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Types of bispecifics

Bispecific antibodies
(immune bispecific)

Recombinant fusion proteins
Non-antibody proteins such as cytokines, ligands, or toxins can be fused to 
different fragments of the antibody to generate an antibody fusion protein

i.e: Immune-mobilizing monoclonal T-cell 
receptor Against Cancer (ImmTAC®)

Antibodies

https://es.wikipedia.org/wiki/Archivo:BiTE_antibody_en.svg

https://www.immunocore.com/

i.e: immunocytokines

T cell engager 
bispecific (CD3)



Adapted from De Miguel et al, CCR 2021

ImmTAC

Soluble TCR

- TCE



Forecast global sales of select bispecific antibodies

Bispecific antibodies in oncology, Esfandari et al. Nature Reviews Drug Discovery. March 2022
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bifunctional reagents that combine a soluble TCR with affinity for an intracellular or 
extracellular tumor specific antigen presented in the context of peptide–MHC complexes and 
an anti- CD3. 

Immune mobilising monoclonal T-cell 
receptors Against Cancer (ImmTAC®)

T cell-engaging therapies - BiTEs and beyond. Nat Rev Clin Oncol. 2020 Jul;17(7):418-434. doi: 10.1038/s41571-020-0347-5



Overall Survival Benefit with Tebentafusp in Metastatic Uveal Melanoma. N Engl J Med. 2021 Sep 23;385(13):1196-1206.doi: 10.1056/NEJMoa2103485.

at 6 months, the estimated progression-free survival was 
31%, as compared with 19% in the control group

The estimated overall survival at 1 year was 73% (95% 
confidence interval [CI], 66 to 79) in the tebentafusp group 
and 59% (95% CI, 48 to 67) in the control group
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Brenetafusp: ImmTAC bispecific T cell engager targeting HLA-A2-presented peptide from PRAME
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Brenetafusp Phase 1/2 Study Design
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CM Demographics and baseline characteristics<br />Brenetafusp monotherapy and in combination with pembrolizumab
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Brenetafusp monotherapy was well tolerated
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Promising initial PFS and OS, enriched in PRAME+ pts<br />Brenetafusp monotherapy (n= 47)
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Phenotype of peripheral blood T cells, which are recruited by brenetafusp, may be important for clinical activity
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Novel T cell fitness (TCF) signature associated with brenetafusp benefit <br />TCF higher in earlier lines of therapy and highly correlated with naïve/Tscm cells

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.



Conclusions
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PRISM-MEL301: First-line advanced CM Phase 3
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Future

Trispecific antibodies enhance the therapeutic efficacy of tumor-directed T cells through T cell receptor co-stimulation. Lan Wu et al. Nature Cancer. Nov 2019



BsAbs
START FJD
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Fármaco Target

BNT142-01 CLDN6/CD3

BNT314-01 41BB/EpCam

BI 764532 DLL3/CD3

CLN-619 MICA/MICB-NKG2D

EGL-121 CTLA4-IL2

FS222 PDL1-41BB

GCT1078 B7H4/CD3

IMC-F106 PRAME/CD3 ImmTAC

IMC115 PRAME/CD3 ImmTAC HLE

IMC117 PIWIL/CD3 ImmTAC

INCA 33890 TGFb/PDL1

78278343PCR1001 KLK2/CD3

79032421STM1001 MSNL/CD3

LCB-2301 CEACAM5/CD3

LCB-2401 CEACAM5/CD47

MCLA129 EGFR/MET

R4018 MUC16/CD3

R5668 MUC16/CD28

R7075 EGFR/CD28

TAK-280 B7H3/CD3



Conclusion
• Bispecifics can provide a more robust immunogenic response via 

modulation of two different signaling pathways in the same cell or 
co-engaging two different cells expressing either antigens.

• T cell engagers show promising activity in solid tumors.
– Ovary (MUC16) 

• However, target expression is a hurdle (like CART for solid tumors)
• Fusion proteins with soluble TCRs (ImmTACs) have achieved the 

landmark of prolonging OS in a solid tumor (uveal melanoma)
– PRAME (ovary, melanoma)
– HLA selection and antigen selection are hurdles. 
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