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PCBCL- Overview
B-cell lymphomas (BCLs) of the skin represent a rare and heterogeneous group of extranodal non-Hodgkin 

lymphomas. These neoplasms, albeit infrequent, are clinically significant in dermatology, oncology, hematology, 

and pathology, due to their diagnostic and therapeutic complexity. Lymphomas of the skin are classified as primary 

cutaneous (PCL), when confined to the skin at diagnosis, and secondary cutaneous (SCL), when the skin is involved 

following dissemination from systemic or nodal lymphomas. 

The incidence of PCBCL has increased over recent decades, now affecting approximately 4 per million individuals.  

PCBCLs account for roughly 25% of PCL and demonstrate a higher prevalence in male, non-Hispanic White 

individuals, and adults aged over 50 years.



PCBCL-References





PCBCL are currently classified into three major subtypes by both the 5th edition of the World Health Organization (5-WHO) 

Classification of Hematologic Neoplasms and the 2022 International Consensus Classification (2022-ICC) of Mature Lymphoid 

Neoplasms: primary cutaneous follicle center lymphoma (PCFCL), primary cutaneous marginal zone lymphoma or 

lymphoproliferative disorder (PCMZL/LPD), and primary cutaneous diffuse large B-cell lymphoma, leg type (PCDLBCL,LT). 

These subtypes are further categorized based on clinical behavior and prognosis, with PCFCL and PCMZL/LPD being low-

grade/indolent, and PCDLBCL,LT classified as a high-grade/intermediate-to aggressive neoplasm.  

Notable differences with previous classifications include the categorization of MZL/LPD as a separate entity from the broad 

group of extranodal marginal zone lymphomas of mucosa-associated lymphoid tissue (MALT lymphoma), its downgrading to 

an LPD (in the 2022-ICC), and the recognition that PCFCL may be composed of large cells, and regardless, should not be 

categorized as PCDLBCL (even when occurring on the legs), with the diagnosis relying on its characteristic germinal center B-

cell immunophenotype and defining molecular features.



Secondary cutaneous B-cell lymphomas (SCBCLs) share numerous overlapping features with 

PCBCL, making it essential to differentiate between primary and secondary cutaneous 

involvement in all suspected PCBCL cases. Diagnostic workup for PCBCL follows the tumor, 

node, metastasis (TNM)  staging system endorsed by the International Society for Cutaneous 

Lymphomas (ISCLs) and the European Organization for the Research and Treatment of Cancer 

(EORTC). A thorough evaluation should include clinical assessment for B-symptoms and 

organ-specific signs.

Barbati ZR & Yann CJ. Cancers 2025







Additionally, blood count with differential, a metabolic panel with lactate dehydrogenase (LDH) levels, and 

imaging studies (e.g., PET/CT or CT-SCAN with intravenous contrast of the chest, abdomen, pelvis, and neck if 

applicable) are performed, except in cases of PCMZL/LPD, where they are unnecessary given its growing 

recognition as an indolent lymphoproliferative disorder.  

Bone marrow biopsy, peripheral  blood flow cytometry, and protein electrophoresis (to rule out monoclonal 

gammopathy) are optional and of limited value in indolent/low-grade PCBCL (especially in PCMZL/LPD) but are 

indicated in patients with systemic symptoms, widespread disease, unexplained cytopenias or leukocytosis and 

are mandatory in patients with PCDLBC,LT, where additional screening for infections (hepatitis B and C, human 

immunodeficiency virus, latent tuberculosis) is paramount before initiating systemic therapy.

Barbati ZR & Yann CJ. Cancers 2025



It essential to differentiate 
b e t w e e n p r i m a r y a n d 
s e c o n d a r y c u t a n e o u s 
involvement in all suspected 
PCBCL cases





• Most common subtype of PCBCL (57%), located primarily in the scalp, face, forehead, 
and trunk, usually with indolent course and excellent prognosis (5-year overall 
survival [OS] rate is >95%).  

• Multifocal skin lesions are seen in 15% of cases. Ulceration is rare.  
• Dissemination to extracutaneous sites is extremely uncommon; cutaneous 

recurrences occur near the initial site in approximately 30% of cases.

