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1. Systemic and cutaneous forms

Disease Key clinical 
description

Distribution Pathology Associations/
risk

Drugs/
triggers

Labs/
serologies

Treatment pearls

Systemic 
lupus ery-
themato-
sus (SLE)

Multisystem 
autoimmune 
disease; flares 
correlate with 
systemic activ-
ity; 80% + skin 
manifestation; 
strong genetic 
component

Variable; 
skin + inter-
nal organs

Interface der-
matitis; lupus 
band on 
non-lesional 
skin, mucin 
deposition in 
dermis

Female 
> male; ↑ 
in Black 
patients; 
flares in preg-
nancy

UV expo-
sure, 
infections, 
smoking, 
estrogen, 
vitamin D 
deficiency

ANA 
(99%); 
anti-
dsDNA 
(60%) can 
be used 
to monitor 
disease 
activity, 
anti-Smith 
(10-30%) 
is highly 
specific, 
↓C3/C4

Varies with disease 
severity.
Mild: 
Hydroxychloroquine 
(HCQ) + NSAIDs; 
Moderate-severe: 
prednisone + ste-
roid-sparing agent; 
Severe: high dose 
prednisone vs. IV 
steroids + cyclo-
phosphamide or 
MMF. Belimumab, 
rituximab or volco-
sporin if refractory

Acute 
cutaneous 
LE (ACLE)

Butterfly malar 
erythema; tran-
sient; spares 
nasolabial folds; 
photosensitive

Face > 
chest/
back; hands 
(knuckles 
spared)

Vacuolar 
interface der-
matitis; sparse 
perivascular 
lymphocytic 
infiltrate in 
upper dermis; 
dermal mucin; 
DIF: + LBT

Cutaneous 
subtype with 
strongest 
association 
with SLE

UV expo-
sure

Anti-
dsDNA 
often ↑; 
SLE panel/
standard 
labs to 
search for 
EOD

Skin lesions 
respond by treating 
systemic disease; 
sun protection

Subacute 
cutaneous 
LE (SCLE)

Photosensitivity; 
no scarring after 
healing, but with 
dyspigmentation
Two clinical vari-
ants: Annular 
(polycyclic annu-
lar plaques) or 
Papulosquamous 
(psoriasiform 
plaques); arthral-
gias in 70% 

Lateral face 
(central face 
spared), 
neck, chest, 
upper back/
extensors

Epidermal 
atrophy, vacu-
olar interface 
dermatitis; 
BMZ thicken-
ing; <mucin 
deposition 
than ACLE; 
DIF: + LBT in 
60–85%

Female 
> male; ↑ 
in white 
patients; 
30-50% meet 
SLE criteria; 
Sjögren over-
lap; HLA-B8 
(strongest 
genetic asso-
ciation), HLA-
DR3

Thiazides, 
terbinafine, 
TNF-a 
inhibitors, 
PPIs, CCBs

Anti-Ro/
SSA 
(75–90%), 
anti-La/
SSB (30–
40%), ANA 
speckled; 
associated 
with com-
plement 
deficien-
cies 

Antimalarials + sun 
protection; stop 
offending drug if 
one present

Chronic 
cutaneous 
LE (CCLE)

Persistent, 
typically scarring 
lesions; umbrella 
term (DLE, LET, 
panniculitis, etc.)

Head/neck 
> trunk

Dense peri-
vascular and 
periappenda-
geal infiltrates 
(findings vary 
by subtype)

Female > 
male; DLE 
are major-
ity of CCLE, 
5–20% of 
patients with 
DLE → SLE; 
↑ in Black 
patients; 
smoking is 
a risk factor; 
UVR triggers 
(UVB>UVA)

UV expo-
sure, smok-
ing

Varies Topical treatment, 
HCQ; escalate per 
CLE algorithm
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2. Chronic cutaneous lupus subtypes

Disease Key clinical 
description

Distribution Pathology Associations/
risk

Drugs/ 
triggers

Labs/ 
serologies

Treatment 
pearls

Discoid lupus 
erythematous 
(DLE)

