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Clinical presentation:

- 68-year-old male patient

- Slowly progressive swelling for one year, dig. IV left
- Occasional weeping, no pain

- Clinician suspected: chronic paronychia

- External histology: nonspecific inflammation



Histology:




b
Ly

™ BT Wy
o R

i

‘=§:m ya
e e
1 .Ig‘!
e

Tl




Histology
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Immunohistochemistry:
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Immunohistochemistry:

SMA

myoepithelial layer highlighted with SMA, calponin, p63 and
focally podoplanin




Immunohistochemistry:




Summary of the findings:

Clinical presentation:

Slowly progressive swelling at
the lateral nail fourth for one
year

Ulceration

Occasional weeping, no pain
Paronychia?

Histology:

Dermal infiltrative adnexal npl.
Combination of cystic, tubular/
ductal structures, papillary
proliferations and solid areas
Myoepithelial cell layer

Mild atypia, few mitoses

diagnosis



Summary of the findings:

Clinical presentation:

Slowly progressive swelling at
the lateral nail fourth for one
year

Ulceration

Occasional weeping, no pain
Paronychia?

Histology:

Dermal infiltrative adnexal npl.
Combination of cystic, tubular/
ductal structures, papillary
proliferations and solid areas
Myoepithelial cell layer

Mild atypia, few mitoses

digital
papillary

adeno-
carcinoma




HPV detection

Our patient:
Positive for HPV42 and for HPV92
Both are alpha papillomaviruses, mucosal low-risk types




HPV detection

Our patient: Syphilitic Paronychia:

Positive for HPV42 and for HPV92 Primary infection of syphilis
Both are alpha papillomaviruses, mucosal low-risk types

From: Shintaro K and Yukinori H Syphilitic
Paronychia. Am J Med. 138, Issue 3e31-e32; 2025
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HPV detection

Our patient: Syphilitic Paronychia:
Positive for HPV42 and for HPV92 Primary infection of syphilis
Both are alpha papillomaviruses, mucosal low-risk types

The coinfection (detection) with two mucosal HPV might
lead to the hypothesis that HPV have been required through
direct digital inoculation from mucosal epithelium.

From: Shintaro K and Yukinori H Syphilitic
Paronychia. Am J Med. 138, Issue 3e31-e32; 2025
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Literature: clinical features and prognosis

Mendenhall SD et al. Bernstein E et al.

 85% hand, in 79% digital

* Less common on the feet, toes, ankle, thigh
* Male: female= 4:1

* Median age 54 years (range 16-94)

* More often in Caucasian

our patient

Local recurrence rate:

Metastasis rate:

Can be misinterpreted as
benign lesion:

* Ganglion (50%—80%)

* Giant cell tumors of
tendon sheath (7%—
12%)

* Epidermal inclusion
cysts (5%—9%)

* Paronychia (rare)

Bernstein E et al. Digital Papillary Adenocarcinoma at the Site of 5 Years of Recurrent Paronychia: Case Report and Literature Review. Case Reports in Oncological Medicine.
Volume 2024, Article ID 9910470. Mendenhall SD et al. Aggressive Digital Papillary Adenocarcinoma: A Meta-Analysis of the Presentation, Treatment, and Outcomes of a Rare

Hand Tumor. HAND 2026, Vol. 21(3) 462-471



Literature: Histologic DDx of DPA

I Digital Papillary adenocarcinoma | | Tubular adenama | | Hidradenoma | I Apocrine mized tumar |

Histopathology

Pimamatithey 22 W5 nlAndge KIEHIRLD e =y

SHORT REFORT

Methylation analysis as a diagnostic tool for sweat gland
tumours classification with emphasis on the distinction
between digital papillary adenocarcinoma and mimickers

[erve Sofuer. ' 40 Nicolas Maceme, ™00 Anne Tellet 0 Coralic Moussct. ™0
Ml Baetlstclln, ™0 Eduarda Calonge,” (% Andrens Von Doimlng™ 5 8 Thitalt Eerarec 5

Digital papillary adenocarcinoma:
HPV42+ (12 out of 12)

Hidradenoma: CRTC1::MAML?2 il st A e SRl N AL R s e
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Tubular adenomas: BRAF V600E
mutation (9 out of 11)

Apocrine variant of mixed tumours:
TRPS1::PLAG1 fusion (5 out of 8)




Literature

Methylation profiling of sweat gland .
tumours: .
. L]
Mc?st tumour types. display a :. . -
unique cluster, setting them apart B .
from the others. " ; B

@ tubular adenoma

Notably, DPA cases also formed a
distinct cluster distinct from tubular

adenomas, hidradenomas, and '::' ’
mixed tumours, with the exception
of one DPA case with low tumour
cellularity.

X

Sohier P. et al. Methylation analysis as a diagnostic tool for sweat gland tumours classification with emphasis on the distinction between digital papillary adenocarcinoma and
mimickers. Histopathology 2025, 87, 618—-623.






Clinical presentation:

26-year-old female, otherwise healthy

Development of multiple tiny nodules on both hands
at the age of 14

No family member had similar lesions

viral warts = treatment without any effects

Clinician suspected: dermatofibroma




Clinical presentation:
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Histology:




Histology:

- Superficial epithelioid and spindled
cells with a myxoid stroma

- Dermal nerve sheath myxoma?

