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Globules



MM, 7

According to the parents pigmented lesion 
on the left cheek for approximately 1,5 
years. At onset rapid growth. 

The lesion is excised surgically.



Spitz nevus



MM, 45
The patient is in regular control with the FotoFinder®. An abdominal 
lesion is growing compared to the last control (14 months previously).
The lesion is excised surgically.



Melanoma ("nested melanoma")



Benign globular pattern Malignant globular pattern



FF, 34

According to the patient pigmented lesion on the left knee, 
present and slowly growing for approximately 2 years.



Spitz nevus
Over the last several years, the original concept of "Spitz nevus" 
has changed drastically (it was also not described as a "nevus" by 
Sophie Spitz, but as a juvenile melanoma). Personally, I retain the 
name "Spitz nevus" histologically for those lesions that are: 

• Dome shaped, symmetrical, well 
circumscribed, mainly junctional

• Composed predominantly of spindled 
and epithelioid melanocytes

Mainlyy dermal,, deeperr tumorss representt 
otherr "spitzoid"" melanocyticc tumors.



MM, 50

According to the patient pigmented lesion on the right ear of long-standing 
duration; in the last 6 months the lesion did change markedly.



Melanoma ("nested melanoma")
Main diagnostic features (in spite of overall symmetry and good circumscription): Very large, irregular nests; Many pigmented dendritic (rather 
than spindled) melanocytes; Rare mitoses; Sun-damage; Prominent involvement of adnexal structures; (History of recent change).



FF, 41
According to the patient recent onset 
of a pigmented lesion on the back (not 
noticed 3 years previously during a 
control by a private dermatologist).

A biopsy is taken.



"Nested" melanoma
with irregular globular pattern

and "pagetoid" (not "spitzoid") melanocytes





MelanomaMelanomaSpitz nevus



FF, 79
Previous shaving biopsy from the anterior part of the neck diagnosed 
as melanoma in situ. Sent by a private dermatologist for further 
management.
The lesion is excised surgically.



PRAMEMelan-A

"Nevoid"melanoma, microinvasive



PRAME





MM, 76
Pigmented lesion on the left subclavicular area of unknown duration.
The lesion is excised surgically.



PRAME

Melan-A

Lentiginous melanoma in situ



Melan-A

A histopathological diagnosis that can be made with confidence morphologically (and confirmed 
also by correlation with clinical picture and positivity for PRAME). 
Histopathological criteria: Broad, flat lesion on sun-damaged skin, composed almost entirely of 
solitary melanocytes; markedly irregular architecture of the epidermis.



F, 70

History of melanoma on the left upper arm 5 years before this presentation. During a follow-
up visit a pigmented lesion on the right upper arm is noticed (duration not documented in 
the chart). 

The lesion is excised surgically.



PRAME

Spindle cell melanoma



M, 47

History of melanoma on the back 4 years before this presentation. A pigmented 
lesion on the left shoulder is noticed (duration not documented in the chart). 

The lesion is excised surgically.



Melan-A

Small melanoma



3 years earlier Actual presentation



M, 61
History of 2 melanomas (left shoulder, right upper arm) 15 and 8 years before 
presentation, respectively.

During a follow-up visit an "atypical pigmented lesion" on the right 
paravertebral area is noticed.

The lesion is excised surgically 7 weeks later.



PRAME

Melan-A

Small melanoma



Actual presentation 8 years previously



"Overdiagnosis is the term used when a condition 
is diagnosed that would otherwise not go on to 
cause symptoms or death. (…) Overdiagnosis 
should not be confused with false-positive results, 
that is, a positive test in an individual who is 
subsequently recognized not to have cancer. By 
contrast, an overdiagnosed patient has a tumor 
that fulfills the pathological criteria for cancer."



1,8 mm



February 7, 2025



"Overall, the present study indicates that changes in 
melanoma incidence may be explained by the 
interaction among sun exposure, the propensity to 
remove suspected melanoma lesions, lowered 
diagnostic thresholds and overdiagnosis."



M, 40

The patient attends regular controls for multiple nevi; one lesion on the left 
upper abdomen is found to show a slightly thicker network than in previous 
visits.

The lesion is excised surgically.