PCFCL



Barbati ZR & Yann CJ. Cancers 2025
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Atypical manifestations have been described in the literature and may mimic facial dermatoses such as lupus tumidus, 
granulomatous rosacea, lupus miliaris disseminates faciei, B-cell pseudolymphoma, IgG4 related disease but also solid organ 
metastasis. Scalp involvement may lead to alopecia. A clinical variant, historically known as “Crosti's lymphoma” or 
“reticulohistiocytoma of the dorsum”, is characterized by figurate, annular, concentric plaques with peripheral macules or  
papules on the trunk Bernardelli A et al. European Journal of Haematology, 2026 
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Recommendations and proposals 
The presence of a vaguely residual nodular pattern (usually detectable at low mangnification), a residual often 
disrupted follicular dendritic cell meshwork, an intense intermingled  reactive T-cell infiltrate, weak to absent BCL2 
expression, favour a PCFCL whereas large cohesive sheets of centroblasts and immunoblasts without dendritic cell 
aggregates favours PCDLBCL. 
Patients with BCL2 expression should be staged extensively (including bone marrow biopsy, unless PET-CT scan is 
available) to exclude extra-cutaneous involvement. 
Those patients and patients with localization on the legs and/or FOXP1 expression should be anyway followed 
aggressively with 3-4 times a year clinical follow-up and restaging on relapse.



PCMZL

Primary cutaneous marginal zone lymphoma (PCMZL) (WHO5)/Primary cutaneous marginal zone 
lymphoproliferative disorder (ICC) 
• Second most common subtype of PCBCL (24%–31%) with distribution primarily on the trunk, upper 
extremities, and head. Typically presents as solitary or multiple erythematous to violaceous papules, small 
nodules, plaques, or tumors with indolent course and excellent prognosis (5-year survival rate is 99%).  
• Relapses in the skin occur in 50% of patients. 



Barbati ZR & Yann CJ. Cancers 2025
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Can be divided into 2 groups with different prognosis based on the immunoglobulin 
heavy chain IgH gene rearrangement:  

• CXCR3-negative and Ig class-switched subtype (IgG, IgA, and IgE) characterized by 
nodular infiltrates of plasma cells 

• A less common subtype that is CXCR3-positive and IgM positive (non class switched), 
which may have extracutaneous extension 

•  IgG class-switched subtype is a clonal chronic lymphoproliferative disorder (LPD), 
with indolent course





• As in other extranodal MZL, a link with chronic antigenic stimulation has also been suggested for PCMZL, 

including bacterial and viral agents, tattoo pigments, vaccines and iatrogenic agents (fluoxetine). Borrelia 

burgdorferi infection has been associated with PCBCL, including the PCMZL type, according to studies from 

some European countries (Scotland and Austria); however, other studies, mostly from Asia and the U.S.A., 

did not confirm such an association, suggesting geographic variability.  

• Other infections possibly associated with the development of PCMZL are herpes simplex virus type 1 and 

hepatitis virus. Notably, hepatitis C virus (HCV) infections have been found in association with up to 43% of 

PCMZL, according to one Italian study, and rare cases responding to antiviral therapy have been reported. 

PCMZL may also arise in an autoimmune disease setting, such as Sjögren syndrome or Hashimoto’s 

thyroiditis.

Lucioni M et al. Hemato 2022



Recommendations and proposals 
PCMZL and CLH often share histopathological features… 
Ancillary studies  may corroborate a lymphoma diagnosis, documenting clonal IGH 
rearrangements.. However it is important to stress that clonal rearrangements may occur also in 
some reactive lymphoid infiltrates. 
A definitive diagnosis may not always be achieved, even after a  judicious integration of 
pathological and clinical data. In these cases only clinical follow-up and repeated biopsy may 
finally confirm the lymphoma diagnosis.



PCDLBCL-LT

The rarest subtype of PCBCL (11%–19%), constituting 4% of all primary cutaneous lymphomas. It 
is distributed mostly to the leg, but not uncommonly (10%–15%) can be found in other sites.  
• Typical clinical presentation is red to bluish plaques or tumors located on one or both legs that 
can ulcerate.  
• It is usually aggressive and associated with a poor prognosis (high frequency of extracutaneous 
relapses) (5-year OS rate is 50%).  
• Multiple skin lesions, inactivation of CDKN2A, and MYD88 L265P associated with inferior 
prognosis



