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A single biotherapeutic that provides integrated T cell costimulation to 
address CD20+ B cells in immuno-oncology and autoimmune disorders

EVOLVE205 is the most potent CD20-targeting agent in B cell depletion in 
vitro

Bivalent tumor-targeting EVOLVE205 demonstrates enhanced avidity to CD20 
and exhibits stronger tumor killing potency with improved T cell expansion
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EVOLVE platform provides integrated CD2 costimulation  

▪ CD20 plays a crucial role in B cell development, differentiation, and activation, and its expression 
varies depending on the B cell subsets and stages.1 CD20 serves as a key therapeutic target for 
treating B-cell malignancies and B-cell-driven autoimmune diseases, and CD20-targeting 
approaches may offer an advantage over CD19-targeting by sparing hematopoietic stem cells and 
CD20- long-lived plasma cells responsible for protective immunity. 

▪ In B cell lymphomas, CD20-targeted CD3 bispecific T cell engagers have improved patient 
treatment, leading to multiple drug approvals in relapsed/refractory lymphomas. However, 
heterogeneous and low CD20 expression in malignant cells and improved response in 
costimulatory T cell engagers drug combinations indicate avenues to further improve treatment.2   

▪ In autoimmune diseases, CD20-targeted therapies (mAbs) such as Rituximab, Ocrelizumab, and 
Obinutuzumab are the standard of care, and the incomplete depletion of tissue B cells or low-
expressing CD20+ cells is implicated in the response and disease relapse. A more extensive B-cell 
depletion approach with a favorable safety profile may provide increased efficiency in patients 
with autoimmune diseases.3

▪ EVOLVE205 molecules are dual (2:1) CD20-targeted T cell engagers with integrated CD3 and CD2 
agonism to redirect optimized T cell effector function through CD2 costimulation. EVOLVE205 
demonstrates superior potency in CD20-expressing cells, including cell models with low CD20 
expression, with the potential for deeper pathogenic B cell depletion in lymphoma and 
autoimmune disease without inducing exaggerated cytokine production. 

▪ 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

Integrated CD2 costimulation improves 
tumor tumor-killing potency of the T cell 
engager compared to the bispecific 
counterpart
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EVOLVE205 shows favorable therapeutic developability
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Analytical size exclusion 
chromatography (aSEC)

Protein
Tonset 
(°C)

Tm1

(°C)
Tm2

(°C)
Tm3

(°C)

EVOVLE205.1 58 66.1 70.1 77.9

EVOVLE205.2 54 66.4 75.8 -

EVOVLE205.3 56 64.9 71.2 78.1

Glofitamab 58 63.2 69.7 79.5
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EVOLVE205 biologics display 99% protein purity following conventional 
purification and exhibits favorable thermal stability

Mass spectrometry result indicating a 
~100% correct cognate chain pairing

Bivalent binders display 
improved target binding
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Avidity-driven bivalent CD20 binding EVOLVE205 shows improved CD20+ cell depletion and 
improved T cell expansion in PBMC-HT (CD20low) co-culture assay 

Monovalent control 2Monovalent control 1EVOLVE205.2 Non-targeting control

EVOLVE205 leads show potent tumor killing without exaggerating cytokine 
production

Cis-CD20 domain impacts CD3-targeting arm and leads to reduced affinity to CD3

EVOLVE205.2

Recombinant CD3 binding
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CD3 binding: no cis-CD20 domain (monovalent control 1)> with cis-CD20 domain (monovalent control 2, EVOLVE205.2)

EVOLVE205 is more potent than approved CD20 or CD19 targeting agents in 
depleting autoimmune-associated B cells from tissue

Summary and conclusions

EVOLVE205 demonstrates greater in vivo potency than clinical benchmark 
glofitamab in B cell lymphoma model at permissible dosing level 

▪ EVOLVE205 demonstrates a differentiated profile compared to all other CD20-
targeted immunotherapies. 

▪ EVOLVE205 may provide superior and more durable control of pathogenic CD20+ B 
cells in cancers and autoimmune diseases, with a preferred cytokine release profile.

