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F, 81

History of pemphigus vulgaris (1%t diagnosis 2,5 years
before presentation; at present managed with
mycophenolate-mofetil). According to the patient new
lesion on the right flank for approximately 9 months.

Two biopsies are taken.



Masson

Biopsy #1 Prussian blue



Biopsy #2



Poikilodermatous plaque-like hemangioma

Masson



16 cases; mean age /2 years
M:F=7:1



Poikilodermatous plague-like hemangioma



M, 76

History of psoriasis of the scalp (never verified histologically). Lesions on the buttocks
present for some months.

A biopsy is taken.



Senile gluteal dermatosis



e 137 patients; M:F = 18,6:1; mean age /9.4 years

e Brownish plagues on the gluteal cleft and each
side of the buttocks

e Most patients spent most of the day sitting but
reported no special way of sitting or lying

e "Senile gluteal dermatosis is a common
dermatosis, mostly affecting the thinner elderly.
Friction, pressures and long hours sitting
seemed to be important factors to trigger this
dermatosis"
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Prurigiform Angiomatosis: Reactive Angioproliferation in
the Skin and Vascular Endothelial Growth Factors
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e 38 patients; median age
/76 years; M:F =2,8:1

e Prominent proliferation
of dilated capillaries and
postcapillary venules,
underneath epidermal
changes resembling
lichen simplex chronicus

e "We propose the term
prurigiform
angiomatosis for the
morphological picture
of prurigo/lichen
simplex chronicus-like
epidermal hyperplasia
with prominent dermal
angioproliferation”



16 patients
M:F=7:1
Mean age: 72 years

Almost all lesions were located on
the lower extremities (hip, thigh,
and lower leg); 1 lesion arose on
the shoulder.

137 patients
M:F=18,6:1
Mean age /9.4 years

Location: gluteal cleft and each
side of the buttocks

CIIcsal Sy

Prurigiform Angiomatosis: Reactlive Angioproliferation in
the Skin and Vascular Endothelial Growth Factors
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38 patients
M:F=28:1
Median age 76 years

Location; buttock (n = 17), intergluteal
fold (n =12), knee (n = 3), hip (n = 2),
inguinal area (n = 2), and dorsum (n = 1)



Dr. Luis Requena (El Catedratico)
Interesting and teaching cases from Madrid

Personal opinion of El Catedratico:

e Senile gluteal dermatosis, prurigiform
angiomatosis and poikilodermatous plaque-like
hemangioma are the same entity

e Probably this lesion is not a hemangioma, but a
reactive process secondary to friction, pressure
and long hours sitting in elderly patients




M, 71

According to the patient lesion on the left
lower leg for 2 months. No improvement
after 2 weeks of cefuroxime.






Stasis dermatitis



My personal opinion:

* Senile gluteal dermatosis, prurigiform angiomatosis and
poikilodermatous plague-like hemangioma belong to the
spectrum of "stasis dermatitis”

* All these lesions show a variable proliferation of small
capillaries, mostly within the superficial dermis; epidermal
changes may or may not be present

* This proliferation of capillaries is not a hemangioma, but
represents a reactive process secondary to different noxae,
all of which result in alterations of the blood flow and
reduced oxygen delivery to the skin (chronic oxygen
deprivation dermatitis — cODD)


















Chronic Oxygen Deprivation Dermatitis — cODD

Poikilodermatous plaque-like hemangioma Senile gluteal dermatosis / Prurigiform angiomatosis Stasis dermatitis



F, 16

History of psychosis, hallucination, self-
inflicted wounds, drug intake.

Found unconscious on the floor and taken to
the hospital.

Two days later dermatological consultation for
evaluation of partly bullous, fixed lesions on
the skin.

A biopsy is taken.









Coma blisters
(acute Oxigen Deprivation Dermatitis —aODD)



Coma blisters (coma bullae)

e Associated with several noxae (e.g., barbiturate, opioids or
nenzodiazepine overdose, CO intoxication, alcohol, viral encephalitis,
nypoglycemia, cerebrovascular accidents)

e Have been observed also following surgical procedures requiring
general anesthesia, and in non-comatose patients (particularly those
with severe neurologic diseases or after prolongued immobilization)

e Most likely due to pressure-related ischemia; secretion of drugs
through eccrine glands probably plays no role (necrosis of glands
seen also in cases unrelated to drugs)

e All cases show similar histopathological features irrespective of the
etiology / mechanism




CO intoxication



Barbiturate intoxication



Acute Oxygen Deprivation Dermatitis — aODD | Chronic Oxygen Deprivation Dermatitis — cODD




F, 73
Giant inguinal hernia.