Barbati ZR & Yann CJ. Cancers 2025



PCDLBCL-LT
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Immunophenotype – cells express CD20, CD79a, monotypic immunoglobulins, BCL2 (strong), IRF/MUM1, FOXP1, IgM, and 
occasionally MYC. CD10 staining is usually negative. Immunophenotype may vary with poor correlation with Hans algorithm, 
but most cases are positive for MUM1 and BCL2 with variable expression of other markers. 
Gene expression profiling: PCDLBCL, leg type has been demonstrated to be most commonly activated B-cell (ABC) subtype. 
Gain-of-function mutations in MYD88 and CD79B co-occur in the so-called "MCD" subtype, and are specific to PCDLBCL, leg 
type



Recommendations and proposals

The presence of a vaguely residual nodular pattern (usually detectable at low mangnification), a 
residual often disrupted follicular dendritic cell meshwork, an intense intermingled  reactive T-
cell infiltrate, weak to absent BCL2 expression, favour a PCFCL whereas large cohesive sheets of 
centroblasts and immunoblasts without dendritic cell aggregates favours PCDLBCL. 
Molecular analyses can also be useful as PCDLBCL variably carry MYC and/or BCL6 
translocations, and amplification of MALT1 and BCL2.





Our study comprehensively 
analyzed the clinicopathological 
and molecular features of 
PCDLBCL-LT, PCDLBCL-NOS, and 
S C D L B C L , u n d e r l i n i n g t h e 
differences among them and the 
i m p o r t a n c e o f p r o p e r l y 
identifying these entities at the 
time of diagnosis.

PCDLBCL-LT, 10 cases and PCDLBCL-NOS, 8 cases



• Immunohistochemistry for Hans’ algorithm markers, BCL2, and MYC was performed. 

• The molecular study included the determination of the cell of origin (COO) by Lymph2Cx assay on NanoString platform, FISH analysis of IgH, 

BCL2, BCL6, and MYC genes, as well as the mutation analysis of MYD88 gene. 

• In immunohistochemistry analysis, BCL2 and MYC hyperexpression was more frequent in LT than in NOS cases and, according to Hans’ 

algorithm, PCDLBCL-LTs were mostly of the non-GC type (8/10), whereas in PCDLBCL-NOS, the GC type prevailed (6/8).  

• The determination of COO using Lymph2Cx supported and further confirmed these results. In FISH analysis, all but one LT cases versus 5 of 8 

PCDLBCL-NOS showed at least one gene rearrangement among IgH, BCL2, MYC, or BCL6. In addition, MYD88 mutations were more 

frequently present in LT than in NOS subtypes. Interestingly, MYD88-mutated patients were older, with a non-GC phenotype and had worse 

OS, compared to MYD88 WT cases. Overall, SCDLBCL did not show, at the genetic and expression level, different profiles than PCDLBCL, even 

if they bear a significantly worse prognosis. At survival analysis, the most important prognostic factors in patients with PCDLBCL were age 

and MYD88 mutation, whereas relapse and high Ki-67 expression were relevant in patients with SCDLBCL.



Proposals

The identification of PCDLBCL, not otherwise specified (PCDLBCL-NOS) as a distinct entity with 
intermediate features between PCDLBCL leg type and PCFCL is still debated. 
Survival of these patients would be strongly dependent on the cell of  origin: good and similar to 
that of PCFCL in those with germinal center (GC) profile, or viceversa, poorer and similar to that 
of PCDLBCL leg type in those with activated B-cell (ABC) profile.

PCDLBCL-NOS



.Treatment of Indolent/Low-Grade Primary Cutaneous B-Cell Lymphomas/
Lymphoproliferative Disorders



In PCBCLs, indolent subtypes (PCFCL, PCMZL/LPD) are effectively 
managed with localised therapies, whereas PCDLBCL-LT requires 
systemic chemo-immunotherapy and, increasingly, immune- and 
pathway-directed approaches in relapse.



Given the generally favorable prognosis of indolent/low-grade PCBCL, a conservative 
therapeutic approach should always be prioritized when clinically appropriate. 
This may include a “wait and see” strategy for solitary PCMZL/LPD, which, while acceptable, is 
often not preferred by patients and necessitates close surveillance. 
For both PCMZL/LPD and PCFCL with solitary or limited lesions, the treatment modalities of 
choice are typically involved-site radiation therapy (ISRT) and, less commonly, surgical excision.  
ISRT is often favored due to its lower morbidity and excellent outcomes, particularly in older 
adults, or in anatomic areas where surgical excision may result in suboptimal cosmetic 
outcomes or healing difficulties, such as the face and lower leg, respectively.

