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Rowell’s Syndrome: A Case Report and Literature Overview

Sir,

A 24-year-old female presented to us with
multiple reddish lesions on body since two
months. Initially, multiple itchy reddish
lesions developed over hands, legs, and
chest two months ago associated with fever,
joint pain, and photosensitivity. Fever was
of continuous and low grade in nature.
The joints involved were bilateral knees,
elbows, and ankle joints. A few days later
she developed fluid-filled blisters on the
hard palate of mouth which ruptured to
form painless erosions. On examination,
the patient was febrile with a temperature
of 102°F, multiple plaques with central dark
red crust surrounded by two peripheral
erythematous rings were found on both
thighs [Figure 1la], legs [Figure 1b],
and chest. Lesions were non-tender and
associated with mild itching. Mucosal
examination revealed multiple erosions over
hard palate and genital area, hemorrhagic
crust over lips and nasal mucosa [Figure 2],
and ocular mucosa was not involved. There
was no history of any drug intake before the
onset of the lesion and no history suggestive
of herpes infection was found. Systemic

examination revealed no  significant
abnormalities. Based on the clinical features
a diagnosis of Erythema Multiforme
major was considered. Investigation

reports revealed haemoglobin-10.5 mg/dl,
TLC-12,870 cells/uL, Platelet-1,50,000/uL,
ESR-95 mm/hr, routine urine analysis showed
urine protein 3+ (150 mg/dl) and presence
of cellular casts 1-3/LPF, ANA +++
speckled  pattern, Anti-ds-DNA, and
rheumatoid factor (17 IU/ml) were positive.
Anti-Scl 70, anti-histone, anti-La, and
anti-Ro antibodies were negative. Serology
for retrovirus, herpes simplex virus, and
syphilis were negative. A biopsy was done
and histopathology revealed a necrotic
epidermis with a subepidermal blister.
Necrotic  keratinocytes were present in
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the epidermis and at the dermo-epidermal
junction. Apoptotic keratinocytes were
found. The upper dermis was edematous
and extravasated erythrocytes were present
suggesting a picture of erythema multiforme
[Figures 3 and 4].

The presence of target lesions and
histopathology picture suggested a diagnosis
of Erythema multiforme; however, presence
of photosensitivity, oral erosion, proteinuria,
ANA, and anti-ds-DNA positivity suggested
underlying Systemic lupus erythematosus.
Based on clinical, immunological, and
histopathological findings, a diagnosis
of Rowell’s syndrome was considered.
She was started oral prednisolone
1 mg/kg/day, hydroxychloroquine
6 mg/kg/day, azathioprine 1 mg/kg/day,
topical mometasone furoate (0.1%) ointment
and broad spectrum sunscreen.

Lupus  erythematosus (LE) is an
inflammatory connective tissue disorder
classified into chronic cutaneous LE
(CCLE), subacute cutaneous LE (SCLE),
and acute cutaneous LE (ACLE).
Erythema multiforme (EM) is an acute,
immune-mediated mucocutaneous condition
characterized by the presence of multiple
symmetric, typical or atypical target lesions
with concentric color variation mainly on
extremities (hands, feet, and the extensor
aspects of limbs) with or without itching
and prodromal symptoms. Crusting may
occur in the center of the lesion. Typical
target lesions are defined as well-defined
round, erythematous, edematous lesions
with central dusky or dark red surrounded
by an immediate zone of paler edematous
ring and the outermost ring is bright red
in color. Atypical target lesions resemble
typical targets but with only two zones.!!
EM is usually triggered by infectious agents
like herpes simplex virus, mycoplasma
pneumoniae, drugs-like anticonvulsants,
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Figure 1: Erythema multiforme like skin lesions (Target lesions) on right
thigh (a) and left leg (b)
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Figure 3: Low power view of histopathologic picture showing necrotic
epidermis with subepidermal cleft. [H&E x 10]

antibiotics, and non-steroid anti-inflammatory drugs and
underlying malignancy."? EM is not associated with any
specific autoimmune serological abnormality.!

