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ABSTRACT

Background: Lupus pernio has traditionally been associated with sarcoidosis, presenting as purple nodules or plaques
on the cheeks, ears, and nose. Now, it has been identified alongside different diseases, such as cutancous tuberculosis,
cutaneous leishmaniasis, rosacea, and discoid lupus erythematosus. Objective: The objective was to record all
dermatological conditions possessing the same clinical features as lupus pernio. Patients and Methods: This is a case
series, descriptive study conducted from 2014 to 2024 where all patients with different skin diseases associated with
lupus pernio were included. This study was mainly concerned with nasal involvement having features of lupus pernio.
The diagnosis of cach disease was based on clinical features supported by histopathological examination and confirmed
by specific investigations. Results: Fifty-seven patients with typical clinical features of lupus pernio were included in
this study, with their ages ranging from 2 to 60 years, with a mean of 33 years, with 30 (52.63%) females and 27 (47.36%)
males. The patients had different skin diseases with typical features of lupus pernio in the form of bulky swelling of
the nose with associated dusky erythematous rash on the cheeks together with cutaneous leishmaniasis in 23 (40.35%)
patients, rosacea in 16 (28.07%) cases, cutaneous tuberculosis in 7 (12.28%), sarcoidosis in 6 (10.52%), and discoid
lupus erythematosus in 5 (8.77%). Conclusion: This was the first study recording lupus pernio in association with
different skin diseases. All patients presented with a dusky red, bulky nose with nasal mucosa invasion in many
cases but, in particular, patients with cutaneous leishmaniasis and tuberculosis. This was in contrast with the

dermatological literature in which only sarcoidosis was well defined to be associated with lupus pernio.

Key words: Lupus pernio, Sarcoidosis, Cutancous leishmaniasis, Histopathology, Cutancous tuberculosis

INTRODUCTION

Sarcoidosis is a multi-system disorder of unknown etiology
that may affect nearly any part of the body [1]. The skin
is the most common part of extra-thoracic involvement.
Cutaneous sarcoidosis (CS) is present in up to 30% of
sarcoidosis cases, while it might be pure CS in 25% [2].
Sarcoid-specific lesions typically exist histologically with
a granulomatous alignment in the tissue [3-5].

Lupus pernio is one of the skin manifestations of
sarcoidosis [6]. It was first described by Besnier in
1889 who suggested the term lupus pernio to describe
a patient with multiple purple nodules or plaques of a

chronic nature usually affecting the cheeks, nose, ears,
and extremities [7].

Lupus pernio tends to be associated particularly with
other forms of chronic fibrotic sarcoidosis, including
upper respiratory tract sarcoidosis, lacrimal gland, bone
cysts, and renal sarcoidosis, and with hypercalcemia and
hyperglobulinemia. Lupus pernio tends to persist as
lesions for more than two years, seldom to resolve [§].
The facial disfigurement may cause emotional scarring,
which may justify aggressive lines of treatment,
including plastic surgery [9].

Despite intensive investigation, the cause of lupus
pernio and other forms of CS is unknown. Sarcoidosis is
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identified as a chronic cell-mediated immune response
to an unknown antigen, in which CD4 T-lymphocytes
and activated macrophages release cytokines that
trigger the formation of granulomas. At least some
cases of CS may be due to an unusual host reaction to
one or more infective agents, such as Mycobacterium
tuberculosis, histoplasmosis, and other fungi. Yet, lupus
pernio itself is not infectious [10-12].

There are many skin diseases sharing the same clinical
features with lupus pernio of sarcoidosis, such as
cutaneous tuberculosis (CTB), rosacea, cutaneous
leishmaniasis, discoid lupus erythematosus (DLE),
granulomatous secondary syphilis, and others, which is
poorly documented in the medical literature [3,10,13-15].
Hence, reaching a definite diagnosis can be difficult, and
the presence of specific histological features and other
laboratory tests of each disease may be the ideal method
to reach a definite diagnosis.

As lupus pernio remains not well determined and only
well documented in patients with sarcoidosis, the aim
of this study was to record all dermatological conditions
that possess the same clinical features as lupus pernio.