Melan-A PRAME

Melanoma



Orthogonal white lines

Thick network at the periphery



Orthogonal white lines Orthogonal dark linesMikado sign



Cutaneous infections & 
pseudolymphomas:

An overlapping world



M, 70
Diagnosis of "necrobiosis lipoidica" 
on both legs 13 years previously 
("verified histologically"); new lesions 
on the trunk in the following years. 
According to the patient new 
erythematous lesions on the trunk 
and thighs for several days.

Two biopsies are taken (back, right 
thigh).



10 years previously



New biopsy from the back



New biopsy from the thigh



Multilocular erythema migrans
arising in a patient with morphea

Borrelia serology: IgG+, IgM+
Borrelia-PCR: positive in both new biopsies 



MM, 59
According to the patient livid 
discoloration of the skin on the 
trunk and upper extremities for 
approximately 6 months. Does not 
remind of a tick bite in the last 
years.

Currently evaluated by 
hematologists for MGUS and 
elevation of ferritin.

Two biopsies are taken (right flank, 
left abdomen).



Biopsy from the back

Acrodermatitis 
chronica atrophicans...

(Borrelia PCR: positive;
serology: IgM+, IgG+)



Biopsy from the right flank

...localized 
scleroderma

(Borrelia PCR: negative)



Clinical picture on the flank and back indistinguishable; histology 
yet showing remarkable differences. PCR positive in one biopsy 
(ACA-like), negative in the second one (morphea).

Morpheaa arisingg onn thee backgroundd off ACA?



M, 79

History of essential 
thrombocythemia diagnosed 4 
years before presentation 
(mutation V617F in the JAK-2 
kinase), managed with 
hydroxyurea. 

According to the patient skin 
changes for more than 1 year.

A biopsy is taken.



Acrodermatitis chronica atrophicans
(PCR for Borrelia positive; serology: IgM+, IgG+)



1st presentation
(started on doxycycline for 30 days) 5 months later 1 year later



FF, 60 

Red-brown patches on the dorsum of 
the right hand with small indurations on 
the extensor surface of the joints and 
small nodules on the extensor surface of 
the right elbow.



Fibroid nodule
in Borrelia infection

PCR for Borrelia positive on tissue
Slow resolution after antibiotic treatment



Fibroid nodules in Borrelia infection

• Unusual manifestation of acrodermatitis chronica atrophicans, 
mostly associated with Borrelia afzelii infection

• Extensor surfaces of joints (particularly elbows)

• Fibrosis and sclerosis of collagen with variably dense infiltrates 
of lymphocytes and plasma cells

• Should be distinguished histologically from late stages of 
erythema elevatum et diutinum



Fibroid nodule



FFibroid nodule in Borrelia 
infection

Chronic manifestation of 
Borrelia infection.
Fibrosis and sclerosis 
accompanied by infiltrates 
of lymphocytes and plasma 
cells.

Erythema elevatum et 
diutinum

Chronic relapsing 
vasculitis.
Inflammatory infiltrate 
admixed with neutrophils 
and eosinophils; focal 
vasculitis. Fibrosis in late 
stages.



FF, 72
According to the patient skin 
lesion on the left nipple for 
approximately 1 month, starting in 
the intermammary cleft, becoming 
"a line" from the upper left breast 
to the left nipple, and finally taking 
the actual shape.

A biopsy is taken.



Bcl-6

Borrelia lymphocytoma
Borrelia PCR+



FF, 84
Nodule on the right breast of unknown duration.
A biopsy is taken.



CD20 Bcl-2

IgM MUM1

Diffuse large B-cell lymphoma
PCR for Borrelia: negative

FACS: atypical population of B lymphocytes in blood
Right axillary LN: DLBCL



M, 50
According to the patient slightly itchy perianal lesions for 2 months. No 
improvement with local steroids.

A biopsy is taken.



TP

Syphilis
1st infection serologically in 2021, managed only 2 
years later with one injection of benzathine
benzylpenicillin. VDLR increase in the last 5 months
(consistent with a second, recent infection).



Psoriasis

Lichen planus Lichen simplex chronicus

Lichen sclerosus

Hailey-Hailey disease

Syphilis

Mycosis fungoides

Crohn disease & zinc deficiency

Acrodermatitis enteropathica



MM, 37
According to the 
patient "scrotal 
infection" 2 years 
previously. Itchy 
scrotal lesions 
waxing and waning 
since that time.
No other skin 
lesions; no other 
complaints.
A biopsy is taken 
under the clinical 
diagnosis of 
psoriasis inversa vs. 
lichen planus.