Rowell’s syndrome (RS) is an uncommon presentation of
lupus erythematosus with erythema multiforme like lesions
associated with specific serological changes. The association
between LE and EM was first observed by Shlotz in 1922.1
However, in 1963, Neville Rowell er al. described this as
a distinct entity. While studying 120 patients of CCLE, he
found four female patients having DLE with EM-like
skin lesions, speckled pattern ANA, positive rheumatoid
factor, and a precipitating antibody to saline extract of
human tissues (anti-Sj-T) which is now regarded similar to
Ro (SSA).BI Though, originally the syndrome was described
in DLE patients by Rowell, subsequently cases with different
variants of cutaneous LE such as sub-acute cutaneous LE
and systemic LE in association with EM were reported.*!

Figure 2: Hemorrhagic crusted lesions on lips and nasal mucosa

Figure 4: Histopathology showing necrotic epidermis with a subepidermal
blister (green arrow), apoptotic keratinocytes (black arrow), and
extravasated erythrocytes in the upper dermis (red arrow). [H&E x 40]

In 1995, Chilblain was included by Lee et al. as a
diagnostic criterion in RS.I¥ Revised diagnostic criteria
was formulated by Zeitouni et al. in 2000. Major criteria
include (i) Lupus Erythematosus: DLE or SCLE or
SLE, (ii) Erythema multiforme-like skin lesions with
or without involvement of the mucous membranes, (iii)
Speckled pattern ANA. Minor criteria include (i)
chilblains, (ii) positive anti-Ro antibody or anti-La
antibody, (iii) positive rheumatoid factor (RF). All three
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major criteria and at least one minor criteria are required
for the diagnosis of RS.I"!

Before considering a diagnosis of RS, it is important to
rule out common triggering agents and other differentials
of EM. In the present case, no precipitating factor for EM
was identified. In our patient, as all the major criteria along
with one minor criterion i.e., positive RF were present, we
consider our case as a classic RS.

All subtypes of LE (discoid, sub-acute, acute) and all forms of
EM (EM minor, EM major) can be associated with Rowell’s
syndrome.B?>78 Even RS associated with toxic epidermal
necrolysis (TEN) has also been reported.”’ Approximately
in 88% cases of RS, Speckled ANA pattern is present.
Rheumatoid Factor is found positive in only 41% cases
making it the least preserved feature of the syndrome.”!

Histologic findings of RS are controversial. According to
Torchia et al. there is no significant histological differences
between CLE and EM lesions and the presence of necrotic
keratinocytes is not specific for EM as it may also be found
inSCLE lesions.["!

RS should be managed similarly to that of SLE. Various
therapeutic options include oral or injectable steroid,
antimalarials like hydroxychloroquine or chloroquine,
azathioprine, dapsone, cyclosporine, and cyclophosphamide.
However, response to treatment is unpredictable and
the patient may experience frequent episodes of clinical
exacerbation.®!1-1%]

The existence of RS is still debated as a separate distinct
clinical entity.'¥ LE with EM-like lesion represents a
subset of SCLE with targetoid lesions rather than a distinct
entity according to E Antiga et al.' and Aygodan et al.®
According to a few it may be an overlap syndrome between
LE and EM or coincidence of DLE and EM.I'3151 In 2011,
Torchia et al. proposed RS as an independent chronic
cutaneous lupus erythematosus subtype.!'!

Our case is unique as the patient presented to us with
features of EM and on investigation, we found underlying
systemic lupus erythematosus, thus SLE presenting for
the first time as EM. Very rarely, SLE may present first
with recurrent episodes of EM-like lesions. A high index
of suspicion is needed for diagnosing RS and it should
be considered in all patients of LE with EM-like lesions
where there is no evidence of a precipitating factor. Early
diagnosis and prompt treatment of RS is required to prevent
irreversible complications.
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