Treatment of Indolent/Low-Grade Primary Cutaneous B-Cell 
Lymphomas/Lymphoproliferative Disorders



While both surgical excision and ISRT can provide complete responses (CRs) in nearly all cases, relapses are common, and optical surgical 

margins remain ill-defined. 

Reported surgical margins are generally less than 1 cm, while ISRT typically employs margins ranging from 1 to 5 cm. 

Regarding ISRT, there is no consensus on the optimal radiation doses for indolent PCBCL, with treatment regimens varying widely. Success has 

been reported from very low-dose ISRT (VLD-IRST; 2–4 Gy in 2 fractions) to standard-dose ISTR (SD-IRST; 24–40 Gy in 12–20 fractions). Both 

regimens have demonstrated similar efficacy (CRs), but VLD-ISRT is associated with a significantly lower incidence of side effects (15.7% vs. 

78.4%, p < 0.0001), making it an attractive option for treating indolent PCBCL.  

Although some cohorts suggest a higher relapse rate following excisional surgery compared to ISRT, statistically significant differences have not 

been established. Nevertheless, excision is typically only favored in select cases, where small lesions may be removed with minimal non-

disfiguring surgery.

Treatment of Indolent/Low-Grade Primary Cutaneous B-Cell 
Lymphomas/Lymphoproliferative Disorders



Alternative treatment strategies for solitary or limited lesions of indolent PCBCL include intralesional 

corticosteroids, particularly for small lesions of PCMZL/LPD, though the CR rate is suboptimal at approximately 44% 

and multiple treatment cycles are often required. 

Systemic antibiotics such as cephalosporins and tetracyclines may be effective for lesions associated with Borrelia 

burgdorferi infection (especially in endemic regions of Europe).  

Other therapies include intralesional interferon-alpha (though not available in many countries) and intralesional 

rituximab, a chimeric monoclonal antibody targeting CD20.  

Intralesional rituximab has shown high CR rates (60–80%) but is often impractical due to the need for multiple 

injections, associated pain, wheal-like reactions (both at the injection site and distant sites), and mild, albeit 

bothersome, adverse events, such as urticaria, exanthem, fever, nausea, and malaise. Importantly, rituximab can 

lead to rare, but potentially serious reductions in B-cell counts, even with low cumulative doses.

Treatment of Indolent/Low-Grade Primary Cutaneous B-Cell 
Lymphomas/Lymphoproliferative Disorders



.Treatment of Indolent/Low-Grade Primary Cutaneous B-Cell Lymphomas/
Lymphoproliferative Disorders



In patients with multiple disseminated lesions, or in select cases (i.e., PCFCL with extensive scalp lesions, where 

IRST may lead to long-standing alopecia), intravenous rituximab (325 mg/m2 weekly for 4–8 infusions) has 

proven effective, with reported 98% overall response rates (ORRs), 64% CRs, a median progression free survival 

(PFS) of 58 months, and a median time to next treatment (TTNT) of 60 months in the largest series of 25 cases of 

PCMZL/LPD. 

In a similar cohort of 29 patients with PCFCL, systemic rituximab achieved an ORR of 96%, a CR of 72%, a median 

PFS of 78 months, and a median TTNT of 85 months. 

In both cohorts, adverse events, mostly grade 1–2, occurred in approximately 32–38% of cases.

Treatment of Indolent/Low-Grade Primary Cutaneous B-Cell 
Lymphomas/Lymphoproliferative Disorders



However, rare cohorts of multiagent chemotherapy in PCMZL/LPD have demonstrated CR rates of 

approximately 85%, though relapses occur at similar rates to those observed with other treatment modalities. 

Similarly, a systematic review of multi-agent chemotherapy in PCFCLs found CR rates in 85% of patients, with a 

relapse rate of 44%.  

The cyclophosphamide, doxorubicin, vincristine, and prednisone (CHOP) regimen has been the most commonly 

used chemotherapy protocol, often with or without the addition of rituximab and/or ISRT.  

However, experience with these combined approaches remains limited by the relatively small patient 

populations treated with such regimens.