- S100 and SOX-10 negative




Histology:
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Immunohistochemistry:
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Summary of the findings:

Clinical presentation:

Multiple red-brownish

papules on the back of the

hand / fingers in a child . .
Asymptomatic d|agn05|5

No family history

Histology:

Dermal, well circumscribed,

non-encapsulated '
Lobulated / nested epithelioid —

spindle shaped cells with pale

cytoplasm

Myxoid stroma

CD10+, NKiC3+, S100-, SOX-10-



Summary of the findings:

Clinical presentation:

Multiple red-brownish
papules on the back of the
hand / fingers in a child
Asymptomatic

No family history

Histology:

Dermal, well circumscribed,
non-encapsulated

Lobulated / nested epithelioid —
spindle shaped cells with pale
cytoplasm

Myxoid stroma

CD10+, NKiC3+, S100-, SOX-10-

multiple
cellular

neuro-
thekeomas




Literature: Multiple cellular neurothekeomas

Multiple
neurothekeoma are
very rare:

only eight cases
had been reported

Children or young adults
Slight male
predominance

Most common location:
head and neck <-
Genetic background? In
two cases family

members were affected.

TABLE2 Reparted cases of multiple cellular neurothekeomas in a single patient

Reference

Gill and Al
Daoud
\current
repart)

Mahalingarm
etal’

Garcla-Gutlerrez
et al
Kelly et alf

Kelly et al*

Almelda et al™

Ape Time course
déyears & years
30years 12 years

16 years 2 years

11 months 4 manths
Simce childhoed

21 years

¥ years 3 manths

Mumber of
Sex leslons

Fernale Mearhy are
dazen:
B biopsy
ProvEn

Male 15 in tatal;
12 biopsy

proven

Male  Approximately
30 (all blopsy

praven)

Male  Multiple [exact
number not
specificd)

Multiple [exact
numbser not
specified)

Fernale Multiple [exact
number not

specified)

Male

Locations of leslons

Head and neck
Upper extrarnity
Liower extremity

Head and neck

Head and neck

Head and neck

Trunk

Mat specified

Head amd neck

Clinical impression

Dermrmatafibrama
and nevus

Cyat, scar, molluzcum
contagosum

Anglafibrama, adnexal
necplasims, and
xanthopramulomas

Mat specified

Mollusoum contagiosum

Drifferential af
neurcfibroma,
schiwannoma, and
mwofibroma

Histolopic diagnosis

Cellular neurathekeoma
[ane Initially diagnosed
as dermatofibroma)

Celllar neurathekoma [twa
initially diagnosed as
angiofibroma, two
initially diagnosed as
intradermal Spltz nevus,
and two initially
disgnosed as keloidal
nodules)

Desmoplastic cellular
neurathekeoma

Cellular neurathekeoma

Cellular neurathekeoma

Desmoplastic cellular
neurothekeoma

Past medical history
Hyperparathyreidism
Left renal simple cysts
Multiple uterine fibroids
Epiddermeid cyst of

the left shoulder
Fibraadenoma of the left

breast

Mot specified

Ctherwlise healthy

Crtherwise healthy, no
pregnancy or delivery
complications

Mot specitiod

Mot specified

Farmily history

Crvarlan cancer

Mot specified

Mo similar lesions or
histary of syndromes

Oider brother
with multiple
neurothekeomas

Younger brother with
riultiple
neurathekeomas

Mot specified

Gill P and Abi Daoud MS: Multiple cellular neurothekeomas in a middle-aged woman including the lower extremity: A case report and review of the current

literature. J Cutan Pathol. 2019;46:67-73.






Clinical presentation:

7-year-old boy

Fitzpatrick skin type IV
Since a few months progressive
hypopigmented maculae
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Immunohistochemistry

Kie/

CD3




Immunohistochemistry:




Summary of the findings:

Clinical presentation:
e Sharply demarced

hypopigmentations dlagn05|s
« Child
Histology:
* Band-like .

lymphocytic infiltrate
* Prominent lining-up
« (D34, CD8+, CD4-




Summary of the findings:

Clinical presentation:

e Sharply demarced
hypopigmentations

e Child

Histology:

Band-like
lymphocytic infiltrate
Prominent lining-up
CD3+, CD8+, CD4-

Vitiligo
or
hypopig-

mented
CD8+
Mycosis
fungoides?




Helpful tools to resolve the diagnostic dilemma?

Table 1: Histopathological distinctions between
vitlligo and hypopligmented MF

Vitiligo Hypopigmented MF
Melanocytes Total loss Partlal (focal) loss
“Hydropic Rare More frequent
degeneration
BM thickening More frequent Rare
Lymphocytes In Less common More frequent
paplllary dermis
Dermal Less common More frequent
infiltrate (lower density) (higher denslty)
Dermal wiry Less common More frequent

fibrosis

Adopted from El-Darouti ef af.

El-Darouti MA et al. Vitiligo vs. hypopigmented mycosis fungoides
(histopathological and immunohistochemical study, univariate analysis). Eur J
Dermatol 2006;16:17-22.

Loro et al. Inflammatory vitiligo versus hypopigmented mycosis fungoides in a
58-year-old Indian female. Indian Dermatol Online Journal 2013; 4

MelanA

» Melanocytic density is not very helpful to
differentiate between an early vitiligo and
hypopigmented mycosis fungoides



Helpful tools to resolve the diagnostic dilemma?

