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Copyright restrictions may apply.

Kim, Y. H. et al. Arch Dermatol 2003;139:857-866.

Actuarial disease-specific survival of 525 patients with mycosis 
fungoides and Sezary syndrome according to their clinical stage at 

diagnosis (stages IA-IV)
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Dissecting the Tumor Microenvironment in Cutaneous T Cell 
Lymphoma

Gene Sequencing Analysis

Multispectral Imaging MicroRNA Profiling

Multiplex Cytokine Analysis
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Module Pathway
0 EGFR pathway
1 PI3K-AKT Pathway
2 ECM-receptor 

interaction
3 cAMP signaling 

pathway
4 Focal Adhesion
5 Axon Guidance
6 None
7 None

Network-based analysis of mRNAs connected 
with regulated miRNAs

N= 50 



§ Anti-PD-L1 (Durvalumab) may restore an anti-tumor immune response and the 
combination of durvalumab and lenalidomide may enhance immune checkpoint 
blockade-induced immune responses

Targeting PD-Ligand 1 (PD-L1) receptor and “T cell exhaustion”

Anti-PD-L1 (Durvalumab)
+ 

Lenalidomide

§ Dose level 1
§ Dose level 2
§ Dose level 3
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CTCL Patients

Anti-PD-L1 (Durvalumab) + 
Lenalidomide



Responses to Anti-PD-L1 (Durvalumab) and Lenalidomide
Baseline Cycle 8
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Intralesional Delivery of TTI-621, a Novel Biologic Targeting the Innate Immune Checkpoint CD47, in 
Patients with Relapsed or Refractory Mycosis Fungoides or Sézary Syndrome: a Multicenter Phase 1 Study

Querfeld C et al. The Lancet Haematology 2021

PanCK CD3 CD8 CD163 CD68
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Brentuximab Vedotin Mechanism of Action

Brentuximab vedotin (SGN-35) ADC
monomethyl auristatin E (MMAE), potent antitubulin agent
protease-cleavable linker
anti-CD30 monoclonal antibody

ADC binds to CD30

MMAE disrupts
microtubule network

ADC-CD30 complex 
traffics to lysosome

MMAE is released

Apoptosis

G2/M cell
cycle arrest
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SGN 35 Trial 
Refractory sALCL with skin involvement: Baseline

Started on study at 1.8 mg/kg q 3 wk

Courtesy of R Advani
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Molecularly Defined Subgroups of PTCL-NOS Predict Outcome1,2

1. Iqbal J, et al. Blood. 2014;123:2915-2923. 2. Vega F, et al. Human Pathol. 2020;102:104-116.

n Median OS
(years)

GATA3 37 0.9
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IHC Algorithm 
If PTCL-NOS, cell origin can determine 
PTCL-TBX21 vs PTCL-GATA3
§ TBX21 (IHC; ³ 20%) or CXCR3 (IHC; ³

20%) = PTCL-TBX21 
§ GATA3 (IHC; ³50%) or CCR4 (IHC; 

³50%) = PTCL-GATA3
§ All others = PTCL-unclassifiable
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BREAST IMPLANT ASSOCIATED ALCL (bi-ALCL)

• Associated with breast implants
• Median time to presentation is 8 years
• Arise in the seroma associated with the implant
• Can be aggressive and have invasive features
• Alk NEGATIVE
• Remove the seroma and the implant
• Radiation or chemotherapy based on extent of 

disease

PATHOGENESIS

• Malignant cells are derived from Th1/Th17 
cells

• Mutations in JAK/STAT signaling SOCS1 
TP53 and DNMT3

• Chronic inflammation is thought to play a role. 
Bacterial biofilm- gram negative bacteria 
leading to T-cell stimulation via toll like 
receptors. Preponderance of Ralstonia found 
in bi-ALCL samples
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Adult T cell leukemia/lymphoma (ATL)
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Hepatosplenic T-Cell Lymphoma
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Adoptive Therapy using CAR-Engineered T 
cells



Bi-Specific MoAbs

Potential Targets
CD1a
CD3
CD4
CD5
CD7
CD30
CD37
TCR
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