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ABSTRACT

OPTIMALLY CONFIGURED HUMABODY THERAPEUTICS

HUMABODY DISCOVERY

Crescendo Biologics is a biopharmaceutical company developing potent, truly
differentiated mono- and multifunctional Humabody® therapeutics in oncology
with a proprietary pipeline focus on innovative targeted T-cell approaches.
At the heart of its proprietary pipeline, Crescendo has developed CB307, a novel
bispecific PSMA-targeted T-cell engager for the selective activation of tumourspecific T-cells exclusively within the tumour microenvironment, thereby avoiding
systemic toxicity. This highly modular format can be re-configured to create a
pipeline of multiple therapeutic candidates each treating a different cancer
indication, by targeting any of a range of alternative tumour-specific markers.
The Company’s ability to develop mono- and multi-functional Humabody®
therapeutics is based on its unique, patent protected, transgenic mouse platform
generating 100% human VH domain building blocks (Humabody® VH). In vivo
maturation in the absence of antibody light chains optimizes Humabody® potency
and develops superior biophysical properties. Their small size (13kDa) and high
stability permits Humabody® assembly into an almost limitless array of
multifunctional formats.

vs

Humabody® molecules can be optimally configured to engage therapeutic targets
in ways that are unachievable using regular mAbs thereby delivering enhanced
therapeutic index over conventional IgG-approaches through novel biology and
superior biodistribution.
Crescendo is pursuing novel Humabody®-based product opportunities, through
in-house development and strategic partnerships, including multi-functional
immuno-oncology modulators and Humabody® Drug Conjugates (HDCs), the
next generation of ADCs. There are also exciting opportunities for the application
of Humabody®-based formats across a range of non-cancer indications.

TUMOUR-SPECIFIC T-CELL ACTIVATION

SUPERIOR BIODISTRIBUTION
*

*

*

CB307

PSMA x CD137

SUMMARY
•

Crescendo uses Humabody® VH to rapidly explore 3D format space to
identify optimal therapeutic solutions.

•

This fully modular approach coupled with Humabodies’ superior
biodistribution lacks the constraints of traditional mAbs and enables a radical
rethink of the design and assembly of multifunctional molecules to deliver
enhanced therapeutic benefit through novel modes of action.

•

Using Humabody® VH addressing key targets in the immune-oncology
space, Crescendo has exemplified the potential for optimally configured
molecules to deliver enhanced efficacy both in vitro and in vivo:

CB307

At the heart of Crescendo’s proprietary pipeline, a unique Tumourtargeted T-cell activating format.

CB201

a differentiated biparatopic PD-1 antagonist which ‘handcuffs’ PD-1
and demonstrates significantly enhanced in vivo efficacy over IgGbased PD-1 antagonists.

CB213

a novel bispecific PD-1 x LAG-3 antagonist designed to deliver highly
potent simultaneous dual checkpoint blockade in patients nonresponsive to PD-1 blockade alone.

• Binding to PSMA
causes clustering
of CD137
• Results in T-cell
activation

*

CB201

Bispecific
PD-1xLAG-3
antagonist

**

CB213

LAG-3xPD-1 Bispecific Humabody
Clinical PD-1 IgG + Anti-LAG-3 mAb
Clinical PD-1 IgG
Anti-LAG-3 mAb
Humabody Control

CB108

Biparatopic PD-1
antagonist

a half-life extended biparatopic PSMA-specific Humabody Drug
Conjugate (HDC) demonstrating superior tumour targeting, enhanced
internalisation and highly efficient accumulation in target-positive
tumours

(*Data generated by BIOPROBE LTD, Reading, UK)
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