Clinicopathologic correlation is essential:

Vitiligo:

Histology:

- CD8+ lymphocytic infiltrate

- Near-complete absence of melanocytes

- Basement membrane thickening

- Focal as opposed to diffuse epidermotropis
- Absence of T-cell clonal rearrangement

Clinical features:

- Very sharped boarders, often geographic

- “Chalk-white” (wood light)

- Face, hands, extensor sites, friction points,
symmetric

Mycosis fungoides:

Hi

stology:

CD8+ lymphocytic infiltrate

Relative decrease (<50%) of melanocytes
Vacuolar degeneration

Dermal wiry fibrosis

Diffuse epidermotropism

Clonal T-cell gene rearrangement

Clinical features:

Erythematous and papular borders surrounding
hypopigmented macules

Often not completely depigmented

Scaling, or poikiloderma

Coexisting erythematous lesions

Trunk, extremities, asymmetric

Abdel-Halim Ibrahim M. et al.

Thymocyte selection-associated high-
mobility group box as a potential diagnostic
marker differentiating hypopigmented
mycosis fungoides from early vitiligo: A
pilot study.

Ind J Dermatol Venereol Leprol. 2021
87(6):819-825.

- 15 patients with hypopigmented
mycosis fungoides (HMF) and 15
patients with early active vitiligo (V)

- Thymocyte selection-associated high-
mobility
group box (TOX)

- TOX+ :14/15 HMF cases (93.3%)

- TOX+:1/15 vitiligo case (6.7%)



Clinical presentation:

Often a conclusive diagnosis cannot be made! Follow-up!




DD of MF-like reactive T-cell lymphoproliferations

CD8




DD of MF-like reactive T-cell lymphoproliterations scleroderma
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DD of MF-like reactive T-cell lymphoproliferations
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Lichen Sclerosus et Atrophicus With Histopathologic
Features Mimicking Mycosis Fungoides

A Large Series of Cases Comparing Genital With Extragenital Lichen
Sclerosus
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TABLE 1. Summary of Histopathologic Features of Cases Included in Our Study

nIN (%)
Exiragenital Genital
Typical histopathologic features of LSA 2929 (100} 3794 {60.0) (prominent 35.1%, focal 23.5%)
Pscudo-MF histopatholome features ] M4 (93.6)
Granulomatous phichitis ] G694 (6.4)
Associated morphea 1/2% (3.4) ]
Prominent hemorrhage (“psendovascolar™ features) G20 (20.7) 4194 (4.3
Perincural infiltrate 529(17.2) 194 (1.1}
Germinal centers ] a4 (6.4)
B. burgdorferi DNA by PCR 1720 (5} 110 {10)




DD of MF-like reactive T-cell lymphoproliferations

TABLE 2. Assessment of the Phenotype and Clonality in Cases of LSA in the Literature (Including This Study)

CDS = CDd CDd4 = CDS TCR Clonality Assessment
References No. Cases (CasesfTotal No. of Cases) (CasesfTotal No. of Cases)  (MonoclonalfTotal No. of Cases) (%)
Regauer et al’ S0 30450 O30 19438 (50,0}
Regaver and 33 KD ND 18/33 (54.5)*

Beham-Schmid?

Lukowsky et al” 19 Relative ratio not presented Relative ratio not presented 1939 (48.7)
Citarella et al' 9 ND ND 19110
This study 494 {genital) 29/42 (epidermis) 13/42 {cpidermis) 16433 (48.5)

12/42 (dermmis) 30742 (derrnis)

27 (extrapenital) I 1T (epidermis)t 17 {epidermis)
1127 {dermis) 26/27 (dermis)

*18/33 cases with standard PCR analysis; subsequent fragment analysis showed a monoclonal population of T-lvmphecytes in B/18 positive specimens {44.4%).

TTwir cases had 2 bivpsies each.

IThe intraepidermal Tymphocyles did not show an ME-like patlemn in cases of extragenital TSA (mee tex); several cases of extragenilal T.5A did not show intraepidermal
Iymphocytes.

WD indicates not determined.

» monoclonal TCR in about 50%
» intraepidermal lymphocytic population had
mainly a cytotoxic phenotype (CD8+, CD4-)



Lymphoma prototype and simulator

Mycosis fungoides: lining-up

Morphea / scleroderma

Lichen sclerosus et atrophicus (LSA)
Vitiligo

Herpes

Borreliosis

VVVYVYVYYVYYVYYVYY

Syphi
Lymp
Lymp

IS
nomatoid drug eruption

nomatoid contact dermatitis

Mogamulizumab-associated rash (MAR)






Clinical presentation:

A 19-year-old patient

Fitzpatrick skin type V

Skin lesions since early childhood.

The condition was characterized by
hyperpigmented plagues on the trunk
Recurrent episodes of blister formation.
Hand and face not effected

No other abnormalities, no family history
Initially, a diagnosis of atopic dermatitis had
been considered.

The patient reported mild pruritus but no
other associated symptoms.

Treatment with topical corticosteroids had
been ineffective.



