CASE REPORT

ABSTRACT

BACKGROUND: Rowell syndrome is a rare
disease characterized by a combination of
lupus erythematosus (LE) and erythema
multiforme (EM)-like lesions and a characteristic
immunologic pattern, including speckled
pattern of antinuclear antibody (ANA), positive
anti-Ro/SSA or anti-La/SSB, and positive
rheumatoid factor (RF). This disease was first
described in 1963, and to date, about 95

cases of EM-like lesions associated with LE

have been described in the literature, with

the majority of cases being reported in adult
female patients. Here, we describe the case

of a 17-year-old male patient exhibiting both
systemic LE and EM lesions together with ANA
and anti-Ro/SSA positivity who was successfully
treated with systemic corticosteroids and
hydroxychloroquine.
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Rowell syndrome (RS) is a rare disease
characterized by a combination of lupus
erythematosus (LE) and erythema multiforme
(EM)-like lesions and a characteristic
immunologic pattern, including speckled
pattern of antinuclear antibody (ANA), positive
anti-Ro/SSA or anti-La/SSB, and positive
rheumatoid factor (RF). The association between
LE and EM was first described in 1922, but the
definitive recognition of their association as a
separate disease entity, named Rowell disease,
was described in 1963."%To date, about 95 cases
of EM-like lesions associated with LE have been
described in literature, with the majority of the
cases being reported in female patients (female
to male ratio 8:1).> We describe the case of a
17-year-old male patient exhibiting systemic
LE and EM-like lesions together with ANA
positivity.

CASE REPORT

A 17-year-old male patient presented to our
clinic with a one-month history of facial rash,
photosensitivity, and fever. The patient also
reported severe pain in his knees and shoulders.
The patient had a history of perisplenic
lymphadenopathy and hepatomegaly in the
three months prior to visiting our clinic .. He was
not taking any medication. Clinical examination

showed asymptomatic erythematous and
infiltrated plaques varying in size from 1cm
to 5¢cm on the nose and malar region which
resembled classical cutaneous LE lesions (Figure
1). However, erythematous, annular patches
measuring less than 3cm in diameter with a
regular round shape which coalesced into large
polycyclic lesions were also observed on the
palms, lips, and mouth, suggesting typical EM
(Figure 2). The patient related that these EM-like
lesions developed almost two months before
admission to our clinic. Clinical examination
did not reveal any ocular, oral, and/or genital
lesions. After an collecting the patient’s medical
history, possible iatrogenic and/or infectious
triggers were not identified. Laboratory
investigations showed a decreased white blood
cell count (3310/mm? n.v. 4,800-10,800) and
an increase in erythrocyte sedimentation rate
(45mm per hour, n.v. <15mm per hour), and
fibrinogen (447mg/dl, n.v. 160-350). ANA were
positive (18.5, n.v. 0—1.00) and ENA-profile
showed the presence of anti-Ro/SSA (297.5
UA/mL, n.v. <10); anti-Sm (130.4 UA/mL, n.v.
<10); anti-RNP (135.8 UA/mL, n.v. <10); and
anti-dsDNA (600 [U/ml, n.v. <30). Renal and
cardiac function were normal.

A 3-mm skin biopsy taken from an
erythematous plaque on the patient’s nose
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CASE REPORT

FIGURE 1. Erythematous and infiltrated plaques varying
in size from Tcm—5cm on the nose and malar region

showed orthokeratotic stratum corneum, focal
interface changes, and peri-appendageal
mononuclear cell infiltrate consistent with
a diagnosis of cutaneous LE. Based on
medical history and clinical, histological, and
laboratory findings, a diagnosis of systemic
LE was proposed. Indeed, the patient met
the diagnostic criteria for systemic LE by the
presence of skin rash, arthralgia, leukopenia,
and positive antibodies, according to SLICC
classification criteria.* However, a 5-mm
punch biopsy of a targetoid lesion located
on the palmar area showed the presence
of keratinocyte necrosis and perivascular
lymphocytic infiltrate with superficial edema in
the dermis.

These features together with clinical aspect
supported the diagnosis of EM. Therefore,
given the presence of both LE and EM lesions,
as well as the positivity of ANA and anti-Ro/
SSA, a final diagnosis of RS was determined. The
patient was started on prednisone Tmg/kg daily
and hydroxychloroquine 200mg twice daily,
which resulted in gradual improvement of skin
manifestations and resolved related symptoms
at a two-month follow-up. After tapering
systemic corticosteroids, the patient was still
taking hydroxychloroquine 200mg twice daily
at the six-month follow-up and no recurrence of
the disease had been observed.

FIGURE 2. Erythematous annular patches measuring less than 3cm in diameter with a regular round shape coalesced
into large polycyclic lesions on the palms

DISCUSSION

RS is a disease characterized by both LE and
EM-like lesions in subjects with a characteristic
immunologic pattern. The disease usually
appears in young adults. The median age
reported is 32 (range 9—87); however, pediatric
or elderly cases have also been described.

RS appears to be more prevalent in female
patients than male patients (female to male
ratio is 8:1) and only eight patients were under
18.3The diagnosis of LE usually precedes the
appearance of EM-like lesions.* However, the
detailed chronological history of the lesions is
not reported in all the described RS cases. In our
patient, the appearance of LE and EM lesions
was almost simultaneous.

