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Cosa sono gli anticorpi bispecifici?
Sono anticorpi ingegnerizzati per legare due bersagli diversi contemporaneamente:

•da un lato una proteina sulla cellula tumorale (di solito CD20 nei linfomi B) 
•dall’altro un recettore sui linfociti T (CD3) 

👉 In questo modo “mettono in contatto” diretto le cellule immunitarie con quelle 
tumorali, attivando una risposta citotossica mirata.



Bispecific Antibody Engineering Platforms

DART (Dual-Affinity Re-Targeting)
•Structurally more stable than BiTEs due to engineered 
disulfide bonds. 
•Better binding geometry and reduced mispairing. 
•Can include Fc domains for longer half-life (depending on 
design). 
👉 Key advantage: improved stability and potency vs BiTEs.

IgG-like Bispecific Antibodies (with engineered Fc)
•Resemble natural antibodies (full-length IgG structure). 
•Engineered Fc region allows: 

• Long half-life (via FcRn recycling) 
• Potential effector functions (ADCC, CDC) 
• Easier manufacturing and dosing

BiTEs (Bispecific T-cell Engagers)
•Small, flexible proteins made of two single-chain variable
fragments (scFvs). 
•One arm binds CD3 on T cells, the other binds a tumor
antigen. 
•No Fc region → short half-life, requires continuous infusion. 
•Famous example: blinatumomab. 
👉 Key idea: physically “link” a T cell to a cancer cell → triggers
killing.

TandAbs (Tandem Diabodies)
•Larger than BiTEs; composed of four variable domains. 
•Typically bivalent for each target (2 binding sites per antigen). 
•Increased avidity and longer half-life than BiTEs. 
👉 Key strength: stronger binding and potentially better tumor 
targeting.

4. IgG-like Bispecific Antibodies (with engineered Fc)
Resemble natural antibodies (full-length IgG structure). 
Engineered Fc region allows: 

Long half-life (via FcRn recycling) 
Potential effector functions (ADCC, CDC) 
Easier manufacturing and dosing

👉 Examples include “knobs-into-holes” or CrossMab
technologies.



Concurrently, pro-inflammatory cytokines, including IFN-., TNF-a, and
IL-2, are secreted, enhancing the anti-tumor response and facilitating the 
recruitment of additional immune cells into the tumor microenvironment
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Glofit-GemOx demonstrated superior survival outcomes 
vs R-GemOx in both 2L and 3L+ settings

Outcome 
(95% CI)

R-GemOx Glofit-GemOx R-GemOx Glofit-GemOx
2L (n=57) 2L (n=115) 3L+ (n=34) 3L+ (n=68)

Median OS, mo 14.4 (10.3–26.8) NR (22.8–NE) 6.7 (4.2–14.3) 17.0 (10.7–25.8) 
36-month OS, % 30.8 (17.7–44.0) 54.6 (45.2–64.0) 21.8 (6.7–36.9) 33.2 (21.2–45.3)
Median PFS, mo 5.5 (2.6–9.7) 20.4 (9.2–NE) 1.9 (1.4–3.6) 9.2 (5.4–18.3) 
CR rate, % 28.1 (17.0–41.5) 63.5 (54.0–72.3) 20.6 (8.7–37.9) 50.0 (37.6–62.4) 

mo, months; NE, not estimable; NR, not reached.

Abdulhaq H et al. ASH 2025 poster presentation, Blood (2025) 146 (Supplement 1): 3743.
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