Histology:
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Clinical presentation:




Clinical presentation:
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Histology
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Summary of the findings:

Clinical presentation:

- Disseminated hyper- und
hypopigmented plaques

- Blitsers

- First skin eruption in early
childhood

Histology:

- Dense band-like infiltrate
- CD3+, CD4-, CD8+ (dim)
- CD56+ (dim)

- PD1+ (dim)

- TCRbeta+

- TCR gamma/delta-

- TCR clonal

diagnosis



Summary of the findings:

Clinical presentation:
- Disseminated hyper- und
hypopigmented plaques

- Blitsers
- First skin eruption in early
childhood Bullous

Mycosis
fungoides
CD8+ (dim)

Histology: CD56+ (dim)

- Dense band-like infiltrate PD1+ (dim)

- CD3+, CD4-, CD8+ (dim)

- CD56+ (dim)

- PD1+ (dim)

- TCRbeta+

- TCR gamma/delta-

- TCR clonal




Bullous mycosis fungoides

e Very rare: approximately 20 cases have been
reported

* Moycosis fungoides bullosa is largely restricted
to older patients with an more aggressive
clinical course

* Vesicles and blisters usually arise in typical
plagues and tumours but also in normal-
appearing skin.

* The pathological mechanism is unclear.

Recommended diagnostic criteria:

(1) Clinically apparent vesiculobullous lesions, with
or without typical mycosis fungoides lesions
(patches, plaques, tumors)

(2) Typical histologic features of mycosis fungoides
(atypical lyphoid cells, epidermotropism,
Pautrier's microabscesses) with intraepidermal
or subepidermal blisters;

(3) Negative immunofluorescence (both direct and
indirect, if possible) to rule out concomitant
autoimmune bullous diseases;

(4) Negative evaluation for other possible causes of
vesiculobullous lesions (eg, medications,
bacterial or viral infection, porphyria,
phototherapy).

Bowman PH, Hogan DJ, Sanusi ID. Mycosis fungoides bullosa: report of a case and review of the literature. Am Acad Dermatol. 2001;45(6):934-9.
Kneitz H, Brocker E-V, Becker J. Mycosis fungoides bullosa: a case report and review of the literature. ] Med Case Rep. 2010 Mar 3;4:78.









Clinical presentation:

31-year-old female patient
from Ukraine

Skin eruption for 12 months
No history of atopy

ltching erythematous
maculae and flat annular
plaques

Erythema on the hands and
feed

Suspected clinical diagnosis:
eczema, rule out CTCL



Clinical presentation:




Clinical presentation:




Histology







Feedback from the clinician:

Call from the clinician: Progression of skin lesion: Ultrasound: FACS:

Please recheck the histology Sharply demarked palmar Cervical LN: lymphoma no neoplastic
erythema suspected CD4+CD7- T-cell-
Enlarged lymph nodes CT scan: only peripheral population

cervical LN enlarged



Immunohistochemistry
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Immunohistochemistry

Kie7

PD1
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Histology II:







Summary of the findings:

Clinical presentation:
* Confluent scaly maculae

 Palmar erythema . .
* Mild pruritus d|agnOS|S
Histology:
» Superficial perivascular/
band like lymphocytic .

infiltrate, few eosinophils

e Sparse epidermotropism

* No significant atypia

« (CD3+, CD4+, CD8-, CD7 +/-,
PD1+, Ki67 low




Summary of the findings:

Cl

His

inical presentation:
Confluent scaly maculae
Palmar erythema
Mild pruritus

tology:

Superficial perivascular/
band like lymphocytic
infiltrate, few eosinophils
Sparse epidermotropism
No significant atypia

CD3+, CD4+, CD8-, CD7 +/-,
PD1+, Ki67 low

Sézary
syndrome

without
erythroderma
at initial
presentation




Essential diagnostic criteria WHO 5th ed.:

1) Erythroderma > 80 % of body surface

2) Detection of blood involvement by a neoplastic T-cell population (TCR clonal)

3) Absolute Sézary count > 1000/l or
expanding CD4* T-cell population with a CD4:CD8-ratio > 10 or
expanding CD4* T-cell population with an abnormal phenotype of

CD4*/CD7™ T-cell 240 % or CD4*/CD26™ T-cells =30 %



Essential diagnostic criteria WHO 5th ed.:

1) Erythroderma > 80 % of body surface ?7?

2) Detection of blood involvement by a neoplastic T-cell population (TCR clonal)

3) Absolute Sézary count > 1000/l or
expanding CD4* T-cell population with a CD4:CD8-ratio > 10 or
expanding CD4* T-cell population with an abnormal phenotype of

CD4*/CD7" T-cell =240 % or CD4*/CD26~ T-cells =30 %



Sézary syndrome without erythroderma?

Table L Clinical features of Sézary syndrome without erythroderma at diagnosis

Prucis duration FPeripheralfcentral

Patient Gender Age st disgrosis, ¥ Pruritus efore diagnosis, ¥ Specific CTCL lesions Iymph nodes

1 F 82 Yes 2] None !

2 F 73 Yes 8 None —f=

3 F 23 Yes 0.5 None -

4 F 76 Yes 4 Nane —f=

5 F 67 Yes 2 Patch (T1%) —f=

6 M 47 Yes 1 Infiltrated skin, PPK -

CTCl, Cutaneous T-cell lymphoma; £, female; M, male; PRK, palmoplantar keratoderma.
*Patches involving = 10% of total body surface area.
tasdllany: 1.5 cm.