TP

Secondary syphilis
"condylomata lata"



M, 75

History of PEP / early 
mycosis fungoides (1st 
diagnosis 10 years 
earlier; at present in CR 
after UVB therapy). 

According to the patient 
new lesions on the right 
thigh for 1 month; 
worsening after 
treatment with local 
steroids.

A biopsy is taken.



Herpes zoster



Sometimes only necrotic "ghosts" of ballonized keratinocytes are visible



F, 85
According to the patient onset of lesion on 
the forehead after visiting a hairdresser, in 
the next days followed by scattered lesions 
on the entire body.

A biopsy is taken.



Generalized herpes zoster
PCR+ for VZV



FF, 72
History of melanoma stage IV (1st diagnosis 3 years 
before observation). 
History of herpes zoster (left thoracal 11/12) 3 
months prior to observation.
New lesions in the area of the previous zoster; 
neuralgia.



Post-zoster 
granulomatous dermatitis

PCR positive for Herpes zoster

Treated with a second course of high-dose aciclovir (10mg/kg BW 
for 7 days) with marked improvement.



Post-Zoster granulomasPost-Zoster skin conditions
• Granulomas (several types)
• Pseudolymphomas
• Specific infiltrates of several lymphomas & 

leukemias (esp. B-CLL)
• Lichenoid graft-versus-host disease
• Lichen sclerosus
• Rosai–Dorfman-like reaction
• Eosinophilic dermatosis
• Reactive perforating collagenosis
• Morphea
• Kaposi sarcoma
• Candida infection
• Dermatophytosis

• Granuloma annulare
• Sarcoidal granulomas
• Tubercoloid granulomas
• Interstitial granulomatous dermatitis
• Elastophagic granulomas
• Periadnexal granulomas (including perineural)
• "Pseudolymphomatous" granulomas

When sarcoidal granulomas: 
rule out systemic sarcoidosis



MM, 23
Onset of elevated, slightly itchy, 
erythematous, scaly and 
crusted lesions at the site of a 
herpes zoster infection (5 
weeks previously, managed 
with valaciclovir and brivudin). 
According to the patient the 
skin lesions of herpes zoster 
"never healed" and became 
progressively more infiltrated.

A biopsy is taken.



Psoriasis at the site of a 
herpes zoster scar



19 days later1st presentation







MM, 54
Onset of purulent, localized lesions on the back a few days after returning 
from a holiday in Egypt. No fever or generalized symptoms at presentation.
PCR for herpes simplex and VZV negative.
A biopsy is taken.



Multiple, localized furuncles



One day later

Developed toxic shock syndrome; 
Skin culture positive for Streptococcus pyogenes 



Invasive S. pyogenes diseases: scarlet fever, bacteremia, 
pneumonia, necrotizing fasciitis / myonecrosis, streptococcal 
toxic shock syndrome; less common invasive diseases include 
septic arthritis, puerperal sepsis, meningitis, abscess, 
osteomyelitis, endocarditis, and peritonitis. 

The common portals of entry for streptococci in streptococcal 
toxic shock syndrome include the vagina, pharynx, mucosa, 
and skin.

Globally, in 2005 it was estimated that at least 663,000 cases of invasive S. pyogenes disease occurred each 
year, which resulted in 163,000 deaths.

Development of severe invasive infections is associated with strains that produce streptococcal pyrogenic 
exotoxins (Spe)—a family of bacterial superantigens that includes the classical scarlatina toxins SpeA and SpeC, 
the cysteine proteinase SpeB, and a number of more recently described superantigens (such as mitogenic 
factor [MF, SpeF] and streptococcal superantigen [SSA]). Superantigens are potent immunostimulators that 
cause clonal proliferation of T cells and watershed production of pro-inflammatory cytokines that mediate 
shock and organ failure. 



FF, 21

According to the patient asymptomatic 
"bullous" lesions for one week.

A biopsy is taken.



Impetigo



F, 60

History of prurigo nodularis and of psoriasis 
(several treatments), and of rosacea.

