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"Computer palms"

• Described in patient using computer 
keyboards for long periods; similar features 
described in swimmers ("pool palms")

• Similar changes in other types of repeated 
mechanical irritation

• Teleangectatic vessels in the upper dermis
• No inflammatory infiltrate
• In rare cases may show features of palmar 
eccrine hidradenitis







Collagenous vasculopathy

• Idiopathic microangiopathy of the superficial 
dermal vessels

• Clinically asymptomatic teleangectasia
• Histopathology shows teleangectatic vessels 
in the superficial dermis

• Perivascular, PAS+ deposits of type IV 
collagen









Degos disease‐like scleroderma

• A wedge‐shaped sclerosis with mucin 
deposition and surrounded by inflammatory 
infiltrate may mimic the wedge‐shaped 
degenerative changes of Degos disease

• Guttate scleroderma may present clinically 
with "porcelain‐like" small lesions, akin to 
Degos disease

• Accurate clinicopathologic correlation 
important in order to avoid mistakes





S‐100 positivity in leprosy

• Old reports mentioned positivity of 
histiocytes for S‐100 in some cases of leprosy

• Modulation of S‐100 within macrophages has 
been suggested as a possible cause; Unlikely 
due to cross‐reactivity with mycobacteria

• S‐100 positivity may be misinterpreted as a 
histiocytic tumor

• Old literature, sometimes, still helps…





Of several possible explanations for 
the S100 positivity, the modulation of 
the amount of S100 protein in the 
macrophages seems more reasonable 
than other possibilities (…).

The trivial possibility that the antibody 
to S100 protein cross-reacts with some 
component of the mycobacteria 
themselves is ruled out by the 
observations that lepromatous patients 
who have been treated so that few 
bacilli can be stained still retain S100
positivity in the macrophages. 
Also the observation that the lesion 
from three patients with histioid leprosy 
contained abundant mycobacteria but 
were S100 negative is evidence 
against any hypothesis that the 
bacteria themselves react with the anti-
S100 antibody. 



Lichen sclerosus

• Circumscribed changes observed in guttate LSA
• Sometimes associated with morphea 
("sclerolichen"); may be guttate as well

• Other unusual histopathological presentations: 
pseudolymphomatous with band‐like, 
epidermotropic lymphocytes and without 
sclerosis of the dermis (observed almost only 
on genital skin); haemorrhagic lymphangioma‐
like (both genital and non‐genital skin)



Bullous lichen planus

• Should be distinguished from lichen planus 
pemphigoides

• In many (most?) cases subepidermal cleft visible 
on histology, but bullous lesions not present 
clinically (post‐excision fixation artifact?)

• Develops as a result of extensive junctional 
damage (i.e. exaggerated Max‐Joseph spaces)

• Does not show any differences from 
conventional lichen planus in terms of 
treatment and prognosis



"Festooning"
(persistence of dermal papillae at base of blister)



Festooning

• Porphyria cutanea tarda; other forms of 
porphyria including drug‐induced 
pseudoporphyria

• Epidermolysis bullosa
• Cell‐poor bullous pemphigoid
• Suction blisters
• This case: lichen planus



Cutaneous IgG4‐related disorders
• IgG4 related to different disorders at 
extracutaneous sites

• In the skin IgG4+ plasma cells found in 
unrelated conditions (e.g., granuloma faciale, 
AHWE, cutaneous plasmacytosis); IgG4+ 
plasma cells may be observed also in lesions 
unrelated to IgG4‐related disorders

• In some cases skin rash in extracutaneous 
IgG4‐related disorders; clinicopathological 
features not well described







10 patients (M:F = 9:1)
9 patients: erythematous and itchy 
plaques or subcutaneous nodules on the 
head & neck; 1 patient: forearm and 
waist
8 patients had extracutaneous lesions at 
one or more locations: (LN: 6, lacrimal 
glands: 3, parotid glands: 3, kidney: 1)
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Bullous pemphigoid and eruptive milia