Treatment of Indolent/Low-Grade Primary Cutaneous B-Cell 
Lymphomas/Lymphoproliferative Disorders



Recommendations and proposals

Patients with PCMZL or PCFCL presenting with solitary or localized skin lesions should be managed with excision and/or local RT 
with curative intent.  
As second line or when lesions are difficult to treat with RT or surgery, intralesional (IL) high-potency corticosteroids and IL 
rituximab, are options. 
Alternative topical therapies (e.g. clobetasol, nitrogen mustard, imiquimod and photodynamic therapy) may also be  considered 
in selected situations. 
In multifocal disease, local RT, intravenous rituximab monotherapy, IFN-alpha, oral chlorambucil, are all acceptable palliative 
choices. 
Clinical observation or limiting treatment to symptomatic lesions can be acceptable in patients with multifocal indolent disease. 
Similar approach can be adopted to treat relapses. 
Clinical trials should be considered in appropriate cases.



.Treatment of Aggressive PCBCL (PCDLBCL, LT)



The standard first-line treatment for PCDLBCL,LT involves polychemotherapy with the R-CHOP regimen.  

The addition of ISRT has been shown to enhance local control and prolong PFS, with a median PFS of 58 

months when combined with R-CHOP, compared to 14 months with R-CHOP alone. 

Importantly, localized treatment alone is typically inadequate for effective disease management. 

 In patients who are unable to tolerate the standard R-CHOP regimen due to advanced age or significant 

comorbidities, alternative reduced-intensity regimens or the combination of rituximab with pegylated 

liposomal doxorubicin (PLD) may be considered.  

The use of PLD is advantageous as it has a reduced risk of cardiotoxicity compared to conventional 

doxorubicin.

.Treatment of Aggressive PCBCL (PCDLBCL, LT)



Among our patients, all the five with aggressive forms (PCLBCL-LT) showed a CR in a short period, which was long lasting in 

two of them (69 and 63 months respectively), even if one of them had a refractory, relapsing disease (Patient 2).  

The particular skin-tropism of Peg-Doxo probably accounts for the high rate of CR in such very aggressive cutaneous 

lymphoma. 

European Journal of Haematology 2008



Pulini S et al. European Journal of Haematology 2008 



Pulini S et al. European Journal of Haematology 2008 



The patient 4 died for relapsing and progressive disease. He constitutes 
a rare example of extracutaneous recurrence in the central nervous 
system (CNS). The overall risk of secondary CNS involvement in NHL is 
about 5%. With regards to PCLs, this complication is mainly reported in 
patients with PCTCL, mostly in stage IV B Mycosis Fungoides and, among 
B histological types, in intravascular lymphoma, but very rarely in other 
PCBCL, which accounts for 2% of cases and is related to death, 
according to the published data from the Dutch Cutaneous Lymphoma 
Registry.



.Treatment of Aggressive PCBCL (PCDLBCL, LT)



Recommendations and proposals

For PCDLBCL-LT, the Panel argued that the preferred frontline approach should be referral to a major academic centre for 
consideration of disease dedicated clinical trials. 
If trials are not available, therapy strategy for PCDLBCL-LT should be derived from the results of clinical trials in diffuse large B-
cell lymphoma. 
CHOP-like regimens associated with rituximab and local RT, are used as initial treatment, even for solitary and localized tumors. 
As possible alternative for elderly and unfit patients is RT alone, rituximab monotherapy with/without RT, the association of 
rituximab with pegylated liposomal doxorubicin. 
Lenalidomide, an oral immunomodulating agent, represents a therapeutic option in relapsed/refractory PCDLBCL-LT, although 
the clinical benefit appears restricted  to a subset of patients without the MYD88L265 P mutation. 
The Panel considered an urgent need that more extensive trials with lenalidomide in this setting should confirm preliminary 
data.



Even with R-Chemo: 40% recurrences

• Therapeutic choice in case of recurrence or progression 
• Further complicated in already treated, advanced age patients, co-morbilities?

New therapeutic options and strategies

Predictive markers for response or recurrences?



P C D L B C L - LT r e q u i r e s s y s t e m i c c h e m o -
immunotherapy and, increasingly, immune- and 
pathway-directed approaches in relapse.



• Beyond conventional chemoimmunotherapy, therapeutic innovation in 

PCDLBCL-LT has increasingly drawn on advances developed for nodal diffuse 

large B-cell lymphoma (DLBCL). 

