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Nothing to disclose
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T-cell 70-80%

B-cell 20-30%

• Average age at diagnosis: 60 years.

• Both groups twice as common in males as in females.

• DLBCL higher age (75 years) and more often female



What do they have in common?



LINFOMI PRIMITIVI CUTANEI

Entità Lesioni elementari Sede Sintomi 

MF early stage Chiazze – placche Glutei cosce addome Variabile

MF advanced stage Chiazze placche Noduli ulcerati 
- Eritrodermia

Glutei cosce addome o 
diffuse

Prurito variabile - dolore

MF follicolotropa Papule cisti comedoni Capo Prurito

Sindrome di Sézary Eritrodermia Diffuse Prurito

Papulosi linfomatoide Papule con regressione Diffuse Prurito variabile

CD30+ anaplastico Noduli ulcerati Capo tronco Dolore

CD8+ epidermotropo Noduli ulcerati Diffuse Dolore

Marginale Eritemato edematose placche Tronco arti superiori no

Follicolare Placche noduli Dorso cuoio capelluto No 

Grandi cellule leg-type Noduli ulcerati Arti inferiori Dolore



Follicle-center (PCFCL)

• Solitary purple-pink papule or multiple
papules/plaques/tumors with a rim of peripheral
erythema (forehead, neck and upper back)

• Mostly asymptomatic

• Large centrocytes and variable centroblasts derived
from germinal-center B cells

• Usually no t(14;18) and no strong expression of Bcl2
(features of extracutaneous spread)

• CD10+/-, bcl6+, MUM1/IRF4-, FOXP1-, IgM-

Hoefnagel JJ, Vermeer MH, Jansen PM, et al. Primary Cutaneous Marginal Zone B-Cell Lymphoma: Clinical and Therapeutic Features in 50 Cases. Arch Dermatol. 200

Fava P, Roccuzzo G, Alberti-Violetti S, et al. Cutaneous B-cell lymphomas: Update on diagnosis, risk-stratification, and management. Presse Med. 2022 Mar;51(1):104109.



Marginal zone (PCMZL)

• Solitary pink papule (trunk, arm, head-neck area)
or red-brown multifocal papules/plaques/nodules
(trunk, arms)

• Mostly asymptomatic

• The 2022 International Consensus Classification
redefined it as LPD due to its benign behavior (5y
DSS >99%, dissemination 4%) though WHO still
categorizes it as lymphoma.

• Small, “centrocyte-like” marginal zone B cells,
often bcl2+

• CD43+/-, Bcl6-, CD10-, CD5-, CD23-.

• 90% Class-switched Ig (mainly IgG, indolent) and
10% IgM-type (recurrence).

Hoefnagel JJ, Vermeer MH, Jansen PM, et al. Primary Cutaneous Marginal Zone B-Cell Lymphoma: Clinical and Therapeutic Features in 50 Cases. Arch Dermatol. 200

Fava P, Roccuzzo G, Alberti-Violetti S, et al. Cutaneous B-cell lymphomas: Update on diagnosis, risk-stratification, and management. Presse Med. 2022 Mar;51(1):104109.



Leg type (PCDLBCL)

• Rapidly progressive red-blue tumors, often ulcerated (old XX)

• In 15% of cases areas other than lower legs are involved

• Pain can be found

• Epidermis-sparing centroblasts and immunoblasts that extend 
deep into the dermis and subcutaneous tissue, bcl2+ (gene 
amplification). 

• MUM-1/IRF-4+, FOXP1+, IgM+, bcl6+, CD10-

• Dual expression of both bcl2 and c-myc is common and 
associated with inferior overall survival, as loss of CDKN2A 
(p16) and presence of somatic MYD88 mutation.

Hoefnagel JJ, Vermeer MH, Jansen PM, et al. Primary Cutaneous Marginal Zone B-Cell Lymphoma: Clinical and Therapeutic Features in 50 Cases. Arch Dermatol. 200

Fava P, Roccuzzo G, Alberti-Violetti S, et al. Cutaneous B-cell lymphomas: Update on diagnosis, risk-stratification, and management. Presse Med. 2022 Mar;51(1):104109.



MYCOSIS FUNGOIDES

• Most common CTCL

• Male prevalence

• Age > 55 yrs

• Indolent clinical course

• Clinical progression from patches
to plaques, tumours and
erythroderma (75-90% maintain
life long early-phase disease)



Current challenges in MF
• Early recognition by clinicians

• Histopathological correlation in early-stage

• Referral in case of non-responsive benign inflammatory disorders

• Symptoms

• Prognostication



Qual è il ritardo medio dalla comparsa dei 
sintomi alla diagnosi di MF?

• 1 mese

• 3-6 mesi

• 1 anno

• 3 anni



Kevin Molloy, Rachel Wachsmuth, Ruth Murphy, Nina Farquharson, Julia Scarisbrick, A to F Think MF! A memory aid for early recognition of mycosis fungoides/Sézary syndrome, British Journal of Dermatology, Volume 193, Issue 6, December 2025, Page 1235















Key Features in the Diagnosis of Early-Stage MF

MF-CTCL: mycosis fungoides-type cutaneous T-cell lymphoma; TCR: T-
cell receptor. 