«?“* i ¥,
Fig 2, Histopuathologic charmcleristios of Séwry 5}-‘]’1(.1]1.1111{- \=-1Lhuul Lr},lhnﬂl{mm li',p.sucnl I A,
Intradermal perivascolur lymphoid infilirate without epidermotropism,. B, Perivasculur atypical
cells Carmons). (A and B, Hematoxvlin-eosin stain; criginal magnifications: A, X 100, B, > 200.)

Biopsies from non-erythrodermic skin
showed a superficial dermal infiltrate, mild
atypia, typical immunophenotype (PD1+)

Henn A. et al. Sézary syndrome without erythroderma. J Am Acad 2015; 72:1003-9.



Sézary syndrome: CD7 loss > 50%

CLINICAL AND LABORATORY INVESTIGATIONS British Jourmal of Dermatology

Histopathological and immunophenotypical criteria for the
diagnosis of Sézary syndrome in differentiation from other
erythrodermic skin diseases: a European Organisation for
Research and Treatment of Cancer (EORTC) Cutaneous
Lymphoma Task Force Study of 97 cases

C.0. Klemke* H. Booken,” C. Weiss,® |.P. Hicolay,” 5. Goerdt,* M. Felcht,” C. Géraud,' W. Kempf,# C. Assaf s
H. Ortonne, M. Battistella,® M. Bagot,” R. Knobler.® P. Quaglino,® B, Arheiliger, " M. Santuce, ' P. Jansen,
MH, ermeer'™ and & Willemze™

* 65% of Sézary syndrome samples showed a
loss in contrast to only 6% in erythrodermic
inflammatory dermatoses (p < 0.001)

» Strongly supports the diagnosis of SS

* Look for the neoplastic population (e.g. CD4+)



Sézary syndrome: Ki67 high

CLINICAL AND LABCGRATORY INVESTIGATIONS British |ournal nFIZ:hETr'rl.atg-E'gé_:.'g,r

Histopathological and immunophenotypical criteria for the 8§ EID Test  P-value
diagnosis of Sézary syndrome in differentiation from other

erythrodermic skin diseases: a European Organisation for Number of patients 57 40

Research and Treatment of Cancer (EORTC) Cutaneous

Lymphoma Task Force Study of 97 cases Ki-67 Trend < 0-001
E'.‘Eﬁaiﬂfs’r,i‘_'_a“;}?ﬁfﬁ.ﬁ;frﬁf*é?g';i:f e lnuble P GG B Achaiigar & W, Sentace - a2 Negative - 1
MHL Vermeer™ and R Wille mze < 5% ﬁ 13
5-10% 17 11
11-25% 9 6
s - 16-50% 4 -
- - X ‘.. s e Ve L
Yo "l e R < L L W > 50% 4 -
B \ P ':‘ LA ' S e i AL Not determined 17 9
- » ’-. L " o .
- ¥ * o | & - - : ™ .- " Fl L
- - .!i. » : L™ L "'.' I; - b s "
e :';l ) ! g o a . . . . ,
s e Sy * Higher Ki67 supports the diagnosis of Sézary
o ECRERA A 2 o S syndrome (p < 0.001)
3 2,
R0, : * Especially helpful if the proliferative rate is

Ki67 high



Sézary syndrome: PD1 expression > 50%

. BJD
CLIMICAL AND LABORATORY INVESTIGATIONS British Jourmal of Dermatology
Histopathological and immunophenotypical criteria for the SS EID Test  P-value
diagnosis of Sézary syndrome in differentiation from other
erythrodermic skin diseases: a European Organisation for Number of patients 57 40
Research and Treatment of Cancer (EORTC) Cutaneous ,!. ;’ ,
Lymphoma Task Force Study of 97 cases Fh-1 ‘ 41755 (75) 17/37 (46) 1 (Rl E
C.0. Klemka," N. Booken,” C. Weiss,® |P. Nicolay,” 5. Goerdt,' M. Felcht,” C. Géraud,' W. Kempf,® C. Assaf EXPresslon = 50%
W. Ortonne, M. Battistella,® M. Bagot,” R. Knobler.® P. Quaglino,® B, Arheiliger, ' M. Santuced,™ P Jansen, =
MH. vermeer™ and RO Willemeze™
B
N ,
P e 75% of Sézary syndrome samples
VB TER e e mf’..wﬂ , v T showed a PD1 expression, but also 46%
i TP S LA ol : : [ ik = i - .
G P A r g L L
LS, o ﬁ § ﬁ B P of the erythrodermic inflammatory
oy & T U - Cnd 't}"fl ¥ dermatosis were PD1+ (p < 0.0053)
2 L iAol
S e - - -
A ofr it * PD1 expression supports the diagnosis
- ; .;.’- 3 ¥ -
i of SS
i -
. f

PD1



Why TOX?