PATIENTS AND METHODS

This was a case series, descriptive study conducted from
2014 to 2024 in which all patients with different skin
diseases associated with lupus pernio were included.
Full demographic and clinical features were thoroughly
described and analyzed. The study was mainly
concerned with nasal involvement having features of
lupus pernio. The study was conducted in accordance
with principles of the Declaration of Helsinki, and
informed consent was taken from each participant or
his/her guardian. A thorough history was taken from
cach patient regarding their name, age, sex, address,
disease onset, associated symptoms, and medical and
drug history.

A close physical examination was done, including the
site of involvement, color, associated signs, and size of
the lesion.

The diagnosis of each disease was based on clinical
features supported by histopathological examination
and confirmed by specific investigations as well as
other techniques to detect any forms of systemic
involvement, especially in sarcoidosis patients.
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RESULTS

Fifty-seven patients with typical clinical features of
lupus pernio were included in the study, with their ages
ranging from 2 to 60 years, with a mean of 33 years,
with 30 (52.63%) females and 27 (47.36%) males. The
patients had different skin diseases with typical features
of lupus pernio in the form of bulky swelling of the
nose with associated dusky, erythematous rash on the
cheeks together with the following:

Cutancous leishmaniasis included 23 (40.35%) patients,
14 (60,87%) males and 9 (39,13%) females; their ages
ranged from 2 to 60 years, with a mean of 30 years.
12 (52.17%) cases presented with bilateral, indurated,
erythematous cheeks in addition to nasal involvement,
while 11 (47.82%) cases presented with an erythematous,
bulky nose only. In 9 (39.13%) cases, there was the
invasion of the nasal mucosa (Figs. la and 1b).

Rosacea was recorded in 16 (28.07%) cases, with
13 (81.25%) females and 3 (18.75%) males; their ages
ranged from 30 to 63 years, with a mean of 45 years. All
patients presented with multiple papules and pustules
distributed on persistent erythema of the central face
(Figs. 2a and 2b). Bulky nasal involvement was seen
in all cases, but there was no nasal mucosal invasion.

Cutaneous tuberculosis was observed in 7 (12.28%)
patients, with their ages ranging from 12 to 60 years,
with a mean of 37 years, with 5 (71.42%) males
and 2 (28.57%) females. In all cases, the nose was
atfected, including the nasal mucosa of the nostril
presenting with erythematous, papulonodular lesions
(Figs. 3a and 3b), apart from one case presenting with

Figure 1: a) Cutaneous leishmaniasis with lupus pernio in a male
patient. b) Bulky nose with some invasion of the nasal mucosa in a
female patient.
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Figure 2: Rosacea with lupus pernio in a) a male patient and b) a
female patient.

ulcerative lesions. The histopathological features
of CTB ranged from diffuse lymphocytic infiltrate
throughout the entire dermis without granuloma
formation to well-developed granuloma with central
necrosis surrounded by lymphocytes (Fig. 3c).

Sarcoidosis was detected in 6 (10.52%)
patients, 4 (66.66%) females and 2 (33.33%) males;
their ages ranged from 25 to 60 years, with a mean
of 41 years. The lesions presented as erythematous
to violaceous papules, nodules, or plaques nvolving
the cheeks, nose, and eyelids. In 2 (33.33%) cases, the
lesions extended to involve the extremities and trunk.
(Figs. 4a and 4b). All patients demonstrated nasal
skin involvement, with 3 (50%) cases exhibiting the
invasion of the nasal mucosa. The histopathological
assessment of sarcoid lesions showed a marked
granulomatous reaction consisting of multiple non-
caseating granulomas with sparse lymphocytic infiltrate
at the border of the granulomas (so-called naked
granuloma). These granulomas were loaded with
foamy cells, and there were different types of giant

cells (Fig. 4¢).

Discoid lupus erythematosus was detected in 5 (8.77%)
cases, with 3 (60%) males and 2 (40%) females;
their ages ranged from 20 to 45 years, with a mean
of 38 years. The skin lesions were characterized by
multiple, erythematous, scaly plaques with bulky
nasal involvement but without nasal mucosal invasion

(Figs. 5a and 5b).

In all patients, physical examination, in addition to
appropriate investigations, showed no obvious systemic
involvement at diagnosis.
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Figure 3: (a and b) Cutaneous tuberculosis with lupus pernio involving
the nose with nasal mucosal invasion in both patients. c) H&E-stained
section from the patient in Fig. b showing diffuse lymphocytic infiltration
with poorly developed granuloma with multiple giant cells (10x).