According to the patient modification of a mole on 
the left buttock since the begin of the UVB 
treatment.

A biopsy is taken.



Excoriated melanocytic nevus



FF, 85

History of 2 MMs 8 and 4 years previously 
(back, thorax). Diagnosis of angiosarcoma 
of the liver 1 month before presentation.

Comes for evaluation of 4 small papules 
on the buttocks.

A biopsy is taken.



Melan-A

Irritated melanocytic nevus



M, 32
Partly macerated lesions on both soles for several weeks. 

A biopsy is taken.



Pitted keratolysis
(Keratoma sulcatum)



Pitted keratolysis
(keratoma sulcatum)

• Bacterial infection of the feet
(Micrococcus sedentarius or Corynebacterium
species producing a proteolytic enzyme that
digests the horny layer)

• Small crater-like depressions in the stratum
corneum on the soles; sometimes confluence to
large areas with erosions

• Common hyperhidrosis
• Filamentous and coccoid microorganisms in 

stratum corneum (Gram, methenamine silver
stain)



FF, 60

History of acute renal 
insufficiency with 
dialysis since 3 weeks.
Growing erythematous 
lesions on both lower 
extremities for some 
days; treated with oral 
antibiotics under the 
diagnosis of erysipelas 
(ampicillin/sulbactam).

A biopsy is taken 
because of the unusual 
(bilateral) clinical 
presentation.



Bilateral erysipelas
Leucocytes: 16.000 (-11.3)
CRP: 63 mg/L (-5)
Complete resolution with antibiotic treatment.



M, 65
According to the patient slightly itchy 
and burning skin lesions on the back for 
1 week. 

Five days previously painful hemorrhoids 
and shiver (managed with NSAID and 
oral antibiotics).

A biopsy is taken.



Erysipelas 
(Leukocytes: 10.300; CRP: 27,6)



Erysipelas on the trunk



At presentation

2 days later

M, 88

According to the 
patient sudden onset 
of purpuric lesions on 
the left leg. 

Fever, malaise.

Pancytopenia, LDH 
420 (120-240), CRP 
16,1 (0-5).

Platelets: 19 g/l (140-
400).

Bacterial smear: St. 
aureus.

Two biopsies are 
taken.



CD14CD68MPOCD4

Hemorrhagic erysipelas with atypical myelo-monocytic cells



55 monthss later:
Myelodysplastic syndrome with evolution 
in acute myeloid leukemia.
Multiorgan failure.
Death 5 months after first presentation.

MPO



M, 50
According to the patient skin lesions on both 
lower extremities for 3 weeks. Visited the GP 2 
days before presentation (prescribed doxycycline 
200mg/d). Leukocytes: 19.46; CRP: 38.9.

Admitted as in-patient.

A biopsy is taken.



Erysipelas & leukocytoclastic vasculitis



Erysipelas Angiosarcoma Bullous pemphigoid Herpes zoster DLBCL, leg-type



Sézary syndrome 
with large cell transformation

FACS of peripheral blood: 72% of 3+/4+/7dim-/26- cells; Bone marrow: negative
PET: multiple pathological LNs

Started on extracorporeal photopheresis 1 month after presentation
Started on mogamulizumab 2 months after presentation



4 days after the first dose of mogamulizumab
Thrombocytopenia (43) (present already before administration)
CRP: 140,6; Procalcitonin: 18,40 (0-0,5)
2 new biopsies are taken



CD3 PD1New biopsy #1



New biopsy #2



Sepsis complicated by transient DIC and thrombocytopenia
With specific infiltrate of Sézary syndrome



According to the data, the median onset time for adverse events was 
21 days, with an interquartile range of 2–107 days. 33.73% of patients 
experienced adverse reactions within the first week of using 
mogamulizumab.



Managed successfully with intensive care;
20 days later



Pictures taken 6 months after 
first presentation (4 months 
after sepsis).

The 2nd mogamulizumab 
administration was given 2 
months after the first one; at 
present a total of 6 
administrations (+ 8 cycles of 
ECP): no adverse reaction; 
thrombocytes in normal range 
(284).

3,5% Sézary cells in blood; PET: 
clear reduction of pathologic 
LNs.

