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Primary cutaneous Large B-cell lymphoma, Leg-type
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The beginning of the story

18 patients (med 76 years), MF ratio 7.2, legs 14/18; 5-y survival = 58%

Mean age 76 years, Leg 72%; 5-year survival = 41%
Prognostic factors : age, multiple lesions, leg localisation, ulceration



• 82-year old woman

• Tumor of the right leg appeared in 2 
months

• No other skin lesions

• No adenopathy

• Good general condition (ECOG = 0)

A very suggestive clinical presentation



Some unusual presentations

Personal cases





Ki67BCL2 CD10

FOXP1MUM1BCL6
CD20

Senff, J Clin Oncol 2007 Grange Arch Dermatol 2007  Menguy S. Histopathology 2019

Expression profile: BCL2+ MUM1+, FOXP1+,BCL6+/-,CD10-



30-50% skin recurrences
40% extracutaneous spreading : nodes, central 

nervous system
5-year survival  50

Primary cutaneous large-B cell
lymphoma leg-type

Primary cutaneous follicle
center lymphoma

Adequate diagnosis is crucial
for an adapted treatment 

Senff, J Clin Oncol 2007

Primary cutaneous marginal 
zone lymphoma



WHO classification of tumours of 
haematopoietic and lymphoid tissues. 
Revised 4th edition. (Swerdlow SH, 
Campo E, Harris NL, et al., eds.). Lyon: 
International Agency for Research on 
Cancer; 2017.

May be challenging for pathologists

Nodal Extra-nodal

Cutaneous OthersDigestive tract 

B-cell Lymphoma

Marginal zone 
lymphoma

Primary cutaneous
follicle centre 
lymphoma (PCFCL)

Primary cutaneous
diffuse large B-cell
lymphoma, leg-type
(PCDLBCL-LT)

WHO 2017

Small cells Large cells
(PCFCL-LC)

To be distinguished ++

Menguy S. et al. Histopathology 2019
Luciano M. et al. Cancer Medecine 2016



Phenotype, n (%) PCFCL-LC
n=25

PCDLBCL-LT
n=32

Inclassified
n=7

BCL2 7 (28) 32 (100) 6 (86)

MUM1 3 (12) 32 (100) 5 (71)

CD10 14 (56) 0 1 (14)

BCL6 25 (100) 25 (78) 5 (71)

Follicular dendritic meshwork CD21 15 (60) 0 1 (14)

MYC 11 (44) 24 (75) 7 (100)

P63 11 (44) 13 (41) 2 (29)

IgM 2 (8) 14 (44) 2 (29)

FOXP1 2 (8) 25 (78) 4 (57)

Ki67, mean (%) [range] 78 [40–100] 85 [60–100] 83 [60–100]

Phenotype in PCBCL-large cells: relevant markers for differential diagnosis

2019



Clinical evaluation for the skin extension

• T1: solitary lesion
– T1a:  < 5 cm
– T1b: > 5 cm

• T2: Regional skin involvement : 1 anatomic area or 2 
contigous anatomic areas
– T2a: all lesions in an area <15 cm
– T2b: all lesions in an area 15 - 30 cm
– T2c:  all lesions in an area > 30 cm

• T3: Diffuse skin involvement
– T3a: lesions in 2 non-contigous areas
– T3b: > 3 anatomic areas

Impact on therapeutic choice
and on prognosis

Adequate staging for an 
adapted treatment



• Clinical examination (T, N?), general status
• Blood tests

– Blood cell count, liver and kidney analysis
– Lactate dehydrogenase
– Serum electrophoresis

• Results of skin biopsy

• Molecular analysis in skin biopsy
– PCR for IgH rearrangement (value mostly for « staging »)
– MyD88 mutation

Primary cutaneous lymphoma are, by definition, 
« N0, M0 » at diagnosis



• Imaging : 
• Total body CT-scan
• Cerebral CT-scan  ?
• PET scan

– Initial staging and monitoring tumor response

• Bone marrow biopsy
• Recommended for intermediate or aggressive PCBCL (?)
• But debatable for impact on patient management

Sundriyal D. et al. Cancer frep 2020 Grange, Ann Dermatol Venereol, 2010 Felcht JAAD 2011
Senff, Blood, 2008 Senff Br J Haematol 2008 Gardette E. et al. JEADV 2017
NI C. Clin Nuclear Med 2016 Samarghandi Clin Nuclear Med 2015 Fuerman H. et al. IMAJ 2019

Primary cutaneous lymphoma are, by definition, 
« N0, M0 » at diagnosis



How to treat these patients ? 
Limits to therapeutic guidelines

• Guidelines largely based on retrospective studies and institutional
experience

• No randomized, controlled trials 

• Large retrospective comparative analysis and one phase 2 study

Suarez AL et al JAAD 2013



• Elderly patients…

?
30-50% skin recurrences
40% extracutaneous
spreading : nodes, 
central nervous system
5-year survival  50

Senff 2007

What about PCDLBC-LT ?