According to the patient partly
ulcerative abdominal lesions for
some months.

A biopsy is taken.



Diffuse dermal angiomatosis

(focal chronic Oxigen Deprivation Dermatitis)



F, 70

History of dyslipidemia and essential
hypertension, managed with
furosemide, nebivolol, amlodipine,
valsartan, ticagleror and cardioaspirin.
Myocardial infarction 1 month before
onset of skin lesions.

Painful, ulcerative lesions on the lower
abdomen for 2 months.

A biopsy is taken.

(Consultation Dr. C. Cota, Roma)



CD31

Diffuse dermal angiomatosis
(focal chronic Oxigen Deprivation Dermatitis)



Diffuse dermal angiomatosis of the
abdomen

IMiTuse dermal angicmatosis (202AY s 2 well-<delned
clinicopathological enlivy Belonging Lo the COLansous rea-
dve angiomarnses, 4 sroup of benign vascular disorders
chitrgatorized by intravaseubr and extravaseular hyper-
plasia of endothellal cells with or without aecomnpanyg

EJEV wal 23, o° 4, Joiv-Augose 2045

The ischemic etiology of DDA (in this case) was
further supported by the development of
myocardial infarction one month before the
appearance of the cutaneous lesions. In addition,
as hypothesized for cases occurring on large
pendulous breasts, recurrent traumatism over a
fat-rich area could also contribute to
neoangiogenesis, particularly in patients with a
procoagulant state or vascular damage.




Chronic Oxygen Deprivation Dermatitis — cODD



F, 66

According to the
patient skin lesions on
the buttocks for 10
years. No improvement
(?) with different local
treatments (the
patient does not
remember which).

A biopsy is taken.



Psoriasis



M, 23

According to the
patient painful
lesions in the
perianal region for
the last 2-3
months.

A biopsy is taken.



Lichen simplex
chronicus



M, 58

According to the
patient itchy
lesions in the
rima ani for >1
year.

A biopsy is taken.



Lichen simplex chronicus



New biopsy 2 months later
(clinical suspicion of LSA)



12 years later (new biopsy, suspicion of LSA )



5 more years later
(new biopsy, suspicion of LSA )



17 years of itchy rima ani

whitish areas (typical of LSC on
mucosae and intertriginous skin)
biopsied 4 times for suspicion of LSA




F, 63

History of abscess in the left perianal
region 10 months before
presentation.

According to the patient livid
discoloration of the buttocks for at
least 3 months.

A biopsy is taken.



Chronic frictional
dermatosis

(and early senile gluteal dermatosis)



There is a substantial difference between
cODD and LSC, but cODD may show
secondary changes of eczema and/or LSC



M, 75

History of lung carcinoma
managed with
pembrolizumab (6
cycles).

Onset of lesions on
buttocks and extremities
after the 3" cycle (now
present for 9 weeks).

A biopsy is taken (from
the thumb).



Lichen planus






M, 28

According to the patient partly erosive perianal lesions for 1,5 years; improvement in
wintertime, worsening in summertime. A previous external biopsy was reported as
"acantholytic dermatosis" (not available for review).

A new biopsy is taken.



Hailey-Hailey disease



M, 51

History of "anal carcinoma" (diagnosis
made 5 years before presentation; CR
after radiotherapy).

Perianal lesions since many years, getting
worse for the last 6 weeks (the previous
biopsy reported as "anal carcinoma" was
performed for evaluation of "chronic
eczema" of the perianal area).

A biopsy is taken.



Squamous cell carcinoma

on the background of chronic
eczematous dermatitis



M, 6

Perianal eczematous
dermatitis since the first
months of life.

Recent diagnosis of Crohn
disease.

A biopsy is taken.



Perianal eczema in Crohn disease

(likely associated with zinc deficiency)
Zinc levels not measured; relapsing perianal lesions for >12 years






Gor, 1980, 21, 387-391

Zinc absorption in Crohn’s disease
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M, 37
According to the patient skin lesions on the genital area and buttocks for >4
weeks. No improvement with local steroids.

PCR positive for Candida parapsilosis (culture negative).

A biopsy is taken.



Acrodermatitis enteropathica
Zinc: 48 mcg/dL (80-120)



M, 46

According to the patient solitary,
slowly growing lesion on the right
buttock for >10 years.

A biopsy is taken.



Mycosis fungoides
(solitary with large cell transformation)



F, 72

Sent by a private dermatologist for
further management of "calcinosis
cutis" on the left buttock.

MR: calcified, not clearly cystic
expansion without infiltration of the
muscles.

A biopsy is taken.



During surgery a whitish fluid comes
out from the incision.

