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• Classification: clinical varieties and 
differential diagnosis

• Management of LEC patients 



Cutaneous
Lupus 
Erythematosus

CLE: is the polar form  of 
a real heterogeneous 
spectrum of diseases 
defined as Lupus





Epidemiological Nods 

• 20-150 /100,000 with the highest prevalence 
reported in Brazil (Tsokos GC N Enlg J Med 2011) 

• The cutaneous variants have been reported to 
be 2–3 fold more prevalent  than  SLE

• Lupus Clinic of Florence: In the province of Florence (during 
the observation period of 2010) considering a population of 
approx 970.000 inhabitants  - the sample studied included 
primary care patients - SLE incidence was 5,4/100.000 and the 
prevalence was 75/100.000 (Emmi L  et al.)



Cutaneous Lupus Erythematosus

• Cutaneous manifestations are often the first signs and 
symptoms of lupus erythematosus (LE) and lead to the 
consultation of a dermatologist or inspire an internist or 
rheumatologist to consult a dermatologist for differential 
diagnosis

• Cutaneous lupus erythematosus (CLE) is present in over 75% 
of patients at some point during the course of systemic lupus 
erythematosus (SLE) and it is the second most frequent 
presenting symptom

• Overall, 35 studies, representing 11,189 early-onset and 
1727 late-onset patients with SLE. Cutaneous manifestations 
are less common in late-onset SLE patients, except sicca 
symptoms A systematic review and meta-analysis  of cutaneous manifestations in 

late- versus early-onset systemic lupus erythematosus. Semin Arthritis 
Rheum. 2016 Jan 21. 

http://www.ncbi.nlm.nih.gov/pubmed/26972993
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mucocutaneous involvement. 
Clin Exp Rheumatol 1996 Nov-Dec;14 Suppl 
16:S17-22.



Cutaneous Lupus Erythematosus  

• Correct diagnosis of CLE requires a high level of suspicion and 
broad understanding of lupus diagnosis 

G Obermoser, RD Sontheimer and B Zelger. Lupus 2010

• DD Difficulties lie not only in differentiating CLE from a wide 
range of mostly non-autoimmune skin disorders  (a typical 
example would be DLE and rosacea or seborrheic dermatitis)

• Importantly in assessing if CLE is associated with internal 
organ involvement (which may develop weeks to months later 
in some patients, necessitating careful patient follow-up)



Cutaneous Lupus Erythematosus 
• CLE precedes the clinical onset of systemic symptoms 

for weeks to months in about 25% of patients



Cutaneous Lupus Erythematosus

• Even if serious skin forms 
are quite rare cutaneous 
involvement generally 
contributes to the 
burden of disease in 
terms of personal well-
being and psychosocial, 
occupational disability 
and then in medical and 
social costs



Classification of Skin Manifestations  

• LE-specific manifestations

• LE-non specific manifestations 

Sontheimer RD, Gilliam JN. Distinctive cutaneous 

subsets in the spectrum of lupus erythematosus. J 

Am Acad Dermatol 1981;4:471



LE-specific manifestations

• Chronic  Cutaneous LE (CCLE )

– Discoid LE discoide (localized and generalized )

– Hypertrophic LE

– Panniculitis LE

– Chilblain lupus

• Subacute Cutaneous LE (SCLE)

– Annular LE

– Papular-squamous LE

– Mixed/rare Formes 

• Acute LE (ACLE)

– Localized  (butterfly rash)

– Generalized (maculo-papular rash)

– TEN-like acute cutaneous LE

• Intermittent LE =  Tumidus LE



Chronic  Cutaneous LE (CCLE )



LUPUS ERITEMATOSO DISCOIDE



LUPUS ERITEMATOSO DISCOIDE DISSEMINATO Discoid 
Lupus Erythematosus Discoid  Disseminated



HYPERTROPHIC  or  VERRUCOUS  LE



Lupus Profundus





LE-Specific Manifestations

• LE cutaneo cronico
– LE discoide (localizzato e disseminato)

– LE ipertrofico

– Lupus panniculitis

– Chilblain lupus

• Subacute Cutaneous LE (SCLE)

– Annular LE

– Papular-squamous LE

– Mixed/rare Formes

• Acute LE (ACLE)

– Localized (butterfly rash)

– Generalized (maculo-papular rash)

• LE intermittente = LE tumido



Subacutane Cutaneous LE
• Definition: Subacute cutaneous lupus erythematosus (SCLE) is 

a distinct subset of cutaneous lupus erythematosus clinically 
characterized by psoriasiform and/or annular lesions  and by a 
mild or absent systemic involvement.