A new biopsy is taken with the 
clinical query: mogamulizumab-
associated  rash vs. persistent 
Sézary syndrome.



Persistent Sézary syndrome 
(medium/large cells)

CD4 CD8

PD1



19 patients (MF: 1; Sézary: 18)
"In contrast to the CD4-predominant T 
cell populations observed in biopsy 
specimens from the patients’ MF or SS, 
most MAR biopsy specimens 
demonstrated exocytosis of CD8-
positive T cells and a normal ratio of 
CD4- to CD8-positive T cells in the 
dermis, compatible with a reactive 
process."



CD4 CD8Courtesy Dr. L. Najera, Madrid (Spain) 



Courtesy Dr. L. Requena, Madrid (Spain) 

CD4

CD8





Sézary syndrome without erythroderma



CD5CD20

Borreliosis
Acrodermatitis chronica atrophicans 

with granulomatous panniculitis
PCR+ on lesional tissue

F, 93
According to the patient skin lesions on the left hand and elbow for approximately 1 year, 
accompanied by paresthesia and pain. 
No relevant medical history. Axillary lymph nodes not palpable. Sonography of the left elbow: 
chronic bursitis. 
A biopsy is taken from the elbow under the clinical diagnosis of cutaneous lymphoma.
The case is sent in consultation by Dr. Würtz (Klagenfurt, Austria).







M, 37
According to the patient solitary skin lesion on the trunk for 3 months. A 
previous punch biopsy was reported as pseudolymphoma.
The lesion is excised surgically.



Leishmaniasis
PCR: L. tropica

(trip to Greece 3 months before onset of symptoms)



M, 44
According to the patient two 
ulcerated nodules on the left 
temple and left shoulder for 
2 months; malaise.
A biopsy is taken.



Tr. pallidum

Lues maligna
HIV+



F, 47
According to the patient 
ulcerated lesion on the back 
for 3 months; no 
improvement with systemic  
antibiotics.
A biopsy is taken.



CD30 CD2

Cutaneous anaplastic 
large cell lymphoma



F, 24
According to the patient ulcerated lesion on the left 
shoulder for the last 5 weeks. No improvement with 
systemic antibiotics. Trip to Venezuela 3 months 
previously.
A biopsy is taken.



Leishmaniasis
(new world leishmaniasis, not responding to topical 

treatment and requiring systemic management)



Anaplastic large cell lymphoma Leishmaniasis Lues maligna



F, 64

History of morphea for the last 9 years, managed 
several times with UV irradiation.

According to the patient new lesion on the 
proximal right thigh / groin for the last 5 months; 
an external biopsy (not available for review) has 
been reported as necrobiosis lipoidica.

A biopsy is taken.



Morphea
("pseudolymphomatous")



M, 33

According to the patient 
on the right part of the 
back rapid confluence and 
growth of "papules", to 
form the actual lesion, 
which is indurated and 
asymptomatic. 

A biopsy is taken.

(Consultation Dr. De Rosa, Napoli, Italy)



Morphea
("pseudolymphomatous")



Biopsy-proven morphea. Nodular 
lesions arising after 30 cycles of 
PUVA. Negative serology for 
Borrelia; no response to 
doxycycline 200 mg/d for 3 weeks.
Apparent regression of the 
nodules after 6 months of low-
dose MTX (25 mg/wk).



M, 59

History of HLAB27 
positive ankylosing 
spondylitis (1st diagnosis 
11 years before 
presentation). In-
patient in another 
Hospital for suspicion of 
systemic scleroderma; 
sent to our Department 
in order to take a skin 
biopsy.

A biopsy is taken.



Deep scleroderma



6 months later



New biopsy

Deep scleroderma
with prurigo-like excoriations





F, 62
According to the patient pruritic, painful, enlarging lesion on the left thigh for 
approximately 6 weeks. No previous trauma, no arthropod bite, no fever or 
systemic symptoms.

A biopsy is taken.



Morphea profunda
Inflammatory stage



M, 12
Lesions on the right thigh for 2 months, partly regressing.

Three biopsies are taken (suspect clinical diagnosis of lymphomatoid papulosis).



CD30Biopsy #1



CD30Biopsy #2



Biopsy #3



Biopsy #1 (deeper levels)



CD30

Molluscum contagiosum