• Case reports and small series describe responses to ADCs (such as CD79b-

targeted polatuzumab vedotin) and other novel agents in multiply relapsed 

PCDLBCL-LT, particularly in patients harbouring MYD88 and BCR-pathway 

mutations  

• Although clinical data remain limited, the biological parallels between 

PCDLBCL-LT and activated B-cell-type DLBCL—especially their addiction to 

the BCR–MYD88–NF-κB axis—support further exploration of ADCs and 

related targeted approaches in this setting.

Satoko Oka, Kazuo Ono & Masaharu Nohgawa 



Clinical and 
Molecular 
Features



Treatment strategies guided by molecular profiles
• Many mutations in PCDLBCL-LT occur in the NF-kB pathway.  

• Although there are no direct inhibitors of the most frequently mutated proteins (e.g., MYD88 and CD79B), 

other targets in the NF-kB pathway have shown promising early results. 

• For example, ibrutinib, which inhibits the kinase BTK downstream of MYD88, led to complete skin responses 

in three cases of PCDLBCL-LT (Al-Obaidi et al., 2020; Fox et al., 2018; Gupta et al., 2015)

Journal of Investigative Dermatology 2023



We report a case of PCDLBCL-LT with short lived 

responses to standard systemic DLBCL therapies, 

including high-dose chemotherapy and autologous 

stem cell transplantation. We achieved an excellent 

response to immunomodulatory therapy with 

lenalidomide followed by a long-lasting complete 

remission to Burton’s tyrosine kinase inhibition with 

ibrutinib.

………Ibrutinib 560 mg qd per os was started in 
 December 2013 with rapid improvement resulting 
 in complete remission (CR).  
He remains in CR at the time of this writing



Cureus 12(6) 2020: e8651. DOI 10.7759/cureus.8651

Fourth line ibrutinib therapy have shown CR and skin lesion 
regression, respectively.



Blood (2018) 132 (Supplement 1): 4237.



Treatment strategies guided by molecular profiles

Journal of Investigative Dermatology 2023

Treatment with lenalidomide,which antagonizes transcription factors 
IRF4 and SPIB downstream of the NF-kB pathway, has also shown 
some benefits in PCDLBCL-LT 



P. Savini, A. Lanzi, F. G. Foschi, G. Marano & G. F. Stefanini 

Abhisek Swaika, David M. Menke, Manoj K. Jain & Taimur Sher



Journal of Investigative Dermatology 2018



PFS

Lenalidomide: 25 mg daily for 21/28 day-cycle. Treatment maintained 12 months unless progression 
Primary endpoint: overall response (OR = CR + PR) at 6 months. 
19 patients, med age 79 ans (69-92), 18/19 : leg location, 16/19 : Relapse after CR; Stages: T1 (n=2), T2 (n=13), T3 (n=4) 
Median nbr of cycles = 5; 63% ORR 
but RR at 6 months = 26.3% (11%-47.6%, 90%CI) including 4 CR and 1 PR) 
At 12 months, 3 still treated : 2 CR and 1 PR. 
Median PFS = 5 months (1-31) 
Overall survival 6 and 12 months : 89.5% and 68.4% 
Median overall survival 19 months

Beylot-Barry M et al. J Invest Dermatol 2018



• Severe AEs (11 grade 3 in 7 patients and 2 deaths) and dose reduction due to AEs in 7 patients (cytopenia, 
thromboembolic) 

• However, a prolonged response (including CR) was obtained in some patients: 

- 60% of patients who achieved response at M6 had a durable response and were still responders at 12 months 

- Patients treated in the second year of the trial vs first year: 

• Doses reduced for AEs: 62.5% vs 36.4% 

• Higher number of cycles: median =7 (5-12) vs 4 (1-5) 

• Better survival,  deaths= 25% vs 81.8%

Reduced doses tended to be associated with higher 6-month overall response rate and progression-free survival. 
Absence of the MYD88L265P mutation was associated with a higher overall response under treatment (80.0% vs. 33.3%; P 
= 0.05). 
Lenalidomide at reduced doses may allow prolonged responses in a few patients and represents a therapeutic option in 
relapsing/refractory primary cutaneous diffuse large B-cell lymphoma, leg type.

Beylot-Barry M et al. J Invest Dermatol 2018





The patient achieved a clinical CR after approximately 4 cycles of therapy which was maintained for 16 months. 
Considering her optimal tolerance of the drug, we decided to prolong the treatment with lenalidomide even after the completion 
of the usual 12 cycles. Overall, the patient received 24 cycles of therapy without experiencing any relevant side-effects apart from 
asymptomatic skin lentigo and grade 4 neutropenia, which resolved with dose reduction

…..On March 24, 2021, the 
patient was started on 
single-agent 
lenalidomide (15 mg/day 
for 21 days in a 28-day 
cycle). 