DISCUSSION

Lupus pernio has traditionally been associated with
sarcoidosis, presenting as purple nodules or plaques
on the cheeks, ears, and nose [16]. However, in the
current study, it was identified alongside diseases such
as C'T'B, cutaneous leishmaniasis, rosacea, and DLE.
This raises important questions about the interaction
of lupus pernio with other skin diseases.

Lupus pernio in sarcoidosis was detected in 10.52%
of the patients and found to produce isolated skin
lesions with some invasion of the nostril mucosa in
50% of the cases, but without systemic involvement.
These results were in line with another Iraqi study,
in which systemic involvement was not an important
feature [10], while they differed from previous
studies that recorded 40-62% of patients with CS
developing systemic involvement [17,18]. The
exact etiology beyond this discrepancy could not be
well explained. Still, it could be racial, or the early
presentation with rapid diagnosis before systemic
involvement could be the most important cause of
this difference.

Still, cutaneous leishmaniasis is the most common
cause (40.35%) of lupus pernio, as reported in this study.
This is because cutaneous leishmaniasis is endemic in
Iraq and involves mostly the exposed parts of the body,
including the face [19,20].
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Figure 4: Sarcoidosis with lupus pernio involving the eyelids and
nose a) and cheeks and nose b) with nostril mucosal invasion in both
cases. ¢) H&E-stained section from the patient in Fig. a showing
multiple non-caseating granulomas (naked granuloma) loaded with
foamy cells (10x).

A striking observation in this study was the presence of
a lupus pernio lesion with nasal mucosal involvement
in patients with cutaneous leishmaniasis and CTB.
Nasal mucosal invasion was recorded in 39.13% of
cases with cutaneous leishmaniasis and in 100% of
cases with CTB, which was in contrast to DLE and
rosacea, where such involvement was absent. This
suggests that granulomatous infections such as TB and
leishmaniasis may share some pathogenic mechanisms
with sarcoidosis in eliciting lupus pernio lesions as
some cases of sarcoidosis had a previous history of
tuberculosis in the same patient [10].

Rosacea was another important condition that was
associated with a lupus pernio lesion in the present
study. Although rosacea typically manifests as
centrofacial erythema and phymatous changes, its
ability to present with a lupus pernio lesion 1s well-
documented [3,10]. These findings propose that
chronic inflammatory changes in rosacea may induce a
tissue reaction resembling lupus pernio of sarcoidosis.

Similarly, DLE was found to exhibit a lupus pernio
lesion involving the face and nose resembling lupus
pernio of sarcoidosis. Both DLE and sarcoidosis can
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Figure 5: (a and b) Discoid lupus erythematosus with lupus pernio.

present with chronic erythematous plaques, and the
overlap of skin findings in both conditions was reported
in this study.

In both DLE and rosacea, no nasal mucosal involvement
was recorded for unknown reasons, but the most
acceptable explanation is that nasal mucosal invasion
appears in granulomatous skin diseases such as TB,
leishmaniasis, and sarcoidosis rather than in other
inflammatory conditions such as rosacea and DLE.

One of the most important implications of our results
is the need for pathological confirmation in cases of
suspected sarcoidosis. Given that cutancous diseases
like CTB, DLE, rosacea, and leishmaniasis can
present with the same cutaneous features, especially
when involving the face, a misdiagnosis can lead to
mismanagement. This highlights the necessity of taking
a biopsy, and microbiological examinations, particularly
in endemic areas for TB and leishmaniasis.

CONCLUSION

This was the first study that recorded lupus pernio in
association with different skin diseases. All patients
presented with a dusky red, bulky nose with nasal mucosa
Invasion in many cases, but in particular, patients with
cutaneous leishmaniasis, tuberculosis, and sarcoidosis.
This is in contrast with the dermatological literature,
in which only sarcoidosis was reported to be associated
with lupus pernio. This study focused on the clinical
and histopathological features of lupus pernio, a
hallmark feature of sarcoidosis, and its relation to
different skin diseases other than sarcoidosis. The
results are fascinating and provide insight into the
diversity of lupus pernio presentations and clinical
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features that are shared with other dermatological
conditions. Accordingly, lupus pernio is not a specific
feature of sarcoidosis but can be more observed in
diverse cutancous diseases.

Statement of Human and Animal Rights

All the procedures followed were in accordance with the ethical
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Declaration of Helsinki of 1975.
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Informed consent for participation in this study was obtained from
all patients.
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