10 -4 10 -3 10 -2 10 -1 100 101 102 103 104

0

50

100

Tumor killing

Ab (pM)

T
u

m
o

r 
c
e
ll
 (

%
)

10 -4 10 -3 10 -2 10 -1 100 101 102 103 104

0

50

100

B cell depletion

Ab (pM)

B
 c

e
ll

 (
%

)

10 -4 10 -3 10 -2 10 -1 100 101 102 103 104

0

200

400

600

800
CD4 T cell expansion

Ab (pM)

C
D

4
 T

 c
e

ll
 (

%
)

10 -4 10 -3 10 -2 10 -1 100 101 102 103 104

0

200

400

600

800

CD8 T cell expansion

Ab (pM)

C
D

8
 T

 c
e

ll
 (

%
)

EVOLVE205.1 EVOLVE205.2

Non-targeting control

Glofitamab

Epcoritamab

EVOLVE205.1

EVOLVE205.2

Glofitamab 

Epcoritamab 

0

1

2

3

P
o

te
n

c
y
 c

h
a
n

g
e
 (

E
C

5
0
)

IFN-g IL-2 IL-6

1x

2x

EVOLVE205 leads do not exaggerate 
cytokine production
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EVOLVE205 leads display improved 
tumor kill potency than clinical 
benchmarks

PBMC-HT(CD20low) co-culture assay
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Cell Line CD20 CD20 ranking

WSU-DLCL2 717,254 1
Raji 94,709 2
HT 5,836 3

SUDHL8 1,848 4
NALM 6  n.d. 5

CD20 receptors/model

WSU-DLCLC 5x106 (s.c.) 

i.v. (q1w, 6 doses)
PBMC 15x106 (i.v.)

-1 7 14 21 28 5035Day -13 0
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PBMC-cell line re-constituted assay (RCA)
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MOA Costimulation CD3-2:1 CD3-Bisp CD3-Bisp eADCC ADCC ADCC

I&I √ √ √ √ √ √
Oncology √ √ Terminated √

Potency ranking Most potent
70-fold 
weaker

Over 1000-fold less potent than EVOLVE-205

CD20x10

CD3

Imvotamab 

CD20x2 (mAb)

Rituximab

Ocrelizumab

Obinutuzumab

CD20 CD3

Mosunetuzumab

CD20x2

CD3

Glofitamab

CD20x2

CD3

Co-stim

EVOLVE-205

WSU-DLCL2
B cell (PBMC)

HT

Isotype

CD20 expression (cells)

N
o

rm
a

liz
e

d
 t

o
 M

o
d

e

EVOLVE205.2 (CD3xCD20)

Non-targeting control
Glofitamab (CD3xCD20) Epcoritamab (CD3xCD20)

Blinatumomab (CD3xCD19)

0.25

0.5

1

2

4

8

16

32

P
o

te
n

c
y
 i

m
p

ro
v
m

e
n

t

0.125

0.25

0.5

1

2

4

8

P
o

te
n

c
y
 i

m
p

ro
v
m

e
n

t

Representative PBMC-tonsil B cell RCA depletion curves 
were shown. Potency improvement: N=1-2 tonsil donor(s). 
Each point represents a tonsil donor.
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Plasmablast (CD3-CD2-CD27+IgD-CD38+CD138-) Activated memory B cell (CD3-CD2-CD27+IgD-CD38-)

CD19+CD20- CD19-CD20+ CD19+CD20+ CD19-CD20-Tonsil PBMC

Plasmablast depletion 
(RCA)

Relative potency in 
plasmablast depletion

Activated memory 
B cell depletion (RCA)

Relative potency in activated 
memory B cell depletion

Tonsil tissue cells show higher frequencies of plasmablast and activated memory B cells than 
PBMC, CD20+CD19- plasmablasts were observed in tonsil tissue 

1 Pavlasova G et al, Haematologica, 2020; 2 Sam J, et al, Blood, 2024; 3 Merino-Vico A et al, Eur J Immunol, 2023 
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