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▪ CD20 expressed on B cells plays a crucial role in their development, differentiation, and activation, and serves as a key 

therapeutic target for the treatment of B-cell malignancies and I&I disorders. 

▪ In B-cell malignancies, based on type of neoplasm the level of CD20 expression varies, with the lowest CD20 expression in CLL 

patients and the highest CD20 cell-surface expression on DLBCL and hairy cell leukemia cells. Remarkably, not only patients with 

the same malignancy have heterogeneous CD20 levels, but also intraclonal cell subpopulations in an individual patient have 

varying CD20 levels.1

▪ Clinical responses to B cell depleting, CD20-targeted therapies (BCDTs) such as Rituximab, Ocrelizumab, and Obinutuzumab in 

autoimmune diseases are linked to the depth of B cell depletion in tissues, with the kinetics of B cell reconstitution following 

incomplete depletion implicated in incomplete responders and relapse. These therapies utilize highly regulated innate immune 

mechanisms (e.g., antibody-dependent cellular cytotoxicity/ADCC, complement-dependent cytotoxicity/CDC), and their efficacy 

may be limited by diverse pathways of NK regulation in autoimmune tissues.

▪ EVOLVE205 molecules are CD20-targeted T cell engagers with integrated affinity-tuned CD3 and CD2 agonism to redirect 

optimized T cell effector function through preferential CD8 expansion and activation. These agents may induce deeper B cell 

depletion in periphery and in tissues for durable response while maintaining low cytokine induction. By targeting CD20, 

EVOLVE205 will cause deeper ablation of malignant or autoimmune B cell compartments in tissues to prolong or eliminate B cell 

reconstitution compared to existing therapies. CD20-targeted approaches may offer an advantage over CD19-targeting by 

sparing hematopoietic stem cells and CD20- long-lived plasma cells responsible for protective immunity. 
    1 Pavlasova et al., Haematologica, 2020
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A single biotherapeutic that provides integrated T cell costimulation to address 
the therapeutic challenges of low CD20 level in immuno-oncology and 

autoimmune disorders

EVOLVE205 leads display favorable therapeutic developability

EVOLVE platform uses integrated CD2 costimulation  

Contact: Afsana Sabrin at afsana.sabrin@evolveimmune.com

EVOLVE205 lead shows greater potency in depleting B cell lymphomas in vivo 
compared to the clinical benchmark glofitamab

Summary & Conclusions

EVOLVE205 leads display 99% protein purity following two-
step purification and exhibit favorable thermal stability

EVOLVE 205.1
100%

EVOLVE205 CD20-targeting agent is more potent in depleting autoimmune-
associated B cells from tissue

EVOLVE 
205.1

EVOLVE 
205.2

EVOLVE 
205.3

CD3-LC
CD20-LC

CD20-Knob-CD2 costim
CD20-CD3-Hole

22678.5
23497.5
71706.0
74520.0

Proteins DSC

Tonset °C Tm1 °C Tm2 °C Tm3 °C

EVOVLE
205.1

58 66.14 70.06 77.87

EVOVLE
205.2

54 66.41 75.80 -

EVOVLE
205.3

56 64.94 71.19 78.07

Glofitamab 58 63.21 69.71 79.54

EVOLVE mass indicating a ~100% cognate chain pairing

Structure Activity Relationship (SAR): EVOLVE205 with an additional CD20 
binding domain demonstrates enhanced avidity on tumor CD20 binding and 

exhibits strong tumor killing potency with higher T cell expansion in CD20low cells
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Non-targeting control

EVOLVE205.1

EVOLVE205.2

Glofitamab

EVOLVE205 has greater tumor killing potency and preference for 
expanding CD8 T cells, regardless of antigen density

Tumor
cell kill

B cell kill CD4 T cell
expansion

CD8 T cell
expansion
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Comparable cytokine release profile to current 
retargeting agents but lower, more manageable risk
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Glofitamab

Epcoritamab

EVOLVE205.2

Non-targeting control

Protein

EC50 (pM)

Activated memory 
B cells

Plasmablast

EVOLVE205.2
2:1 TCE-

CD2 costim
0.015 0.021

GLOFIT 2:1 TCE 0.089 0.115

EPCOR 1:1 TCE 0.304 0.273

Potency

IFN-g IL2 IL6
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EVOLVE205.1

EVOLVE205.2
2X

▪ EVOLVE205.2 emerged as most potent TCEs (5- to 60-fold superior potency in vitro in CD20+ tumor 

cell and B cell killing compared to glofitamab).

▪ EVOLVE205.2 induces higher level of IL-2, but similar level of IL-6 and IFNg (shows 2- to 3-fold more 

cytokine induction while 5- to 60-fold more tumor killing potency).

▪ EVOLVE205.2 shows promise as a differentiated CD20-targeted immunotherapy. Compared to 

current CD20-targeted therapies, EVOLVE205 may provide superior and more durable control of 

CD20+ B cells with a preferred cytokine release profile.

hCD20-VLP ELISA: EVOLVE205 shows better target 
binding efficacy compared to monovalent 1:1 binders

EVOLVE205 exhibits superior T cell activation in Jurkat 
co-culture assays with  CD20+ tumor cells 

        (RajiCD20medium or HTCD20low)

Robust tumor killing potency and higher T cell expansion 
differentiates EVOLVE205 from clinical benchmarks in HTCD20lowcells 

Tumor killing 
B Cell depletion 

CD4 T cell expansion CD8 T cell expansion 

Cis-CD20 domain affects the affinity of CD3 binding on T cells as well as recombinant CD3 binding

CD3 binding affinity: 1:1 bisp > 2:1 EVOLVE205

Tumor Killing Assay
hPBMC-HT tumor cell co-culture

Tumor Killing Assay
hPBMC-HT tumor cell co-culture

EVOLVE205 shows stronger tumor killing potency compared to the clinical 
benchmark with balanced release of cytokines in tumor-hPBMC co-culture 

assays
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CD4 T cell expansion CD8 T cell expansion 

▪ Costimulation is required to optimally activate T cells.1

▪ CD2 is a costimulatory receptor found on all T cells including naïve and exhausted CD8 T cells, 

unlike CD28 and 4-1BB, allowing prolonged targeting of peripheral and tumor-infiltrating T cells.2

▪ CD58, a primary ligand of CD2, is expressed on antigen presenting cells and tumor cells and 

promotes TCR-MHCI sensitivity and effector costimulation. 3

▪ CD58 loss is associated with poor survival outcomes in DLBCL.4,5 

1 Shen Y et al , J Immunother Cancer 2022,  10: e004348; 2 EvolveImmune internal analysis of Zheng L et al, Science 2021 374:abe6474; 3 Burton et al, PNAS 
2022; 4 Cao Y et al, Oncotarget 2016, 5 Challa-Malladi M et al, Cancer Cell 20:728, 2011

Bivalent EVOLVE205
binding

Monovalent 1:1 binding
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1:1 trans-bisp-CD2 costim

EVOLVE205.2

1:1 cis-bisp-CD2 costim

Epcoritamab(biosimilar)

Glofitamab(biosimilar)
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“Trans” “Cis” EVOLVE205.2

Reconstitution assay (RCA)

1:1 trans- bisp-
CD2 costim

1:1 cis-bisp-
CD2 costim

EVOLVE205.2
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