be 
appropriate to evaluate for systemic 
involvement and associated conditions – 
these include complement studies (C3, C4, 
C1q), erythrocyte sedimentation rate, uri-
nalysis, renal function, ANA, anti-dsDNA, 
hepatitis serologies, and other autoimmune 
markers.15,20 Hypocomplementaemia is 
suggestive of more severe disease and sys-
temic involvement.

Management
The management of urticarial vasculitis 
is guided by the severity and duration of 
disease. Treatment can be challenging and 
is not standardised.

Mild disease that is limited to the skin 
may remit spontaneously.21 For patients 
who have isolated cutaneous disease or 
moderate disease (persistent cutaneous 
symptoms with or without mild systemic 
features), first-line therapy focuses on 
symptomatic relief. Nonsedating H₁ 
antihistamines and doxepin can be used 
to control pruritus and burning sensations. 
No single medicine has been shown to be 
superior to another and dosages may 
be increased above standard dosing to 
four times daily dosing.22 Examples 
include loratadine 10 mg and cetirizine 
10 mg up to four times/day.22 However, 
antihistamines alone are often ineffec-
tive.20,21 NSAIDs are used to treat symp-
toms such as arthralgia and arthritis of 
urticarial vasculitis, noting caution should 
be taken in patient with gastrointestinal 
irritation or kidney disease.22

The use of agents such as dapsone, col-
chicine or hydroxychloroquine to manage 
mild-to-moderate urticarial vasculitis, 

usually in combination with other treatment 
options, is supported by the literature.18,21-23 
These agents have anti-inflammatory and 
immunomodulatory effects and are con-
sidered corticosteroid-sparing options for 
disease control.21

Systemic corticosteroids are the main-
stay of treatment for urticarial vasculitis 
and often used to induce remission in 
moderate-to-severe flares.22,24 This may 
involve, for example, prednisone 0.5 to 
1 mg/kg daily for about one week (tapering 
thereafter), but the exact dose of cortico
steroids is based on patient factors and 
severity of disease. Improvement is usually 
noted within one to two days of commenc-
ing systemic therapy.

Treatment of severe disease, which is 
most commonly seen in patients with 
HUV, involves systemic corticosteroids.22 
Incorporating a corticosteroid-sparing 
agent is recommended. Use of dapsone, 
colchicine or hydroxychloroquine (if 
not already started) can help maintain 
disease control and allow corticosteroid 
tapering.

For patients with severe urticarial vas-
culitis, an immunosuppressant such as 
mycophenolate mofetil, cyclophosphamide, 
ciclosporin, azathioprine or methotrexate 
may be indicated to control disease and 
spare corticosteroids.18,21 Mycophenolate 
and ciclosporin have shown efficacy in case 
series for steroid-refractory urticarial vas-
culitis.25 Combination therapy (a cortico
steroid plus one of these agents) is used in 
severe cases, with careful biochemical 
monitoring.

Biologic therapies are emerging as 
potential treatment options for refractory 
or relapsing urticarial vasculitis, with sev-
eral case reports supporting their use.26 
Rituximab, an anti-CD20 monoclonal 
antibody, has shown durable responses in 
patients with severe disease, particularly 
those with SLE overlap.27 These agents are 
currently not approved by the TGA for 
urticarial vasculitis (off-label use). Special-
ist consultation is advised when consider-
ing use of biologic therapies, particularly 
for patients with disease that is severe or 

refractory to treatment.
In extreme, life-threatening scenarios, 

such as HUV with severe immune-complex 
disease, intravenous immunoglobulin or 
plasma exchange have been used as adjunc-
tive interventions.24 These therapies are 
reserved for refractory cases and managed 
in hospital settings.

Close monitoring is crucial in patients 
with severe urticarial vasculitis, including 
regular assessments of complement levels, 
organ function and drug-related toxicities. 
Dermatology referral is advised for skin 
biopsy and diagnostic confirmation, while 
rheumatology input is recommended for 
patients with systemic involvement or 
positive autoimmune serology. An allergist 
may be helpful when an immunological 
trigger is suspected or biologic therapy is 
being considered.

Outcome
For the case patient, a diagnosis of urti-
carial vasculitis was suspected on the basis 
of clinical features and confirmed after 
skin biopsy and histopathology demon-
strating a leukocytoclastic vasculitis pat-
tern. Direct immunofluorescence testing 
returned negative results and the results 
of blood tests indicated normal comple-
ment levels, consistent with NUV. The 
temporal relationship between the patient’s 
breast cancer treatment and symptom 
onset suggested that the condition was 
likely drug-induced, associated with the 
chemotherapy regimen.

The absence of systemic features made 
a future chemotherapy rechallenge rea-
sonable, with close monitoring of symp-
toms. She underwent three weeks of 
radiation therapy and commenced letro-
zole. She was prescribed doxepin to assist 
with pruritus and sleep disturbance and 
will be reviewed regularly for ongoing 
dermatological care.�   MT
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