= Thymocyte selection-associated high

iL e Py lhal Ay G RraeHadn
eI '

Ten e S ed b e

Differential expression of TOX by
skin-infiltrating T cells in Sézary
syndrome and erythrodermic ;
dermatitis

mobility group box factor

s S D s n

ity fn Thn M s 0 Izl 1. Summary ot the immunohistochamisal siarings
laurnal of Dizgmsis  TOX (%) G-MVE (%) PO-T0%)  dnligen s
Cutaneous Pathology
1 =5 b TN
2 =5 P P oo7, o2
3 =5 [ s CIv
4 =5 . g4 GoT
55 -+ - -4 Gliv
5T ++ 1w - ++ -
b +++ -+ -+ Ghr
=] +++ - +++ -
El 55 -+ ++ Tt CIT
10 55 et = -+ cov
11 =) -+ - +
12 2] Pt - [ CO7, Ch2
13 55 -+ - B Ry
tephanie E, Buesk! , Fatma WoOE et % S ooy
wtinozman ', Maarben H, LI - B (i
= omear’, Patty M, Jansan® 16 AR + i) - + -
© nd Kaln Willamza' 17 AE +iw) - -
18 AE+ + i) - e -
12 RET ++ W - ++47 CoT
20 PI0R LAl - 4+ -
21 PR + W} - + -
OPEOR o iw
23 L -l
24 E 4 v
25 E 4 [
# E = () - - -
& E ++ W - - -
2s E + 1wl - + -
2 E = W} + + Gl
3 E =) - + -
3l E + i) - + -
ORARL o+ iwl

AE, wrope ertmderma; = diopathic ergthrodorma; PARS, para
neoplasti erghraderTa; 201, pogrammes death-1; FSOH, pson
afig ervthraderme. 38, S2zary syndroma; TOX, C-MYT0 ant FO-1 —,
<10%. +, 11=23%; ++, Z6=-50%, +++, 51=75%,; =+++, =T5%.
Anligen ke lozs of CO2, TO3, G0, COS o0 COF Sapression Dy modw
1han 50% of TR I:I'Elillﬂa'!ﬂﬁ_l Tals, - no kK88,

* &6 sz shosing oo or mnima celluar atypiz

+hme showing ponsderable numhers of smal 0 rediocees e
atypieal Tl

$hDA- T epls: (whwzak staining

Strong TOX staining
>50% of the T-cells
in 87% of Sézary
syndrome

In erythrodermic
dermatitis only
weak staining in 11-
50% of the T-cells
was observed



Mogamulizumab = POTELIGEO® e (e186)

Proportion of patients with an 52/186 (28%) 9/186 (5%)
overall response by global
. . assessment* T
PFS: Mogamulizumab 7,7 vs. Vorinostat 3,1 months o
. . . Overall responses in patient subgroups
Approved for second-line treatment in adult patients Mycosis fungoides 221105 (21%) 7199 (7%)
Sézary syndrome 30/81 (37%) 2/87 (2%)
o e Stage Bor Il 73609%  5/4900%)
% o  Pragcidis - Perntage chrgeimmMATis Stage IIB 5/32 (16%) 1/23 (4%)
i " Stage Ill 5/22 (23%) 0/16 (0)
g o L e | Stage IV 35/96 (36%) 3/98 (3%)
... | I_HV_HHNNH_HMMNM_ I oustonofeporsa months UAG4152)  91(66N
g Mycosis fungoides 13-1(4-7-18-0) 9.1 (5-6-NE)
o Sézary syndrome 17.3 (9-4-19-9) 69 (6-9-69)
Planned procedure in our patient: Compartment response”
1. ECP and MTX 15mg /week, if no response Skin 78186 (429) 29/186 (16%)
switch to Mogamulizumab Blood 83/122 (68%) 23/123 (13%)
Lymph nodes 217124 (17%) 5/122 (4%)
Pre-treatment assessment: Viscera 0/3 (0%) 0/3 (0%)
1. Beta HCG+ Data are n/N (%) or median (IQR). The proportion of patients achieving an overall
2. Ultrasound confirmed twin pregnancy response is based on the Global Composite Response score. NE=not estimable.
*Proportion of patients with an overall response or compartmental response is
3. no MTX/ no M Oga the percentage of patients with confirmed complete response or confirmed
4. Emb ryotox center and ethic board discussion partial response. Tp<0-0001. $Denominator includes patients with measurable

compartmental disease at baseline.

Kim YH et al. Mogamulizumab versus vorinostat in previously treated cutaneous T-cell lymphoma (MAVORIC):

an international, open-label, randomised, controlled phase 3 trial. Lancet Oncology 2018 Table 2: Measures of L h'v Investigatar s




15.08.2025 19.09.2025

B1: ECP weekly B1: ECP weekly




17.10.2025 13.11.2025

B1: ECP weekly and Peg INF 180 ug B1: ECP weekly and Peg INF 180 ug




25.03.2026

e Birth of two healthy twins
e Postpartal:
necrotizing pancreatitis
cardiomyopathy: LVEF 40%
amemia: red blood cell transfusion (4x)
intensive care unit
No specific Sézary therapy possible: progression
erythroderma, pruritus, B2
CMV reactivation and Quantiferon +







Clinical presentation — intitial presentation

54-year-old male patient

* Psoriasis since childhood without arthritis

* UV-light therapy in the past

* Previous psoriasis specific treatments
without any effects:

* Fumaracid 18 months

e Secukinumab 18 months

e Risankizumab 4 months

* |xekizumab 80 mg 4 months



Clinical presentation — after treatment

Topical treatment with salicylacid in
Vaseline 2% and cignolin up to 1%:
reduction of hyperkeratosis, but no
additional significant effects
Clinician suspected additional

verrucae vulgaris on the back of the
hands




What is your clinical diagnosis?

* Psoriasis vulgaris? But why no response
to treatment?

* Verrucae vulgaris? Typical clinical
presentation?

* Collision with a secondary diagnosis?

* Different diagnosis simulating psoriasis?