• Milia are commonly observed in 
epidermolysis bullosa acquisita but are 
comparatively rare in bullous pemphigoid

• Eruptive milia described in some patients 
with bullous pemphigoid; may be associated 
to particular subtypes of the disease





"Neutrophilic dermatosis of dorsal hands"

• Neutrophilic dermatosis of the dorsal hands 
is a term used in the literature for 
haemorrhagic‐bullous lesions with dense 
neutrophilic infiltrates (initially named 
"pustular vasculitis of the hands")

• Most likely represents a variant of Sweet 
syndrome

• Association with hematological disorders 
may be found (as in conventional Sweet 
syndrome)











Circumscribed palmar (plantar) hypokeratosis

• Localized disorder of aberrant differentiation 
or keratinization

• Usually adults; one congenital case
• Different keratins have been involved in 
different patients

• K10 and K16 were expressed in a mutually 
exclusive manner at the boundary between 
the affected and unaffected skin in a recent 
case (K16+ in affected, K10+ in unaffected 
skin)







Pemphigus in young individuals

• Mean age of onset of pemphigus 50‐60 
(with the exception of fogo savagem, which 
is mostly observed in young adults and 
children)

• Cases of PV in children or young adults 
described

• No clinicopathological differences compared 
to cases in adults / elderly



"Collisions" in pemphigus

• Rarely features of an associated disorder on 
specimens of pemphigus vulgaris

• I have observed it with SCC (acantholytic AK 
and acantholytic SCC), fibropapilloma, 
scabies, and perforating collagenosis; 
described also in other conditions

• Probably, at least in part, a Köbner 
phenomenon



Papular acantholytic dyskeratosis
of genitocrural region

• Histopathologic changes similar to those of 
Hailey–Hailey disease and Darier’s disease

• Genitocrural localization
• Variant of acantholytic dyskeratosis? Darier? 
Hailey–Hailey? Grover?

• A mutation in ATP2C1 observed in 3 cases of 
PAD of the genitocrural area lends support 
to the hypothesis that it represents a 
dyskeratotic variant of Hailey–Hailey disease





Ulcero‐necrotic PLEVA
• Considered as a severe form of PLEVA characterized
by malaise, fever, arthritis, lymphadenopathy and
large, confluent necrotic skin lesions as well as
possible mucosal, gastrointestinal and pulmonary
involvement

• Transition from PLEVA to the ulcero‐necrotic form 
has been associated with increased serum levels of
TNF‐

• May be fatal (in adults, not in children); yet 
evaluation of prognosis difficult in old reports (true 
fulminant lymphomas included in the same group?)



"Atypical" PLEVA
• A few case reports and small series described an 
"atypical" form of PLEVA with phenotypic aberrations 
but benign behaviour

• Overlapping features with PLEVA‐like MF in children 
and with lymphomatoid papulosis (types B/D)

• Precise classification may be difficult or impossible in 
given cases

• Clear‐cut phenotypic aberrations (e.g., loss of pan T‐
cell markers, etc.) should be regarded with great
suspicion in an "inflammatory" condition

• Long‐term follow‐up advisable (akin to LyP)
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1995



 T‐cell‐rich variants of LyP
and PL may reflect a spectrum 
of related conditions.



Following completion of 6 months of 
clarithryomycin, therapy was 
discontinued; however, over the ensuing 
15 months, he has subsequently suffered 
four episodes of recurrences and each 
episode promptly cleared with reinitiation
of oral clarithromycin and graduated sun 
exposure (when seasonally appropriate).