(Picture courtesy Doz. Dr. M. Horn)






Filler reaction
(consistent with copolyamide)

Kossa



F, 74
Asymptomatic perianal lesions for approximately 6 months, treated first with a
"body cream" and then by a private dermatologist with a local steroid.



Lichen sclerosus

with lichen simplex chronicus-like horny layer



M, 63

History of stem cell transplantation 3 months before presentation (essential thrombocythemia with
post-ETH myelofibrosis), and of cutaneous GVHD (grade 1, CR after local steroids).
Immunosuppression with cyclosporin. Perianal lesion detected during hospitalization (duration
unknown) and biopsied under a suspect clinical diagnosis of SCC.



Vegetating Herpes simplex
(HSV2+ by PCR)

Time of biopsy 1 month later



M, 87
History of melanoma in situ (left upper arm) 4 years before presentation.

Perianal skin lesions of unknown duration, treated with intermittent local
steroids for the last several weeks (improvement / recurrences).

A biopsy is taken to rule out Bowen disease.



Edematous ("bullous")
lichen simplex chronicus



F, 81
According to the patient itchy lesions on the genital area present for some years.
Treated by a private dermatologist with local steroids and antimycotic creams

without improvement.

A biopsy is taken.



Extramammary Paget disease

CK7



M, 61

According to the patient perianal
"eczema" for 4 years; a private
dermatologist found several
"fungi"; no improvement after 2
weeks of systemic antimycotic
treatment.

A biopsy is taken.



Porokeratosis ptychotropica
& chronic eczema






Porokeratosis ptychotropica

& chronic eczema

(showing only the intraepidermal
portion of cornoid lamellae)



M, 64
Tetraparesis for 2 years; bed with anti-decubitus mattress.
Sent by GP for evaluation of verrucous lesions on the

buttocks.
A biopsy is taken.



Papillomatosis cutis
lymphostatica in
chronic lymphedema



M, 75

Lesions on the buttocks and groin for
several weeks, subsequently spreading to
the thighs and flanks.

A biopsy is taken.



Glucagonoma syndrome
(pancreatic tumor)



Psoriasis

Herpes simplex

Lichen planus

cODD

LSC

Extramammary
Paget

Mycosis fungoides

Crohn disease &
zinc deficiency

Porokeratosis
ptychotropica

Hailey-Hailey

Syphilis

LSA



M, 83

History of Merkel cell
carcinoma 6 months
before presentation.
Chronic lymphedema on
both lower extremities.
Hemorrhagic lesions on
the right lower leg of
unknown duration.

A biopsy is taken.



Unilateral, "nummular" stasis dermatitis
and chronic frictional changes



M, 84
Skin lesions on the right leg for approximately 3 weeks.

A biopsy is taken.



Prurigo

"segmental” on right leg only



F, 70

According to the patient skin lesions on the left leg
for 30-40 years. No improvement with various local

treatments.

Two biopsies are taken.



Biopsy #1



Biopsy #2



Unilateral eczematous dermatitis



Unilateral leg dermatoses

Stasis dermatitis Excoriated prurigo Eczema Bullous impetigo Erysipelas Herpes zoster



F, 65
Known SCLE.

Previously managed with resochin,
thalidomide, MTX, dapsone, mycophenolate
mofetil, azathioprine, rituximab.

Treatment with hydroxycholoroquine and
mepacrine for the last 10 months.

A biopsy is taken.



"Stasis" dermatitis & ochronosis in chloroquine therapy



F, 50

History of SLE for the last
34 years, managed with
several options over the
years (at present systemic
steroids, mepacrine,
hydroxychloroquine,
mycophenolate mofetil).

No active cutaneous
lesions of SLE; blue-grey
discoloration of both shins
of unknown duration.

A biopsy is taken.



Ochronosis

hydroxychloroquine-induced









Alcaptonuria Exogenous (hydroquinone) Hydroxychloroquine treatment



F, 67
According to the patient itchy lesions on the scalp for >1 year.

A biopsy is taken.



Chronic frictional
dermatosis



M, 69

History of itchy scalp lesions for the last 11
years, with "black discoloration" of the hairs
and itchy lesions on the entire body ("atopic
dermatitis of the elderly").

A punch biopsy taken 9 years before was
interpreted as "late stage of CDLE".

A new biopsy is taken.



New biopsy



Clinical presentation 9
years before (one
picture taken one day
later than the others,
after shaving the hairs).

Original biopsy (reported as "late stage of CDLE")



Chronic frictional dermatosis (lichen simplex chronicus)
in a patient with "atopic dermatitis of the elderly"



M, 56
According to the patient itchy skin lesions on the scalp for 9 months. Sent by a

private dermatologist for a biopsy.
A biopsy is taken.