(lassic EM is often caused by bacterial and
viral infections (e.g., mycoplasma pneumonia,
herpes simplex virus), drugs (e.g., antibiotics,
anticonvulsants, nonsteroidal anti-inflammatory
drugs, tuberculostatic drugs), or malignancies.®
On the other hand, EM is not associated
with any specific serological abnormalities
commonly seen in autoimmune disease.” EM
cases associated with LE lesions where an EM
trigger factor is missing are considered an RS
diagnostic criterion.>® In 1963, Rowell et al? first
described diagnostic criteria for RS: presence of
discoid lupus erythematosus (DLE) and EM-like
lesions, positive RF, speckled ANA, and a saline
extract of human tissue (anti-SJT), now known
as similar to anti-Ro/SSA positivity. In 1995,
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Lee et al® observed the presence of chilblains
in cases of RS. In 2000, Zeitouni et al’ divided
the diagnostic criteria into major and minor.
The major criteria included LE (acute, subacute,
or systemic), EM-like lesions, and antinuclear
antibodies positivity. The minor criteria were the
presence of chilblains, and presence of anti-Ro/
SSA or anti-La/SSB antibodies, and rheumatoid
factor. All major criteria and at least one minor
criterion are necessary for an RS diagnosis.
However, diagnostic criteria for RS are still
debated. In 2011, Torchia et al® proposed
new diagnostic criteria and defined RS as
an independent chronic cutaneous lupus
erythematosus (CLE) subtype (Table 1). Antiga
et al® suggested that LE with EM-like lesions
represents a subset of subacute cutaneous lupus
erythematosus (SCLE) with targetoid lesions
rather than a distinct entity, and in a minority
of cases, only a coincidental association, like
between CLE and lichen planus or psoriasis.
This conclusion was based on a review of the
literature by Antiga et al that revealed the
majority of EM cases included in RS were more
consistent with the annular-polycyclic variant of
SCLE than with EM.
Histologic findings as diagnostic criteria
for RS are controversial. The role of necrotic
keratinocytes is still debated. Torchia
et al* focused only on negative direct
immunofluorescence of EM lesions, stating that
there were no significant histological differences




TABLE 1. Proposed diagnostic criteria for Rowell syndrome

ROWELL ET AL (1963)

TORCHIA ET AL (2012)°

- LE i
o BilleEmsiu EM-like lesions (with
absence of any known
o absence of any known
AL recipitating factors)
« Speckled pattern of ANA p' p' 9
« Chilblains

« Anti-SJT antibody (anti- . Speckled patter of ANA

Diagnosis: all features Diagnosis: all features

LEE ET AL (1995)° ZEITOUNI ET AL (2000)’

Major criteria:
« SLE, DLE, or SCLE
- EM-likelesions (with/without

« Speckled pattern of ANA

Minor criteria:

- (Chilblains

« Anti-Ro/SSA or anti-La/SSB
- Positive rheumatoid factor

La/?S.—B) i + Anti-La/SSB antibody
« Positive rheumatoid - .
factor - Positive rheumatoid factor

Diagnosis: 3 major + 1 minor criteria

Major criteria:

involvement of mucous membranes) antibodies

Minor criteria:

« Presence of CCLE (DLE and/or chilblain)
« Presence of EM-like lesions (typical or atypical targets)
« Atleast one positivity among speckled ANA, anti-Ro/ SSA, and anti-La/SSB

« Negative DIF on lesional EM-like lesions
« Absence of infectious or pharmacologic triggers

« Absence of typical EM location (acral and mucosal)
« Presence of at least one additional ARA criterion for diagnosis of SLE besides

discoid rash and ANA and excluding photosensitivity, malar rash, and oral ulcers

Diagnosis: presence of all 4 major criteria and at least one minor criterion

LE: lupus erythematosus; EM: erythema multiforme; ANA: antinuclear antibody; SLE: systemic lupus erythematosus; DLE: discoid lupus erythematosus; DIF: directimmunofiuorescence;

SCLE: subacute cutaneous lupus erythematosus; CCLE: chronic cutaneous lupus erythematosus; ARA: American Rheumatism Association

between EM and CLE lesions. Indeed, the
presence of necrotic keratinocytes is not specific
for EM because it might also be found in 54
percent of SCLE lesions.

Our patients met the diagnostic criteria for
RS defined by both Zeitouni and Torchia.*’
Moreover, our patient did not show any
identifiable precipitating factor for EM.
Interestingly, our patient was a young man
(<18 years old) despite the majority of RS
cases being reported in middle-aged female
patients.™

The prognosis and treatment are similar to
those of systemic lupus erythematosus or DLE
that occur alone. In most cases of RS, prednisone
combined with azathioprine, antimalarials (e.g.,
chloroquine, hydroxychloroquine), dapsone, or
cyclosporine were frequently reported.""

CONCLUSION

RS is a rare entity which has been regarded
as only a coincidence, an overlapping syndrome,
a variant of CLE, or a true “ghost syndrome."™
To date, there is not a consensus classification
of RS to avoid misdiagnosis of this syndrome.
We report this case to highlight the necessity
to suspect RS in all patients, even younger
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male patients, with LE and EM-like lesions

even without evidence of a precipitating factor.
RS might still be an underdiagnosed and
underestimated disease. Further cases must be
signaled so that progress in RS pathophysiology
knowledge and diagnostic criteria can be
achieved.
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