• ~ 20% of all the forms of CLE

• F/M= 3:1

• Mean age at onset: 52 years

• Photosensitivity: 73,7%

Biazar C, Autoimmun Rev 2013

Development of SLE: 25% after 3 years from the diagnosis

Grönhagen CM, Fored CM, Granath F, 

Nyberg F. Br J Dermatol 2011



SLE in 30% of the patients 3,4% 
mammary carcinoma



Classical forms of SCLE

• Annular-polyciclic 

• Psoriasiform

• Mixed forms



Annular polyciclic variant



• Annular lesions may merge into 
polyciclic arrays

Annular polyciclic variant



Subacute cutaneous lupus 

erythematosus in childhood.

Fabbri P et al. Pediatr Dermatol 

2003 Jan.-Feb;20(1):31-4.





Several erythematous and papulo-squamous 
elements  joining into wider lesions mimic 
psoriasis vulgaris

Papulo-squamous or Psoariasiform   SCLE



The lesions tend to produce retiform 
arrays

Papulo-squamous variant or Psoariasiform SCLE



• Several erythematous and papulo-squamous elements joining 

into  wider lesions

Papulo-sqamous or Psoriasiform  SCLE



Hypopigmentation that follows active lesions; it can be considered «a 
clue» but have to be distinguished from pitiriasi versicolor



Rare SCLE variants

• Erythema multiforme-like (Lyon 1998)

• TEN-like (Caproni 2010)

• Pytiriasiform (Caproni 2001)

• Exfoliative erythroderma-like (Mutasim 2003)

• Exanthematous (Sontheimer, 1985)

• Poikiloderma-like (Pramatarov et al, 2000)



A 69-year-old white man  diagnosed as having squamous cell carcinoma of the lung (stage 
T4N2M0)  treated with cisplatinum plus gemcitabine. Thirteen months after surgery 
(5 weeks after the last adjuvant cycle) developed diffuse eruption with confluent, 
erythematous- violaceous lesions on the trunk and arms 



TEN-like CLE

These lesions  were associated with  erosions  partially covered by detached epidermal sheets. 
Mucous membranes were not involved; histologic and immunofluorescence results  were 
compatible with SCLE  



Sontheimer classification on vesicobullous lesions 
occurring in the setting of LE 

Five types of blistering presentations are included:
1. TEN-like acute cutaneous LE: sheet-like cleavage of skin 

changes rapidly evolving from pre-existing photodistributed 
confluent acute LE lesions.

2. TEN-like subacute cutaneous LE: sheet-like cleavage of skin 
changes evolving from otherwise typical photodistributed
non-scarring annular or papulosquamous lesions in 
association with anti-Ro/SS-A: La/SS-B.

3.  TEN occurring in SLE patients not having conventional 
LE-specific skin lesions.

4.  Vesiculobullous changes occurring at the active border
of advancing of annular SCLE.

5. Vesiculobullous chronic cutaneous LE.



He had a history of lupus without any cutaneous lesions  and started with Ten extensive lesions;  in this 
case  to make a diagnosis it is essential for the survival of the patient



Rare SCLE variants

• Erythema multiforme-like (Lyon 1998)

• TEN-like (Caproni 2010)

• Pytiriasiform (Caproni 2001)

• Exfoliative erythroderma-like (Mutasim 2003)

• Exanthematous (Sontheimer, 1985)

• Poikiloderma-like (Pramatarov et al, 2000)



• Subacute cutaneous lupus erythematosus 
with pityriasis-like cutaneous manifestations 

• Caproni M, Cardinali C, Salvatore E, Fabbri P. Int J Dermatol. 
2001 Jan;40(1):59-62.

On the upper third of the back, she presented a wide patch with irregular 
borders, due to many coalescing small purplish-red lesions. Each lesion was 
covered with branny scales and, on palpation, revealed a variable degree of 
infiltration. Few areas of uninvolved skin could be seen inside the main patch. 
Beyond this main patch, small individual scattered lesions with a net-like 
distribution were detected.