Erythematous 
macules or 
plaques → then 
develop indu-
ration, scale, 
atrophy, scar-
ring with central 
hypopigmenta-
tion and periph-
eral hyper-
pigmentation; 
carpet “tack-
like” spines on 
undersurface of 
scale; cicatricial 
alopecia + fol-
licular plugging; 
dyspigmenta-
tion  common 
sequela 

Face, scalp, 
ears; ± 
mucosa (25%)

Interface derma-
titis; superficial 
and deep dermal 
inflammatory 
infiltrate; BMZ 
thickening; lacks 
eosinophils; 
orthrohyperkera-
tosis; follicular 
plugging; mucin; 
DIF: LBT + in 
75%

↑ risk of pro-
gression to 
SLE

UV  
exposure,  
smoking

ANA + in 
5–25%

HCQ ± 
topical 
therapy 
and intra-
lesional 
triamcino-
lone; sun 
protection

Localized 
DLE

As DLE Above neck 
only 

As DLE Low SLE risk 
(~5%)

— — Standard 
DLE care

Widespread/
Disseminated 
DLE

As DLE Above and 
below neck

As DLE ↑SLE risk 
(~20%)

— More 
serologic 
abnormali-
ties

Systemic 
therapy; 
close 
follow-up

Hypertrophic 
(verrucous) 
lupus ery-
thematous

Thick, verrucous 
hyperkeratotic 
plaques; indu-
rated borders

Extensor 
forearms, 
face, upper 
half of body 
(sun-exposed 
areas)

Marked ortho-
hyperkeratosis; 
endophytic buds 
of hyperplastic 
follicular epithe-
lium; pseudo-
epitheliomatous 
hyperplasia mim-
ics SCC

↑ SCC risk — — Treat 
as DLE; 
retinoids 
useful in 
resistant 
disease

Lupus ery-
thematosus 
tumidus (LET)

Edematous, 
firm, erythema-
tous plaques 
(may have cen-
tral clearing); 
non-scarring; no 
scale

Face, trunk No epidermal 
change (lack 
interface der-
matitis); notable 
perivascular 
and periadnexal 
inflammatory 
infiltrate within 
the dermis; 
massive dermal 
mucin

Similar to 
REM and 
Jessner’s, but 
Jessner’s dis-
plays CD8+ 
infiltrate 
predomi-
nance and no 
mucin. Tumid 
LE shares 
histology with 
REM but lacks 
reticular erup-
tion on the 
mid-back and 
chest.

Photo- 
sensitivity

Often ANA 
-; 
increased 
IFN absent 
compared 
to SLE, 
DLE, and 
SCLE. Low 
prevalence 
of cutane-
ous lesions 
Ig deposi-
tion

Strong 
HCQ 
response; 
intralesion-
al triam-
cinolone; 
photopro-
tection

Lupus pan-
niculitis/pro-
fundus

Firm, tender, 
depressed sub-
cutaneous nod-
ules/plaques 
that heal with 
atrophy; overly-
ing DLE find-
ings in lupus 
profundus

Face, upper 
arms/trunk, 
thighs, breasts

Subcutaneous 
lobular lympho-
cytic panniculitis 
and hyaline 
(waxy pink) fat 
necrosis; dermal 
mucin; DIF: LBT 
+ 35–70%

~15% w/ SLE; 
panniculitis 
may precede 
it

— — HCQ; fol-
low CLE 
treatment 
algorithm
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Disease Key clinical 
description

Distribution Pathology Associations/
risk

Drugs/ 
triggers

Labs/ 
serologies

Treatment 
pearls

Chilblain 
lupus erythe-
matosus

Red to dusky 
papules and 
plaques on 
fingertips, ears, 
calves, and 
heels; chronic 
and relapsing 
course; arthral-
gias 

Acral (fingers, 
toes, rims of 
ears, calves, 
heels)

Shows features 
of chilblains 
(papillary edema, 
perivascular 
lymphohistiocytic 
infiltrate) and 
DLE; DIF: + LBT

TREX1/
SAMHD1 
mutations 
(familial)