Prurigo /
Lichen simplex chronicus



Comes back 10 months later;
a new biopsy is taken



New biopsy






Chronic prurigo of the scalp



Chronic frictional dermatosis (lichen simplex chronicus / prurigo) of the scalp



M, 49

According to the patient
generalized itchy skin changes
and palmar hyperkeratoses for
approximately 2 years.
Improvement with local steroids
and during summertime. The
patient reports an occupational
exposure to metals (a patch-
testing was negative).

A biopsy is taken from the left
palm.



Eczematous dermatitis

(contact allergic ?)



5 months later no improvement
with local ointments, oral steroids,
PUVA, Re-PUVA.

A new biopsy shows again the
pattern of a spongiotic
("eczematous") dermatitis



4 more months later (9 months after first presentation) still generalized
skin lesions. No improvement with alitretinoin.

Two new biopsies are taken (back of the right hand, right shoulder).






Eczematous dermatitis



2 more
months later
(11 months
after first
presentation)
still
generalized
skin lesions.

No
improvement
with MTX.

New papular
lesions on the
back of the
feet; a new
biopsy is
taken.



Eczematous dermatitis
(papular, with dense infiltrate)



5 more months later (16 months
after first presentation) becomes
erythrodermic.



During the next 3 years managed as "atopic
dermatitis vs. psoriasis vs. mycosis fungoides"
with extracorporeal photopheresis, interferon
alfa-2a, bath PUVA, oral steroids.

Recurrent poussées of erythroderma.

A new biopsy is taken (now >4 years after 15t
presentation).



Most likely eczematous dermatitis

(the infiltrate becoming band-like, but no epidermotropism)



8 months later (now 5 years after 1% presentation) two new biopsies
from lichenified lesions on the forehead and distal upper extremities.






Mycosis fungoides ?
(cytotoxic, CD8+)

CD3 CD4 CD8



CD8



5 months later (now 5,5 years after 1%t presentation) the erythroderma
resolves and the lesions get in part a photodistribution. Still remarkable

hyperkeratotic palmo-plantar lesions and also hyperkeratotic lesions at
sites typical for psoriasis.



At this stage, a phototesting is performed, and it is positive for both UVA and
UVB.

A biopsy is taken from the phototesting area, and a second one from the
distal upper extremities.

CD5

CD8



Mycosis fungoides ?
(cytotoxic, CD8+)

CD3 CD4 CD8



2,5 years later (now >8 years after 15t presentation)
presents again with erosive lesions on the buttocks and
groin. The lesions on the face almost completely
resolved; still persistent palmo-plantar hyperkeratoses. A
new biopsy is taken from the buttocks.



Chronic
eczematous dermatitis



CD3

CD4

CD8



8,5 years

Over a period of >8 years several poussees of erythroderma on the background of a partly psoriasiform, partly eczematous, partly
lichenified dermatitis with palmo-plantar hyperkeratoses. Positive phototesting. The biopsies at onset showed a pure spongiotic pattern,
over time acquiring "MF-like" features (yet clear-cut epidermotropism in one biopsy only), getting back to an eczematous pattern in the
last biopsy. All tested biopsies CD8+. Checked several times for presence of extracutaneous involvement (always negative).

Pseudolymphomatous eczematous dermatitis ?
Mycosis fungoides in a patient with eczema ?
Actinic reticuloid in a patient with eczema ?

Just actinic reticuloid ?



8,5 years

Over a period of >8 years several poussees of erythroderma on the background of a partly psoriasiform, partly eczematous, partly
lichenified dermatitis with palmo-plantar hyperkeratoses. Positive phototesting. The biopsies at onset showed a pure spongiotic pattern,
over time acquiring "MF-like" features (yet clear-cut epidermotropism in one biopsy only), getting back to an eczematous pattern in the
last biopsy. All tested biopsies CD8+. Checked several times for presence of extracutaneous involvement (always negative).

Overlap actinic reticuloid / "atopic dermatitis"



M, 69

Eczematous ("atopic")
dermatitis for the last
few years.

In the last weeks lack
of response to local
treatment.

Two biopsies are
taken.



1t presentation 13 months later 19 months later 35 months later (biopsies)



15t biopsy



2"d biopsy



Lysozyme

MPO



MPO

Eczematous ("atopic") dermatitis since a few years.

Alternation of improvement and worsening for the last 4
years.

Lack of response to conventional treatment; 2 skin
biopsies show features of eczematous dermatitis but also
an atypical mononuclear cell infiltrate.