Differential Diagnosis 

• Psoriasis

• Seborrheic dermatitis 

• Pytiriasis rosea

• Tinea corporis
• Annular erythema centrifugum

• Disseminated annular  granuloma



Papulo-squamous variant or Psoariasiform SCLE



Psoriasis



Seborrheic Dermatitis



Annular erythema centrifugum



- Terbinafine

- TNF- inhibitors

- Carbamazepine

- Proton-pomp inhibitors



SCLE and Cancer Risk

• Elevated overall cancer risk for patients with CLE

• Buccal cancer, lymphomas, respiratory cancers, NMSC

• SCLE > DLE greates during the first year after CLE diagnosis

• Risk is independent from SLE diagnosis



LE-Specific Manifestations

• LE cutaneo cronico
– LE discoide (localizzato e disseminato)

– LE ipertrofico

– Lupus panniculitis

– Chilblain lupus

• LE cutaneo subacuto
– Anulare

– Papulo-squamoso

– Forme miste/rare

• Acute LE (ACLE)

– Localized (butterfly rash)

– Generalized (maculo-papular rash)

• LE intermittente = LE tumido



Seborrheic Dermatitis



ACLE

Rosacea



Papular-macular rash

5-10% of SLE patients

Multiple  erythematous, 
infiltrated and purpuric 
lesions

Face, extensor aspects of 
the limbs, hands, upper 
trunk 

Oral involvement with 
erosions/ulcerations 

Quick resolution after DDS



Differential diagnosis : Acute cutaneous lupus erythematosus (ACLE)

• Localized form: rosacea, seborrheic eczema, perioral dermatitis, tinea 

faciei, erysipelas

• Generalized form: dermatomyositis, viral and drug-induced rash, erythema 

multiforme, TEN



Intermittent LE

• “Intermittent" trend

• Absence of atrophic, scarring or discolored outcome

• High light sensitivity (> CCLE)

• LES Incidence  very low 

• Histological examination  not "specific"

• Absence of interface dermatitis

• Absence of hyperkeratosis

• Deposition of very abundant mucin

• DD Jessner-Kanof, pseudolinfomi, etc.



Jessner-Kanof

LE tumidus



LUPUS ERYTHEMATOSUS



Mucosal Membrane Involvement

 Mucous    membranes involvement  
in 24%  of DLE patients

 90.47% patients had oral lesions
along with skin lesions with the most
common site of oral involvement
being labial mucosa (76.19%),
vermillion border (71.42%) and
buccal mucosa (42.85%). White
spots, LP-like were present in 28.6%,
ulcers in 19% and central erythema
in 52.4% lesions.

Ranginwala AM 2012 S Oral discoid lupus erythematosus: A study of 

twenty-one cases. J Oral Maxillofac Pathol.

http://www.ncbi.nlm.nih.gov/pubmed/?term=Ranginwala AM[Author]&cauthor=true&cauthor_uid=23248469
http://www.ncbi.nlm.nih.gov/pubmed/23248469


FIG.

CLINICAL ASPECTS OF

LUPUS ERYTHEMATOSUS IN

THE ORAL MUCOSA/LIPS

Discoid lesions in (A) (B)

superior and inferior lips (CLE 3-

20%)

(C) Erythematous lesion with

central a fissure surrounded by

a delicate keratotic border on

buccal mucosa. (D)

Erythemato-keratotic lesion on

buccal mucosa.

(E) SLE (9-54 %) Erythemato-

purpuric lesion on hard palate

present in SLE. (F) Bullous lesions

and erosions on palate and

alveolar border.

J Cutan Pathol. 2007 Jul;34(7):558-64



It has been suggested that oral lesions may represent the mucosal counterpart to the 
cutaneous lesions and should be similarly classified

NicoMM, et al. Oral lesions in lupus erythematosus: correlation with cutaneous lesions. Eur J 

Dermatol 2008;18:376–81.