Adapted from Song SX et al. Am J Clin Pathol. 2013;139:466-490. 
NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for 

Non-Hodgkin's Lymphomas V.1.2016. 

*Lymphoid atypia is defined as cells with enlarged hyperchromatic nuclei and irregular or cerebriform 
nuclear contours.

KEY FEATURES

Clinical

Persistent and/or progressive patches and plaques with:

(1) Non–sun-exposed location

(2) Size/shape variation

(3) Poikiloderma

Histopathologic

Superficial lymphoid infiltrate plus:

(1) Epidermotropism without spongiosis

(2) Lymphoid atypia*

Molecular/biologic Clonal TCR gene rearrangement (be mindful of false-positives)

Immunopathologic
• CD2+, 3+, 5+ <50% of T-cells
• CD7+ <10% of T-cells
• Increased CD4/CD8 ratio



Clinical history

Clinical features

Histoimmunopathology

4 points to confirm diagnosis

Clonality

Diagnosing MF: ISCL algorithm

Pimpinelli N, et al. J Am Acad Dermatol. 2005;53:1053-63.

Criteria Major
(2 points)

Minor 
(1 point)

Clinical

Persistent and/or progressive plaques plus Any 2 Any 1

1. Non-sun-exposed location

2. Size/shape variation

3. Poikiloderma

Histopathological

Superficial lymphoid infiltrate plus Both Either

1. Epidermotropism

2. Atypia

Molecular/biological

Clonal TCR gene arrangement Present

Immunopathological

1. CD2, 3, 5 < 50% Any 1

2. CD7 < 10% of T cells

3. Epidermal discordance from expression of 
CD2, 3, 5, and 7 on dermal T cells



TCR clonality

• Normal T cells exhibit polyclonal TCR gene
rearrangements, whereas malignant T cells share
an identical clonal TCR rearrangement.

• Detection of TCR clonality supports the diagnosis of
CTLC, although clonality may also occur in some
benign skin conditions.

• Available methods include:
• PCR (BIOMED-2)
• High-throughput sequencing (HTS)
• Flow cytometry

• All methods provide similar sensitivity, while HTS
and flow cytometry offer higher specificity.

• TRBC1 flow cytometry achieves diagnostic
performance comparable to PCR, with lower cost
and faster turnaround time.



Objective
• Develop an immunofluorescence-based assay to assess T-cell clonality in FFPE skin biopsies and distinguish CTCL from 

inflammatory dermatoses. 
Method
• TRBC1 Clonality Score (TRBC1-CS): quantifies the imbalance between TRBC1+ and TRBC1− CD3+CD4+CD8− T cells (0 = 

polyclonal, 1 = highly clonal); cut-off ≥0.5
• Validation against BIOMED-2 PCR clonality. 
Key findings
• TRBC1-CS ≥0.5 identified CTCL with high specificity: 

• Discovery cohort: Specificity 96%, PPV 88%; Validation cohort: Specificity 89%, PPV 85%
• Compared with PCR: 

• Higher specificity, lower sensitivity
• Preserves tissue architecture and enables simultaneous immunophenotyping.



• 371 patients treated with dupilumab for severe AD. 
• Failure to achieve an improvement of EASI of at least 50% at Week 16 and of 75% at Week 52. 
• 46 (12.3%) patients showed insufficient response to dupilumab. 
• 19 (54.2% of inadequate responders) were finally diagnosed with mycosis fungoides







8.2025: topical steroids. Acitretin started 25 mg/die



10.2025: mild improvement. Decision to add nb-UVB



2.2026: follow up 





Interleukin-31 receptor alpha (IL-31RA)



(Some) Prognostic factors in MF and SS

CLINICAL

Clinical factors

• Male sex
• Advanced age
• Advanced folliculotropic variant
• Advanced skin burden (based on T-score and mSWAT) (Plaque vs Patch)

BIOLOGICAL

Biological factors

• Elevated serum lactate dehydrogenase
• Blood eosinophilia (?)

PATHOLOGICAL

Pathological factors

• Large cell transformation
• High Sézary cell count (?)
• Peripheral blood T-cell clone identical to that in the skin
• CD30 negativity (?)

MF = mycosis fungoides  •  SS = Sézary syndrome  •  mSWAT = modified Severity-Weighted Assessment Tool



Quali parametri informano maggiormente sulla 
prognosi nei pazienti con MF avanzata (IIB-IVB)?

• La durata di malattia dalla diagnosi

• L’entità del coinvolgimento ematico (tumor burden - B)

• La presenza di eritrodermia all’esordio

• L’integrazione di parametri clinici, istologici e sierici







“… Median PFS of 4.64 years (95% CI, 3.50-5.76), 2.72 years (95% CI, 1.81-4.56), and 0.89 years (95% CI, 0.65-1.14),
respectively (log-rank P < .001). Patients in the intermediate-risk (hazard ratio [HR], 1.45; 95% CI, 1.01-2.08) and high-
risk (HR, 3.84; 95% CI, 2.21-6.66) CLIPI groups displayed higher hazards of progression than those at low risk...”





Thanks for your attention

gabriele.roccuzzo@unito.it
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