Zoli S et al. Chemotherapy 2024



Real-world case reports confirm the activity of lenalidomide, including impressive responses 

after multiple prior lines of therapy and in combination with rituximab, supporting its use as a 

palliative yet potentially disease-modifying option in selected patients. 

Nonetheless, recent studies underline modest response durability and marked interpatient 

heterogeneity, reinforcing the role of lenalidomide as part of combination or sequential 

strategies rather than as a standalone long-term solution.



To our knowledge, this is the first case series of PCDLBCL-LT treated with a combination of rituximab, lenalidomide, and 

ibrutinib. 

 We chose this triplet regimen based on the presence of the MYD88 L265P mutation in PCDLBCL-LT, the short duration of 

response with chemoimmunotherapy, and the favourable response rates observed in previous studies relative to that 

observed with lenalidomide/rituximab or ibrutinib monotherapy in relapsed/refractory DLBCL. 

In conclusion, the combinationof rituximab, lenalidomide, and ibrutinib led to clinically meaningful responses in two 

patients with relapsed/refractoryPCDLBCL-LT and could potentially represent a novel therapeutic approach for patients 

with this rare aggressive subtypeof DLBCL harbouring MYD88 mutation.

Moore DC et al. British Journal of Haematology, 2022 



Journal of Investigative Dermatology 2023

The occurrence of PDL1/PDL2 tumor mutations and near universal expression of PD-L1 in the tumor microenvironment of 
PCDLBCL-LT suggests the potential for PD-1/PD-L1 inhibitors in this devastating disease (Figure 1c). 
PDL1/PDL2 copy number alterations and translocations have predicted clinical responses to PD-1/PD-L1 inhibitors in 
other lymphomas, including extranodal ABC-type DLBCLs…. 



…….In early 2019 patient was started on rituximab 375 mg/m2 once weekly for 

the first 4 weeks. Lenalidomide (10 mg/day, days 1–21) was added by the second 

rituximab administration and 1 month later pembrolizumab was started at the 

dosage of 200 mg. This triple combination was repeated every 3 weeks for two 

cycles. 



Primary cutaneous anaplastic large cell lymphoma, leg type. (A, B) Clinical 
presentation with indurated red nodules on both legs.  
(C, D) Clinical regression after the administration of rituximab, lenalidomide and 
pembrolizumab

Di Raimondo C et al. Br J Haematol 2019 

A f t e r o n l y o n e a d m i n i s t ra t i o n o f 
pembrolizumab, his skin lesions regressed 
with complete clinical remission (Fig 1B). 

Treatment was complicated by transient 
neutropenia and associated pneumonia, 
which responded to antibiotics. 

He has remained in complete remission for 
t h e l a s t s e v e n m o n t h s , r e c e i v i n g 
lenalidomide 10 mg days 1–21, rituximab 
and pembrolizumab on a monthly basis.



Tafasitamab/lenalidomide induced rapid response (time to response < 3 months) achieving CR in 4/5 with 
response duration of 16+10 months (range 5-36 months) 

Treatment was well tolerated, AEs mainly included hematological toxicities being attributed to 
lenadidomide.

5 patients with PCDLBC (3 male, 2 female; age 82+5 years) 

were treated, having relapsed after first-line treatment with R-

CHOP+ local radiation (n=4) or radiation alone  (n=1). 

Tafasitamab 12mg/kg was given as a weekly infusion (interval 

prolongation after 3 cycles), lenalidomide 25mg/m2 was 

administered daily for up to 12 months 



.Treatment of Aggressive PCBCL (PCDLBCL, LT)

Currently, there are no robust clinical data specifically evaluating the efficacy of other innovative therapies—such as 
antibody–drug conjugates, bispecific antibodies, or chimeric antigen receptor T-cell (CAR-T) therapies—in the treatment 
of PCDLBCL-LT. These advanced therapeutic modalities have shown promising results in relapsed/refractory systemic 
DLBCL, particularly in high-risk or treatment-resistant cases. However, their use in PCDLBCL-LT remains largely 
unstudied, and clinical experience is limited to anecdotal reports or extrapolation from systemic disease settings.
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