Feugier et al. J Clin Oncol 2005

How to treat these patients ? 
Limits due to the patients



Specific survival of 115 French patients with PCLBCL, LT, according to period of diagnosis :  
improvement of survival between the two periods

2003-2010 

1998-2003

5-y survival :  66% vs 46% P = 0,01
Period 1 

(1998-2003)
Period 2 

(2004-2010)
p

N = 115 54 61

gender (%F) 61% 57% 0,68

Age 76 78 0,37

T1 33% 22% 0,16

Leg location 72.2% 85.2% 0,09

Radiotherapy 44% 16% <0,0001

R-C(H)OP* 17% 88% <0,0001

2014

2014



74% 5-year specific survival Overcomes negative effects of typical adverse prognostic factors
(leg location, extent of skin lesions)

Improvement of survival is associated with R-C(H)OP regimens in 
patients with PCLBCL-LT



• Advanced-age patients :
• Age adapted regimens 

• R-CHOP, R-miniCHOP, R-COP +/- radiotherapy (?)

• Alternative associations : R + pegylated liposomal doxorubicine (less cardiotoxicity++)

• NB : Rituximab monotherapy : short-term responses++

Grange F. Arch Dermatol 2009
Guyot A., Arch Dermatol 2010

Fabbry A. Eur J Haematol 2014

R-C(H)OP to be considered in first line in large B-cell lymphome 
leg-type as it has been demonstrated to improve survival

SUPPORTIVE CARE ++ (gastric protection / high dose corticosteroids; haematopoietic
growth factors, infectious prevention (lymphopenia, hypogammaglobulinemia)



Radiotherapy in PCLBCL-LT ?

In localized disease, without
Rituximab and chemo

Palliative effect

Relapses++

• Associated to the rituximab-chemo?

– no trial 

– in recent guidelines*

• For all patients after R-chemo ?

• In refractory cases ? (Partial response after
systemic R-chemo)

– Recurrences may be seen on treated and untreated
areas

*National Comprehensive Cancer Network. 
NCCN guidelines 2018 & Gilson D. et al. Br J 
Dermatol 2019.

Christensen L. et al. Br J Dermatol 2018 



 New therapeutic options and strategies

 Predictive markers for response or recurrence ? 

Therapeutic choice in case of recurrence or progression 
 Further complicated in already treated, advanced-age

patients, co-morbidities?

BCL2 MYC

Even with R-Chemo : 40% recurrences



« GC » vs « ABC or post GC »

Activated B-cell : 
–Worse prognosis
–Constitutive NF-kB activation
–Distinct oncogenic pathways

Alizadeh, Nature, 2000 Hans, Blood, 2004
Lenz, PNAS 2008 Lenz N Engl J Med 2010

Phenotype:

 Hans Algorithm

Diffuse large B-cell lymphomas: 
Gene expression profiling => Two main subtypes

Primary cutaneous B-cell lymphoma Leg-type 
CD10-, BCL6+, MUM1/IRF4+, BCL2+

 « ABC » type  profile

Djikman J Clin Oncol 2006
Hoefnagel, Blood, 2005
Menguy, Histopathology 2019



MYD88 mutation 67-70% : diagnostic and prognostic value

JAMA Dermatol 2014

WES/NGS ciblé : 
Combinaison de mutations MYD88, PIM1 
CD79B, IRF4, délétions CDKN2A/2B, 
BLIMP1

Constitutional activation NF-kB pathway

Overall survival
according to 

MYD88 status

Advances in biological knowledge



Lenalidomide as a candidate ?



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

PFS

Survival probabilities (95%CI)

Overall survival Specific survival

6 months 89.5% (64.1-97.3) 100%

12 months 68.4% (42.8-84.4) 76.5 % (48.9-90.4)

24 months 36.3% (12.7-60.7) 40.5 % (14.0-66.0)



• 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 

• Dose 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%

PFS

• Reduced dosage  in such patients ? 
• Association with Rituximab ? 
• Maintenance therapy after R-CHOP in high risk 

patients ? Thieblemont C. et al. J Clin Oncol 2017

• Personalized medicine with NGS profile?

Al Dhafiri M. et al. Clin Case Reports 2019
Zinzani PL. et al. Haematol Oncol 2013
Di Raimondo C. et al. Br J Haematol 2019



Cooperation / different pathways

To go further ? 

Cooperation between pathways Synergistic
combined therapies ? 

PD1 inhibitor

PD1

PD1

APC

APC

APC
M2

B-cell

B-cell

B-cell B-cell
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T-cell

T-cell
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Treg
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T-cell
TCR

PD-L1

PD-L1

PD-L1

PD-L1 inhibitor

AmJ Surg Pathol. 2017

Target microenvironnement

PD-L1 PAX5 CD163

BTK 
inhibitors

Walter HS. Et al. Ascopubs.org 2020 (Venetoclax anti-BCL2); Gupta E. et al. Rare Tumors 2015; Fox LC. Et al. Int J Mol 
Sci 2018 ; Pang A. et al. Ann Haeatol 2019; Di Raimondo C. et al. Br J Haematol 2019; Melani C. Best Pract Res
Haematol 2018; Kurtz DM. Et al. J Clin Oncol 2018; Lang C. et al. Front. Oncol 2020