Variants of lichen planus
• Actinic LP (LP actinicus, LP subtropicus, lichenoid melanodermatitis)
• Acute exanthematous LP (eruptive LP)
• Annular LP
• Atrophic LP
• Bullous LP
• Hypertrophic LP
• Inverse LP
• LP pigmentosus
• Lichen planopilaris
• Linear LP
• Ulcerative LP
• Nail LP
• Oral LP
• Vulvovaginal LP
• LP pemphigoides
• Discoid LE / LP overlap syndrome
• Drug‐induced LP (lichenoid drug eruption)



Psoriasiform (PLEVA‐like) drug reaction
• Pembrolizumab is an immune checkpoint 
inhibitors (anti‐programmed cell death 
receptor 1)

• Cutaneous immune‐related adverse events 
include both autoantibody‐related 
(epidermolysis bullosa acquisita and bullous 
pemphigoid) and psoriasiform eruptions in 
addition to cytotoxic eruptions (morbilliform, 
lichenoid, vitiligo, Stevens‐Johnson syndrome 
and erythema multiforme)





Papulopustular eruption in targeted therapies

• Side‐effect of systemic steroids, androgens 
and other "conventional" drugs

• Increasingly observed with several 
"targeted" drugs including anti EGFR, MEK 1 
& 2 inhibitors, anti‐BCR‐ABL, anti HER2, anti 
VEGFR‐1 and 2

• Pustular eruption particularly on the head 
and neck

• Comedones usually absent
• May be mistaken clinically for AGEP



Described mostly in inhibitors of the RAS-RAF-MEK-ERK 
pathway and in epidermal growth factor receptor inhibitors 



Panniculitis in checkpoint inhibitors

• Mainly lobular panniculitis
• Neutrophils in the infiltrate (r/o infectious 
panniculitis)

• May mimic clinically disease recurrence 
(subcutaneous indurated plaques / nodules)





Cutaneous reactions to targeted therapy

• Different patterns related to the mechanism 
of the drugs; many eruptions similar to 
"conventional" drug reactions (e.g., 
morbilliform, lichenoid, TEN, etc.)

• Peculiar patterns: panniculitis, acneiform 
("papulopustular") eruptions, eruptive KAs, 
psoriasiform – PLEVA‐like eruptions, 
sarcoidosis‐like lesions among many others





T‐VEC (talimogene laherparepvec) 

• T‐VEC (talimogene laherparepvec) is a 
genetically engineered oncolytic herpes 
virus used to treat metastatic melanoma

• Side effects: fatigue and chills, fever, nausea, 
flu‐like symptoms, pain at the injection site, 
anemia, vasculitis, pneumonia, worsening 
psoriasis, glomerulonephritis

• Like herpes simplex virus, T‐VEC may persist 
in neurons and cause latent infections



One case of "plasmacytoma near the site of injection (without systemic disease)" 
reported to the company by an investigator, but never published.



• RAS-RAF-MEK-ERK pathway (Morbilliform eruption, Papulopustular 
eruption, Xerosis , Epidermal neoplasms, Keratosis pilaris-like reaction, 
Seborrheic dermatitis-like eruption, Hyperkeratotic hand-foot reaction, 
Photosensitivity, Panniculitis)

• PI3K-AKT-mTOR pathway (Stomatitis, Inflammatory eruptions)

• Hedgehog signaling pathway inhibitors (Alopecia, Dysgeusia)

• Immunomodulatory agents (PD-1, PD-L1, CTLA-4 inhibitors) 
(Autoimmune dermopathies, Immune-related colitis/diarrhea, Pruritus, Morbilliform 
eruption, Vitiligo-like hypopigmentation, Scleroderma, PLEVA-like eruption, 
Papulopustular eruption, Panniculitis)

• Epidermal growth factor receptor inhibitors (Papulopustular
eruption, Xerosis, Hair changes, Mucositis, Nail changes, Photosensitivity)

• KIT and BCR-ABL inhibitors (Edema, Morbilliform eruption, Pigmentary
changes, Alopecia, Other inflammatory eruptions)

• Antiangiogenesis agents (Mucocutaneous hemorrhage, Disturbed wound
healing)

• Multikinase inhibitors (Hyperkeratotic hand-foot skin reaction, Inflammatory 
eruptions, Hair changes, Genital involvement)

BY NO MEANS AN EXHAUSTIVE LIST…