Histology
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Clinical correlation




Clinical correlation
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Clinical correlation

Dotted and coiled
vessels
= elongated vessels

Continuous rim of
scale
= cornoid lamella

Follicular plagues
= cornoid lamella




Clinical correlation

e Dotted and coiled
vessels
= elongated vessels

e Continuous rim of
scale
= cornoid lamella

e Follicular plugs
= cornoid lamella




Clinical correlation

Dotted and coiled
vessels
= elongated vessels

Continuous rim of
scale
= cornoid lamella

Follicular plugs
= cornoid lamella




Clinical correlation

e Dotted and coiled
vessels
= elongated vessels

e Continuous rim of
scale
= cornoid lamella

* Follicular plugs
= cornoid lamella




Summary of the findings:

Clinical presentation:
e Verrucous psoriasiform
plaques
* Ringand dot like . .
cornification dlagn05|5
* Predilection site: extensor
surfaces extremities

Histology:

* Acanthosis and .
papillomatosis

* hyperkeratosis

* multiple cornoid lamellae




Summary of the findings:

Clinical presentation:

e Verrucous psoriasiform
plaques

* Ringand dot like
cornification

* Predilection site: extensor
surfaces extremities

Histology:

e Acanthosis and

papillomatosis

* hyperkeratosis
* multiple cornoid lamellae

multiple
porokeratomas

coexisting with
disseminated
superficial
porokeratosis in a
patient with
psoriasis?




Literature

Xu X. et al. Multiple porokeratomas (porokeratotic acanthoma) coexisting with disseminated superficial porokeratosis: Clinical, dermoscopic and pathological observations, and review of the
published work. J Dermatol 2020:47:787-791. Zhang et al. Multiple Verrucous Nodules and Masses in an Adolescent Boy With Porokeratoma: A Case Report and Literature Review. Pediatiric
Dermatology Pediatric Dermatology, 2026; 43:132-136




Porokeratoma

First described by Walsh et al. in 2007: Zhang et al. in 2026:

* Solitary tumor like lesions with multiple columns .
of parakeratosis

* Mean age 57.2 (31-77) years

Multiple porokeratomas with tumor-like lesions

TARLE L | Clinical datc alall polilizlal o ol sorska coan,

* More common in man (4.5:1)
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Walsh SN et al. Porokeratoma. Am J Surg Pathol. 2007;31:1897-1901. Zhang et al. Multiple verrucous nodules and masses in an adolescent boy with porokeratoma: A case report and
literature review. Pediatric Dermatology. 2025; 43:132-136.



Psoriasis and Porokeratosis

Psoriasis-Porokeratosis Associations: Three Clinical Patterns

GROUP 1 GROUP 2 GROUP 3

Concurrent occurrence of plague psoriasis and Psoriasis patients with disseminated porokeratosis:
porokeratosis — Kobner phenomenon exacerbation/progression under therapy

{isamorphic response) (e.g., phototherapy)

In patients with plague psoriasis, porckeratotic In patients with preexisting disseminated perokeratosis,
psoriasis therapy (e.g., UV phototherapy) may lead to

Porokeratosis lesions that simulate
psoriasis
{including Porokeratasis ptychotropica)

Porokeratasis can clinically and histologically

mimic psoriasiform plagues, lesians may arise at sites of new skin trauma
isamarphically). & increase in number and the develapment of
parskeratomas.
Porokeratosis Psoriasis 1) 2 & iy
(psoriasifarm) (plaque) Gunetic ital Anenitilonll Sl . Diesemilnated —
depoaiti P v the parckersinsiz pronAnE =hE wariasis .
lesion lesion fisomorphic  {Kifbmer phenomenon) il i porakeratinias
stimulus) - {preexisting} o
.!‘ | o Therapy ook
j s 3 F_,»'“ {.\ L ie.0., L light) A
+ y @. * ¥ @ + o . | ;I l;' ."f; 1-«-.._.LI ! } - |I.'I|
hﬁ? 'm- == { | g -, [ &l
i & | i |'I‘:'I::" gll-, .'I b r!-.'t.: "-|l'.'|-. w I"!i I|I'§ :I'."Il'l
"} s 2 e & [ E o4 i B0 W > i LW R
The porokeratosis lh | IT | j i‘ |‘T | w {’ |‘:\||:P‘| w
Insian reprassnts. II (1 el 0L L
the treums 0] Inal |':|| l: | |#Il I'ﬂil
f | [ 1] B |."|

lisomorphic sbimadus)

Porckeralosis lesion with psoriasis developing in the center

Clinical and histclogical similarity may
lead to misdiagnosiz.

b Tharapy (aspacially phototherapy) may exacerbate
lsomarghic response (Kéoner phenomencn) porokeratesis and lead to porckeratoma formation.
iy trigger the developerent of psoriasis in porokeratotic lesians.

