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CytomX is unlocking the full potential of antibodies in oncology by developing
a novel class of highly targeted Probody™ therapeutics. The company
is advancing a pipeline of proprietary Probody cancer immunotherapies
against clinically-validated targets as well as first-in-class investigational
cancer therapeutics against novel targets. The Probody platform has the
potential to improve the efficacy and safety profile of many antibody
approaches to treating cancer, including cancer immunotherapies, antibody
drug conjugates, T-cell engaging bispecifics and chimeric antigen receptor
(CAR) cell therapies.
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HEALTHY TISSUE

TUMOR TISSUE

Traditional antibodies are designed to bind to unique antigen drug targets
found in abundance on diseased tissue. However, many of these targets also
exist on healthy tissue—presenting a critical challenge for today’s highly potent
next generation antibody therapies. Probody therapeutics are masked anticancer antibodies produced with a protease-cleavable linker that are activated
primarily in the tumor microenvironment. As a result, probody therapeutics bind
selectively to tumors, not healthy tissue, with the goal of minimizing toxicity and
creating safer, more effective cancer therapies.

PIPELINE

COLLABORATIONS

Probody Cancer
Immunotherapies

Probody Drug
Conjugates

CX-072 (PD-L1 Targeting Probody Therapeutic)
CX-072 is a Probody therapeutic directed at PD-L1 and is in the IND-enabling
stage. In preclinical studies, PD-L1 targeting Probody therapeutics have
demonstrated anti-tumor activity while minimizing activation of the immune
system outside the tumor that leads to toxicities. CX-072 is expected to expand
clinical opportunities for targeting the PD-1/PD-L1 pathway in combination
therapies where toxicities of current regimens have limited their utility. CytomX
expects to file an IND for CX-072 in the second half of 2016.
CX-2009 (CD166 Probody Drug Conjugate)
CX-2009 is a Probody drug conjugate (PDC) directed at CD166 and is in the INDenabling stage. While CD166 is widely and highly expressed on solid tumor cells,
it is a poor target for standard antibody drug conjugates because it is expressed
in normal tissues, which can lead to toxicity. PDCs are designed to bind target in
tumors but avoid target in normal tissues. In preclinical studies, PDCs targeting
CD166 have led to complete regressions in models of lung and breast cancer at
therapeutically relevant doses, and are well-tolerated in non-human primates.
CytomX expects to file an IND for CX-2009 in the first half of 2017.

PROBODIES POTENTIALLY IMPROVE
MULTIPLE ANTIBODY MODALITIES
Probody Drug
Conjugates

ProCAR-NK Cell
Therapies

The breadth of the
cancer targets and
the cancer treatment
approaches that
Probody technology
may be applied
to has spurred
value creating
collaborations with
industry leaders
while CytomX retains
full rights to its lead
programs, CX-072
and CX-2009.

Cancer Immunotherapy
While cancer immunotherapy has delivered promising
advancements, toxicity has emerged as a key challenge in
allowing these therapies to reach their full potential—especially
in combination regimens. Probody cancer immunotherapies seek
to overcome these limitations by avoiding negative impact on
healthy tissue, expanding the potential for existing targets and
enabling new combinations.
Probody Drug Conjugates (PDC)
Antibody drug conjugates allow targeted delivery of cytotoxic
drugs directly to cancer cells, but toxicity concerns limit target
selection to only a few tumor antigens. Linking the cytotoxic
payload to Probody therapeutics reduces the potential for toxicity
caused by binding to healthy tissue and creates new opportunities
with previously inaccessible targets.
T-Cell Engaging Bispecifics
T-cell engaging bispecifics are antibody constructs capable of
directing cytotoxic T-cells to tumors. This approach has proven
very potent, but also very unforgiving of target expression
in healthy tissue, limiting the modality’s application. Probody
bispecifics offer the potential of maintaining the potent anticancer activity while largely avoiding toxicity from interaction
with healthy tissue.
ProCAR-NK
Natural killer cells from the body’s innate immune system,
engineered to express chimeric antigen receptors, represent
an attractive alternative to CAR T-cell therapies. CAR-NK cell
therapies are potent and targeted cancer therapies. Adding the
selective binding of the Probody technology offers the promise of
safer and more effective ProCAR-NK cell therapies.