LE-nonspecific manifestations

CUTANEOUS VASCULAR DISEASE
•Urticaria vasculitis 
•Palpable purpora
•Periungual teleangiectasia
•Cutaneous micro-infarctions 
•Periarteritis nodosa-like
•Ulcerations
•Livedo reticularis 
•Peripheral gangrena
•Raynaud’s phenomenon

ALOPECIA
•Non scarring ( lupus hair, telogen efluvium, 
alopecia areata)

PIGMENTARY CHANGES
SCLERODACTILY
CALCINOSIS CUTIS





Jenette JC et al. Arthritis & 
Rheumatism 2012



VASCULITIS : PALPABLE PURPURA and URTICARIAL VASCULITIS 





ULCERATIONS







Our Experience 
“AUTOANTIBODY PROFILE AND SPECIFIC CLINICAL PATTERNS IN 619 ITALIAN
PATIENTS WITH CUTANEOUS LUPUS ERYTHEMATOSUS”



ITALIAN EXPERIENCE
GIIP 2009-2014

Tot. 619 pt

49%

17%



Subtypes

localized DLE

generalized DLE

Lupus panniculitis

Chilblein lupus

Hypertrophic lupus

anular SCLE

Papulous-squamous SCLE

localized ACLE

generalized ACLE

ICLE



Men vs Woman 



Age at Diagnosis 
Età media: 45.2 ± 1.2 anni







Patient Management 

Diagnosis Cutaneous form

• history

• clinic

• skin biopsy  (Histology, IFD)

Diagnosis of SLE?

• Laboratory / instrumental tests 

• ACR criteria / SLICC

• Screening associated diseases



Diagnosi

• Anamnesi

• Clinica

• Esame istologico

• What do more?

– Immunofluorescenza diretta

– Clinical Score Fototest

– Indagini strumentali





















CONCLUSION
• Being the largest organ of the human body, 

skin is frequently affected in many rheumatic 

diseases

• It can serve as an important indicator for the 

correct diagnosis of a rheumatic disease and 

also as a marker of disease activity in distinct 

rheumatic disorders



CONCLUSION
• The skin is the second most frequently affected 

organ system in lupus erythematosus 

• Since several manifestations are closely 

associated with the presence and  activity of 

systemic lupus erythematosus, prompt and 

accurate diagnosis of cutaneous  lupus 

erythematosus is essential

• In the context of a multidisciplinary approach, 

the management of these diseases should be 

shared for all-round treatment of our patients
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Toxic Epidermal Necrolysis-like Rash of 
Lupus: A Dermatologist's Dilemma

Brahmita Monga, Sangita Ghosh, VK Jain

• The points which favor TEN-like rash of LE over drug-induced 
TEN are: 1)  Lack of evidence of ingestion of high-risk drugs  
2) Photodistribution of TEN-like lesions 3) Subacute 
presentation over weeks 4)  Recent exacerbation of SLE 5) 
History of painless oral ulcer Associated with malar or discoid 
rash 6)Distinctive serologic profile, including a strongly positive 
ANA and positive anti-dsDNA, suggestive of underlying 
connective tissue disease

• A unifying concept of ‘acute syndrome of apoptotic pan-
epidermolysis (ASAP)’

• Indian J Dermatol. 2014 Jul-Aug; 59(4): 401–402.

http://www.ncbi.nlm.nih.gov/pubmed/?term=Monga%20B%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Ghosh%20S%5Bauth%5D
http://www.ncbi.nlm.nih.gov/pubmed/?term=Jain%20V%5Bauth%5D




TEN occurring in SLE patients:

Definitive differential diagnosis may be 
impossible, since
histopathological, serological, and 
immunofluorescence
markers were almost identical in all cases. 





Our Experience 



Diagnosi

• Anamnesi

• Clinica

• Esame istologico

• What do more?

– Immunofluorescenza diretta

– Esami ematici

– Phototest

– Indagini strumentali
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ASSOCIATED DISORDERS



Malattie autoimmuni 81 (27%)

- Tiroidite 38 (12,5%)

- Sindrome di Sjogren 21 (7%)

Ipertensione, ipercolesterolemia, DM II 48 (16%)

Malattie cutanee (psoriasi, vitiligine, LP, DA) 23 (7,5%)

Infezioni 17 (5,5%)

Neoplasie 11 (3,5%)

S. Ansioso-depressiva 6 (2%)

160 pazienti con 
malattie associate 
(53%)

Malattie associate

Koskenmies et al, Lupus 2008



Phototest

• Differential diagnosis (EPL)