Cold 
exposure

ANA ± Warmth 
if cold 
exposure 
is related; 
HCQ; CLE 
protocol

DLE–lichen 
planus over-
lap

Overlap of 
DLE and lichen 
planus, often 
affecting palms 
and soles

Palmoplantar 
involvement

Features of 
lichen planus and 
lupus erythema-
tous

Consider 
drug-induced 
LP-like erup-
tion in SLE 
patients on 
antimalarials

Anti- 
malarials 
(drug-
induced 
type)

— Treat both 
DLE and 
lichen pla-
nus

Mucosal 
lupus erythe-
matosus

Usually seen 
with cutaneous 
DLE; plaque 
with central ery-
thema & white 
keratotic rim 
(usually on hard 
palate); lip dis-
coid lesions

Buccal 
mucosa, 
hard palate, 
vermillion lip 
(lower>upper)

Hyperkeratosis 
with vacuolar-
lichenoid inter-
face dermatitis 
and perivascular 
lymphocytes; 
DIF: + LBT

↑ SCC 
risk; ulcers 
increase risk 
of systemic 
involvement

— — Potent 
topical 
cortico-
steroid 
treatment; 
systemic 
involve-
ment  
HCQ

3. Special forms

Disease Key clinical 
description

Distribution Pathology Associations/
risk

Drugs/ 
triggers

Labs/ 
serologies

Treatment 
pearls

Neonatal 
LE (NLE)

Develops during 
1st week of life; 
photosensitive 
SCLE-like annu-
lar, polycyclic 
erythematous 
plaques; “rac-
coon eyes”; 
resolves ~6mo 
with dyspigmen-
tation and tel-
angiectasias but 
no scarring

Face, perior-
bital region 
and scalp 
mainly

As SCLE; DIF: 
(+) ~50%

Female pre-
dominance; 
cardiac abnor-
mality 70% 
(3rd degree 
heart block in 
30–40%), hepa-
tobiliary disease

— Mother 
anti-SSA/
Ro (52 and 
60) ± SSB/
La; Infant 
almost 
always anti-
SSA/RO 
and less 
frequently 
anti-
U1RNP; 
cytopenias, 
↑ LFTs

Sun protec-
tion + topi-
cal steroids; 
maternal 
steroids or 
HCQ may 
reduce fetal 
heart block 
risk, but 
established 
block is 
irreversible 
and most 
require 
pacemaker

Bullous 
SLE

Eruption of 
tense subepi-
dermal bullae 
typically overly-
ing erythema-
tous, edematous 
base; rapid dap-
sone response

Sun & non-
sun areas 
(face, neck, 
upper trunk, 
extremities); 
usually affects 
mucosa

Subepidermal 
bulla; neutro-
phils at DEJ; 
DIF: linear/
granular 
IgG,M,A/C3 
along basal 
membrane; 
resembles 
neutrophil-
rich bullous 
pemphigoid 
or epider-
molysis bul-
losa acquisita 
(EBA)

Predominant 
in female and 
Black patients; 
SLE flare (must 
have diagnosis)

— HLA-DR2; 
posi-
tive ANA 
(100%), 
dsDNA, 
Sm, Ro/La; 
antibod-
ies against 
NC1/2 
domains of 
VII collagen

Dapsone = 
response 
in 1-2 
days (dif-
ferentiates 
from EBA); 
immuno-
suppres-
sants if 
refractory
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Disease Key clinical 
description

Distribution Pathology Associations/
risk

Drugs/ 
triggers

Labs/ 
serologies

Treatment 
pearls

Rowell 
syndrome

Erythema 
multiforme-like 
targetoid lesions 
in the setting of 
DLE, ACLE, or 
SCLE

Face, trunk, 
limbs; 
depending 
on the setting 
(DLE, SCLE, 
ACLE)

Erythema 
multiforme 
and lupus 
erythematous 
changes

Depends on the 
setting of the 
syndrome (DLE, 
ACLE, or SCLE)