LEGEND || Comeid lamella Egiclermis Dermis E Pseriatic plague O Porokenatote lesion

o®g These three clinical patterns describe the association between psoriasis and porokeratosiz.
Aceurate diagnosis and differentiation are essential for appropriate therapy selection and management.

created with ChatGPT/OpenAl, 2026






Clinical presentation:

immunocompromised patient after allo-HSCT because of acute myelod leukemia with CBFM::MYH11 fusion




Histology







Histology — step sections:
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Summary of the findings:

Clinical presentation:
— Necrotic papules
— Pustules

— Allogenic HSCT
— Neutropenia

Histology:
— Angioinvasive septated
hyphae

diagnosis



Summary of the findings:

Clinical presentation:
— Necrotic papules
— Pustules

— Allogenic HSCT
— Neutropenia

Histology:
— Angioinvasive septated
hyphae

disseminated
Fusarium
infection

in an immuno-
compromised
patient




Fusarium infection in immunocompromised patients

Fig. 1 Necrotic maculopapular skin lesions of the patient

Fusarium spp. either penetrate the skin barrier or
cause a pulmonary infection by airborne
transmission

Skin lesions are often the first sign of a
disseminated infection and are commonly seen in
the early stages of the disease.

In 40 % blood cultures are positive, with skin lesions
in 56 %

Necrotic papular skin lesions are typical

Especially found in patients with significant
neutropenia.

Fusarium species are refractory toward antifungals
Treatment: Amphotericin B and voriconazole

The prognosis of disseminated fusariosis is poor
and is determined largely by the degree of
Immunosuppression

Ersal T et al. Fatal Disseminated Infection with Fusarium petroliphilum. Mycopathologia. 2014 Online



Histology
{GMS stain)

Histology
(PAS stain)

Schematic
representation

characteristics
Typical risk
Typical clinical
manifestations

Frequency

Key peints

GMS = Gomori Methenamne Silver; PAS = Pericdic Acid-5chiff; AML = Acute Myeloid Leukemia; H3CT = Hematopaietic Stem Cell Transplantation; IOU = Intensive Care Unit CHS = Central Nervous Sysbem

Marrow (3-6 pm)
septate

regular dichotomeous
branching (—45%)

Meutropenia, AML,
Hematopoietic stem cell
transplantation, high-dose
steroids

Invasive prisumaonia,
sinusitis, TS involverment,
disserninated infection

Wery common

Muast common angicinvasive
rmold; halo sign in the lung

COMmsn

Marrow (3-8 pm)
septate

frequent dichotomous
branching (—45°)

Severs neutropenia,
AML, hematopoistic
stem cell transplantation

Fungeria, disseminated
infection, necrotic
cutanecus lesions

Moderately common

Oiften positive blood cultures;
characteristic necrotic
skin lesions

Broad (5-20 pm)

rarely septate to aseptate
irregular branching,
often at right angles (—50%)

Diabetes (especially

ketoacidosis), neutropenia,
iron overload,

transplantation

Rhino-orbital-cerebral,
pulmonary, cutaneous,
disseminated

Common

Marked angicirvasion and
necrosis; broad, pauciseptate
hyphae with right-angle
branching

Marrow (26 pm)

septate
regular dichotomous
branching (-457)

Stem cell transplantation,

neutropenia,
chronic granulomatous

disease

Pulmaonary infections,
cutaneous lesions,
disseminated

Uncommon

Histology similar to Aspergillus;
often resistant to mary
antifungals

Yeast cells (3-8 pm),
budding,
pseudohyphae

ICU, central venous catheters,
parenteral nutrition,
neutropenia

Candidemia, disseminated
candidiasis (lver, spleen,
kidney, eye, endocardium)

Very common
Yeasts with budding and

pseudohyphae; angieinvasion

rare, more microabscesses

Marrow to moderately broad
seplate

often pigmented
(brown—black)

Transplantation,
immunosuppression,
traumatic inoculation

Cutameous lesions,
dissemninated infection,
CHS invahement

Uncommean
Figmented (brown—black)

hyphae; phaeohyphomycosis
possible

created with ChatGPT/OpenAl, 2026






Clinical presentation:

49-year-old female patient
Night sweats and hot flashes
No fever

No weight loss

Otherwise healthy

Skin eruption occurred four
weeks ago

She suspected first an
insect-bite

Only partial remission but
no complete regression

Consultation of a
dermatologist: suspected
diagnosis: Insect-bite?




istology

H




Histology







CD4




CD8

4




o

. e _HEET




Immunohistochemistry:

PD1

TCRgamma

TIA1







FISH: DUSP22-IRF4 Rearrangement

FISH break apart probe of IRF4
intact fusion signal = yellow
abnormal split signal

red = telomeric
green = centomeric

— green and red signals
indicate separation of IRF4




Clinical presentation:




Summary of the findings:

Clinical presentation:

Solitary plaque / nodule
No ulceration
Spontaneous regression
Restricted to the skin
Staging negative

diagnosis

Histology:

Biphasic pattern: small

intraepidermal (pagetoid) and .
larger dermal lymphocytes

CD3+, CD4-, CD8-, CD7-

CD30+ biphasic

TRCa/b +, TCR g/d-, cytotox.+/-

DUSP22-IRF4 rearrangement



Summary of the findings:

Clinical presentation:

Solitary plague / nodule
No ulceration
Spontaneous regression
Restricted to the skin
Staging negative

Histology:

- Biphasic pattern: small
intraepidermal (pagetoid) and
larger dermal lymphocytes

- CD3+, CD4-, CD8-, CD7-

- CD30+ biphasic

- TRCa/b +, TCR g/d-, cytotox.+/-

- DUSP22-IRF4 rearrangement

DUSP22-IRF4
rearranged
CD30+

primary

cutaneous
lymphopro-
liferative
disorder
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- Indolent course
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