• photosensitivity level

• radiation responsible (photoprotection 
strategies)



Photoprotection 

• Key role in preventing exacerbations (also
systemic) disease

• Most photosensitive forms:

- Subacute cutaneous lupus erythematosus

- Lupus erythematosus



Photosensitivity in CLE

• It is commonly accepted that ultraviolet light (UV) 
exposure can induce and exacerbate skin lesions 
in patients with all subtypes of CLE, supporting 
the role of UV light in the pathogenesis of the 
disease

• Skin lesions often occur in sun-exposed areas

• Photosensitivity in CLE subtypes:
• SCLE: 27-100 % 
• DLE: 25-90 % 
• LET: 43-71 %

Kuhn et al, Clin Rev Allergy Immunol 2014



ITALIAN EXPERIENCE
GIIP 2009-2014

Tot. 619 pt

49%

17%



PHOTOSENSITIVITY

Tot. 619 pt

39.3%

73%



• Sun exposure can lead to exacerbation of 
organ involvement in SLE, such as lupus 
nephritis 

• Photosensitizing drugs can induce LE (thiazide 
diuretics, sulfonylureas) 

• Seasonal variation in SLE incidence and activity

Photosensitivity in SLE

Schmidt et al, Ann NY Acad Sci 2007

Photosensitivity as a criterion for SLE



Malar rash Fixed erythema over malar areas, sparing nasolabial folds

Discoid rash Erythematous raised patches with keratotic scaling and 

follicular plugging

Photosensitivity Skin rash after exposure to sunlight (history or physical exam)

Oral ulcers Oral or nasopharyngeal, painless, by physical exam

Nonerosive 

arthritis

Tenderness, swelling, effusion in 2 or more peripheral joints

Pleuritis or 

pericarditis

Convincing history or physical exam or ECG or other evidence

Renal disorder >0.5g protein/d or 3+ or cellular casts

Seizures, 

psychosis

Not due to drugs, metabolic derangement, etc.

Hematologic 

disorder

Hemolytic anemia or leukopenia (<4000 twice) or lymphopenia 

(<1500 twice) or thromobocytopenia (<100,000) without other 

causes

Immunologic 

disorder

Anti-dsDNA or anti-Sm or antiphospholipid antibodies

(anticardiolipin, LAC, or false positive test for syphilis)

Positive ANA Not drug-induced

ACR Criteria



Photosensitivity in ACR criteria

• The term “photosensitivity” is poorly defined 
by the ACR: “Skin rash as a result of unusual 
reaction to sunlight by patient history or 
physician observation”



However, objective evaluation of
photosensitivity may be helpful for the 
management of the patient:

• Education

• Photoprotection

• Vitamin D status

• …

Photoprovocation test



Photoprovocation test

• Different protocols (UVA1, UVA2, UVB)

• Positivity: 24-93%

• Lesion development: after 1-3 weeks

• Duration: up to several months

• Discrepancies between phototest result and 
patient history



UVA UVB UVA UVB







Lehmann et al, Autoimmun Rev 2009

Photoprovocation test: summary



Phatophysiology of photosensitivity

• Increased apoptosis of keratinocytes

• Increased autoantigens

• Production of chemokines  and leukines (IL8) 
by keratinocytes

• Accumulation of plasmocitoid DC ( IFN-α)

• Increasing and binding of autoantibodies and 
or antigen



Rahman A, Isenberg DA. N Engl J Med 2008;358:929-939.

Induction of Surface Blebs during Apoptosis.







Unanswered question

• UV linked to LE development (and not only to 
exacerbation)?

• UV act as an instantaneous hazard or with 
cumulative exposure?

• Role of vitamin D?

• Role of phototherapy?



Hypovitaminosis D and lupus flare

• Vitamin D is an immunomodulator

• Patients with SLE are prone to hypo-
vitaminosis D ( sun exposure? Disease 
itself?)

