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AGGRESSIVE CTCLs

• CLINICAL & PROGNOSTIC FEATURES WITH TREATMENT IMPLICATIONS

Learning objectives



TWO MAIN CHARACTERISTICS…
FREQUENCY 
% PCL

DSS 5-YEAR 
SURVIVAL %

Extranodal NK/T-cell lymphoma, nasal type <1% 16%

Primary cutaneous gamma/delta TCL <1% 11%

Primary cutaneous aggressive epidermotropic
CD8+ T-cell Lymphoma (AECTCL)

<1% 31%

Primary cutaneous peripheral T-cell lymphoma, 
NOS

2% 15%

Blastic plasmacytoid dendritic cell neoplasm
(BPDCN) 
Blastic NK‐cell lymphoma (WHO classification)
CD4+/CD56+ haematodermic neoplasia (WHO‐EORTC 
classification) 

Very rare 12 mo median



POOR PROGNOSIS 

Primary
cutaneous

gamma/delta 
TCL

Primary
cutaneous

peripheral T-
cell lymphoma, 

NOS

Primary cutaneous
aggressive 

epidermotropic
CD8+ T-cell
Lymphoma
(AECTCL)

Wide-spread ulcerated plaque tumours

Frequent extracutaneous involvement

Extranodal
NK/T-cell

lymphoma, 
nasal type



SUBCUTANEOUS 

PANNICULITIS-LIKE T-

CELL LYMPHOMA

Primary cutaneous aggressive 

epidermotropic CD8+ T-cell

Lymphoma (AECTCL)

Cutaneous gamma delta T-cell lymphoma

PTCL, NOS
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AFTER DIAGNOSIS and BEFORE TREATMENT
CLINICAL STAGING CTCL, non MF/SS

Kim Y, et al. Blood 2007



ITALIAN GROUP FOR CUTANEOUS LYMPHOMA
guidelines of treatment

diagnosis staging

CGT-TCL, AECTCL, PTL-NOS CT, PET, bone marrow biopsy

SPTL with HPS CT, PET, bone marrow biopsy

Pimpinelli N, Berti E, Pileri A, Albrti-Violetti S, Quagllino
p, Fava P, et al

• To confirm the primary cutaneous origin
• To detect extracutaneous involvement
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MULTI-DISCIPLINARY TEAM 

• HAEMATOLOGIST

• DERMATOLOGIST

• RADIATION ONCOLOGIST

• PATHOLOGIST

• NURSE TEAM for SKIN CARE

• OTHERS..
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• VERY FEW LITERATURE DATA SPECIFICALLY 
FOCUSED ON THESE RARE PRIMARY 
CUTANEOUS ENTITIES

• TREATMENTS ARE MUTUATED FROM THE 
HAEMATOLOGIST GUIDELINES





BLOOD, 2011



Author, year Drug/ regimen No of 

patients

Disease /stage ORR

%

CR

%

Remission 

duration

median

(mo)

TTP/

PFS

median

(mo)

Fierro, 1998 COP/CHOP 35 MF IIB-IV, SS, 

PTCLU

40% 23% 5.7 4.5

Marchi, 2005 Gemcitabine 32 MF IIB-IV, SS, 

PTCLU

75% 22% 10 (CRs) 10

Olsen, 2007 Vorinostat 74 IB-IVA MF/SS 29.7% 1% >6.1 4.9

Jidar, 2009 Gemcitabine 23 MF IIB-IV, SS, 

PTCLU

62.5% 6.25% - -

Whittaker, 2010 Romidepsine 96 MF IB-IV, SS 34% 6.2% 15 -

Dummer, 2012 Peg-doxo 49 MF IIB, IV 40.8% 6.1% 6 7.4

Illidge, 2013 Gemcitabine + 

bexarotene

30 MF IB-IVA 31% 0 - 5.3

De Masson, 

2014

Alemtuzumab 39 MF II-IVB /SS 51% 18% 4 3.4 

Dummer, 2014 Forodesine 144 IB- IVA MF/SS 11% 0% 6.3 -

MF= Mycosis fungoides; SS= Sézary syndrome; PTCLU= Peripheral T-cell lymphoma, unspecified
RR=Response Rate; CR=Complete Remission; TTP=Time-To-Progression; PFS: Progression-Free-Survival

Literature studies on systemic treatment options in advanced-phase CTCL 



Cancer [0008-543X] Marchi, Enrica anno:2005 
vol:104 fasc:11 pag:2437 -2441 
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COURTESY OF PROF F ONIDA MILAN





THERAPY OF AGGRESSIVE non MF/SS CTCLs…

DSS 5-YEAR SURVIVAL % THERAPY

Primary cutaneous gamma/delta 
TCL

11%

CHOP/CHOP-like, 
HSCT

Primary cutaneous aggressive 
epidermotropic CD8+ T-cell
Lymphoma (AECTCL)

31%

Primary cutaneous peripheral T-
cell lymphoma, NOS

15%

Toro JR, Blood. 2003.
Guitart J, et al. Am J Surg Pathol. 2012.
Geller S, et al. Semin Cut Med Surg, 2018.
Plakhouri KM, et al. JAAD case reports, 2017.





This systematic review and meta-analysis demonstrates that allo-HCT is an 
effective treatment for patients with CTCLs.
Encouraging pooled OS rates of 59% (95% CI, 50% to 69%) were observed despite
the fact that most patients had advanced/resistant disease and were not in 
complete remission at the time of allografting). 
However, a lower pooled PFS rate of 36% (95% CI, 27% to 45%) was observed, 
highlighting the risk of disease relapse even after allo-HCT
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AGGRESSIVE CUTANEOUS T-CELL LYMPHOMA

CHEMOTHERAPY 
(MONO/POLY)
CHOP/CHOEP

ALLO-TRANSPLANT
Age/comorbidities

MULTI-DISCIPLINARY TEAM

RADIO-THERAPY
Solitary lesions

Improve
response

CLINICAL TRIAL
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QUAGLINO P , et al. Journal Investigative 
Dermatology 2020 in press



2017



32

What is AFM13?

AFM13 is a tetravalent bispecific chimeric (anti-human CD30 x anti-human CD16A) recombinant 
antibody construct being developed for the indication of Hodgkin lymphoma (HL) and other 
CD30-positive T-Cell malignancies

NK cells have high number of activating receptors 
(e.g., CD16A)

AFM13

 >1000x higher affinity for CD16A than monoclonal 
antibodies

 Binding largely unaffected by competing IgG

 Overcome CD16A polymorphism (V/F)



Background

Title: 

A Phase II Open-label Multicenter Study to Assess the Efficacy and Safety of AFM13 in Patients with 
Relapsed or Refractory CD30-positive Peripheral T-Cell Lymphoma or Transformed Mycosis Fungoides 
(REDIRECT)

Phase II study. This feasibility is for the Phase II study 

IMP: AFM13 bi-specific antibody

Disease: 

Relapsed or Refractory (R/R) CD30-positive PTCL or TMF



AFM13-202 is a Phase 2 study with 3 different cohorts

Please note that at this stage of the study  Cohort C will only be conducted in the US.
The study consists of a Screening period, Treatment Period, a Final Study Visit, plus Follow-up 
Assessments. 