Further investigations: pancytopenia; bone marrow
biopsy shows myelodysplastic syndrome.

Four months later: worsening of the general conditions;
bone marrow biopsy shows progression to AML.

Exitus 11 months later.



Specific infiltrate of myelogeneous
leukemia at the site of eczematous
("atopic") dermatitis



Subcutaneous hematoma with cells

of chronic myelogenous leukemia

Leucocytes: 151,4 (4-10); LDH: 732 (87-241)
BCR-ABL1 translocation ("Philadelphia chromosome”)

M, 27

According to the patient recurrent onset
of subcutaneous nodules in the absence
of trauma (the patient performs sports)
for the last months; the lesions resolve
spontaneously within a few weeks. At
presentation single subcutaneous,
ecchymotic tumor on the left arm. Lost 4-
5 Kg. within the last 4-5 months; diffuse
effluvium.

MPO Ki-67



MPO

F, 72

Recent diagnosis of acute
myeloid leukemia. Sudden
onset of a hemorrhagic,
partly vesicular lesion on
the right breast.



()
Overlap AML / Sweet syndrome

with intravascular cells of AML



M, 67

According to the patient 6 months before
presentation onset of lesions that "come and

go".
A biopsy taken by a private dermatologist
short after onset of the first lesions was
reported as "lymphocytic infiltration —
suspicion of LE tumidus". Managed with
hydroxychloroquine 200 mg/d for the last
month.

A new biopsy is taken.



Sweet syndrome...

New biopsy



Biopsy taken 5 months earlier CD123



...Sweet syndrome in a patient with LE tumidus...

15t presentation 16 days later 32 days later
(after systemic steroids; local steroids still given;
hydroxychloroquine still given)



Five months later new episode of Sweet syndrome.

A new biopsy is taken.



...Histiocytoid
Sweet syndrome...



...Sweet syndrome, histiocytoid Sweet syndrome, & LE tumidus...



VEXAS syndrome

15t presentation 6 months later 18 months later

Mutation of the UBA1 gene (p.M41L), variant allele frequency: 71.3%; intracytoplasmic vacuoles in bone marrow myelocytes.
Started on tocilizumab.



VEXAS syndrome

V acuoles, in myeloid and erythroid progenitor cells within the bone marrow.
E 1 enzyme, alterations of the ubiquitin-activating enzyme.

X -linked, UBA1 gene is found on the X chromosome at Xp11.23.

A utoinflammation, as the resulting pathological process.

S omatic, i.e. mutations of the UBA1 gene are not germline.

Mostly in males >50 presenting with glucocorticoid-dependent inflammation, neutrophilic
dermatoses, chondritis and myelodysplastic features.

Considered as an autoinflammatory disorder.

Skin manifestations are common and an early feature of the disease (leukocytoclastic
vasculitis, neutrophilic dermatoses including Sweet syndrome).

"Histiocytoid" cells frequently found in skin biopsies (e.g., histiocytoid Sweet syndrome).
Poor prognosis.






M, 57
Sent by a private dermatologist for evaluation of a recurrent urticaria for the
last 3 years.

A biopsy is taken.



"Histiocytoid" cell dermatitis
VEXAS syndrome
(UBA1 gene mutation)

MNDA MPO



15t presentation 1 month later

Changing lesions, yet small and not clearly urticarial; the clinical differential diagnosis would
include a Sweet syndrome; presence of histiocytoid cells within the infiltrate should raise the
differential diagnosis of VEXAS syndrome in "urticarial" or "Sweet-like" dermatoses.



M, 58

According to the
patient first onset of
"recurring skin
lesions" with fever for
the last 3 years. In the
last months systemic
treatment with
prednisone 25mg/d,
tapered off and
stopped a few weeks
before presentation.

Since a few days onset
of new lesions; fever.

A biopsy is taken.



Histiocytoid Sweet syndrome









Histiocytoid Sweet syndrome

As a marker of a hematological disorder ?



1 year later (new biopsy)



MPO




15t presentation 1 year later

3-year history of recurrent skin lesions with fever. Managed with systemic steroids with good
response but with recurrences after tapering the steroids. Hematological investigations
(including bone marrow biopsy) negative. Several recurrences, always with fever, in the 6 years
following first observation. No development of a hematological disease.

Died of a cerebrovascular accident 6,5 years after first presentation (without any sign of a
hematological disorder).



13 cases

5 patients had MDS

1 patient had AML

1 patient had unspecific chronic myeloproliferative disorder

33 cases
1 patient had CML




Histiocytoid cells (immature myeloid cells) may be the marker of a
hematological disorder, but their presence is not synonymous with it

MPO

MNDA
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