• Hypo-vitaminosis D may induce (or may be a 
consequence of) lupus flares

• Role for vitamin D supplementation in patients 
with lupus

Dall’Ara et al, Clin Exp Rheumatol 2015





UVA1-phototherapy in SLE

• Effect on lymphocites ( apoptosis)

•  of cytokines such as IFN-

• Some studies reported favourable outcome
Kim et al Photodermatol Photoimmunol Photomed 2013

Gordon Spratt et al, Br J Dermatol 2015





Take home messages

• Photosensitivity: pathogenetic role in LE

• Need for objective assessment

• Implication for patient management

– Photoprotection

– Role for vitamin D supplementation

– Role for phototherapy in patients with LE
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Abstract
OBJECTIVES:
Although systemic lupus erythematosus (SLE) most commonly occurs in reproductive-age 
women, some are diagnosed after the age of 50. Recognizing that greater than one-third of 
SLE criteria are cutaneous, we undertook a systematic review and meta-analysis to evaluate 
differences in cutaneous manifestations in early- and late-onset SLE patients.
METHODS:
We searched the literature using PubMed, CINAHL, Web of Science, and Cochrane Library. We 
excluded studies that did not include ACR SLE classification criteria, early-onset controls, that 
defined late-onset SLE as <50 years of age, or were not written in English. Two authors rated 
study quality using the Newcastle Ottawa Quality Scale. We used Forest plots to compare odds 
ratios (95% CI) of cutaneous manifestations by age. Study heterogeneity was assessed using I2.
RESULTS:
Overall, 35 studies, representing 11,189 early-onset and 1727 late-onset patients with SLE, 
met eligibility criteria. The female:male ratio was lower in the late-onset group (5:1 versus 
8:1). Most cutaneous manifestations were less prevalent in the late-onset group. In particular, 
malar rash [OR = 0.43 (0.35, 0.52)], photosensitivity [OR = 0.72 (0.59, 0.88)], and livedo 
reticularis [OR = 0.33 (0.17, 0.64)] were less common in late-onset patients. In contrast, sicca 
symptoms were more common [OR = 2.45 (1.91, 3.14)]. The mean Newcastle Ottawa Quality 
Scale score was 6.3 ± 0.5 (scale: 0-9) with high inter-rater reliability for the score (0.96).
CONCLUSIONS:
Overall, cutaneous manifestations are less common in late-onset SLE patients, except sicca 
symptoms. Future studies should investigate etiologies for this phenomenon including roles of 
immune senescence, environment, gender, and immunogenetics.
Copyright © 2016 Elsevier Inc. All rights reserved
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photosensitivity in SLE



Criteri ACR 1997 Criteri SLICC 2012

CRITERI CLINICI

1 Rash malare 1 Lupus cutaneo acuto o LECS

2 Rash discoide 2 Lupus cutaneo cronico

3 Fotosensibilità

4 Ulcere orali e nasofaringee 3 Ulcere orali o nasali

4 Alopecia non cicatriziale

5 Artriti non erosive di 2 o più 
articolazioni periferiche

5 Sinovite o dolorabilità

6 Sierositi (pleurite o pericardite) 6 Sierositi

7 Disturbi renali (proteinuria >0.5 g/die 
o 3+ oppure cilindri cellulari)

7 Manifestazioni renali (Proteinuria 
500mg/24h oppure cilindri urinari)

8 Disturbi neurologici (crisi convulsive 
oppure psicosi)

8 Disturbi neurologici (Epilessia, 
psicosi, mononeurite multipla; 
mielite periferica o neuropatia nervi 
cranici; stato confusionale)



9 Disordini ematologici (anemia 
emolitica con reticolocitosi, oppure 
leucopenia <4000/l in due 
occasioni, oppure linfopenia 
<1500/l in due occasioni, oppure 
trombocitopenia <100000/l)

9 Anemia emolitica

10 Leucopenia <4000/l almeno una 
volta, oppure linfopenia <1500/l 
almeno una volta 

11 Trombocitopenia <100000/l almeno 
una volta

CRITERI IMMUNOLOGICI

10 Disordini Immunologici (anticorpi 
anti-dsDNA, oppure anticorpi anti-
Sm, oppur positività di anticorpi 
antifosfolipidi, LAC o falsa positività 
al test sierologico per la sifilide

1 Anticorpi antinucleo

2 Anticorpi anti-dsDNA

3 Anticorpi anti-Sm

11 Anticorpi antinucleo 4 Positività per anticorpi antifosfolipidi

5 Riduzione del complemento (C3, C4, 
CH50)

6 Positività del test di Coombs diretto