— Anti-Ro/
SSA+, 
ANA+

Systemic 
corticoste-
roids

Toxic 
epidermal 
necrolysis-
like lupus 
erythema-
tosus

Severe epider-
mal necrosis 
secondary to 
lupus flare or 
trigger (e.g. 
UV radiation, 
drug); patient 
with underlying 
ACLE or SCLE

Sun-exposed 
areas

Epidermal 
necrosis 

Photosensitivity; 
referred to as a 
form of acute 
syndrome of 
apoptotic pan-
epidermolysis 
(ASAP)

UV exposure 
excess

ACLE and 
SCLE serol-
ogies

Supportive; 
control 
underlying 
lupus ery-
thematous

Drug-
induced 
SLE 
(DI-SLE)

Lupus-like syn-
drome; devel-
ops >1 year 
after initiating 
offending drug; 
minimal skin 
involvement

Systemic, 
minimal skin 
involvement 
except in the 
setting of 
TNF-a inhibi-
tors

— Systemic dis-
ease (fever, 
myalgias, 
weight loss, 
malaise, serosi-
tis), 90% have 
arthritis/arthral-
gias; lacks 
renal/CNS

Procainamide, 
hydralazine, 
quinidine, 
isoniazid, 
methyldopa, 
chlorproma-
zine, TNF-a 
inhibitors, 
minocycline

Anti-
histone+ 
(95%); anti 
dsDNA− 
(except 
TNF-a 
inhibitors); 
minocycline 
(- anti-
histone and 
+ ANCA 
against 
MPO/elas-
tase)

Resolve 
days to 
weeks after 
discon-
tinuation of 
drug; symp-
tomatic 
manage-
ment

4. Complement deficiencies associated with lupus

Disease Key clinical 
description

Distribution Pathology Associations/risk Drugs/
triggers

Labs/ 
serologies

Treatment 
pearls

Primary C2 
deficiency

Mild SLE 
(absent renal 
disease); 
adult onset; 
photosensi-
tivity, SCLE-
like lesions; ↑ 
infections (S. 
pneumonia)

— Defective 
phagocytic 
clearance; 
UV-damaged 
apoptotic 
keratinocytes 
express anti-
gens on cell 
surface

Female predomi-
nance; most com-
mon hereditary 
complement 
defect; most com-
mon cause of com-
plement-associated 
SLE; however, only 
10-20% with homo-
zygous mutations 
develop SLE

— CH50↓ 
(screen-
ing test); 
ANA low 
or absent; 
anti-Ro/
SSA+

Available 
vaccines for 
prevention 
of infections; 
standard SLE 
treatment if 
developed

Primary 
C1q/r/s  
& C4 defi-
ciencies

Childhood 
onset; severe 
renal disease; 
palmoplantar 
keratoses (C4 
deficiency 
only); risk of 
infection of 
encapsulated 
bacteria (S. 
pneumonia)

— Impaired 
phagocytic 
clearance

High risk of 
developing SLE 
(C1q~90%)

— CH50↓; low 
C1q/C4

SLE manage-
ment; infection 
prophylaxis 
including vac-
cines

Anti-C1q 
autoanti-
bodies

Arise in 
30-50% with 
SLE; strong 
lupus nephri-
tis link

— Acquired anti-
bodies to C1q

Acquired; seen in 
~100% patients 
with hypocomple-
mentemic urticarial 
vasculitis 

— Anti-C1q+ Treat SLE, 
nephritis, and/
or HUV
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Abbreviations: SLE = systemic lupus erythematosus; CLE = cutaneous lupus erythematosus; NLE = neonatal 
lupus erythematosus; ACLE = acute cutaneous lupus erythematosus; SCLE = subacute cutaneous lupus erythe-
matosus; CCLE = chronic cutaneous lupus erythematosus; LBT = lupus band test; HCQ = hydroxychloroquine; 
UV = ultraviolet; EBA = epidermolysis bullosa acquisita; HUV = hypocomplementemic urticarial vasculitis; LET = 
lupus erythematosus tumidus; EOD = end organ damage; PPIs = proton pump inhibitors; CCBs =calcium chan-
nel blockers
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