Raffaele Colombo, Stuart D. Barnscher, Jamie R. Rich

ADC Therapeutic Development, Zymeworks Inc., Vancouver, BC, Canada

Introduction: revisiting the ADC dogma
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Revisiting the dogma of antibody drug conjugates (ADCs): Emerging data challenge the benefit of Ilqk 11
stability and the primacy of payload delivery

Circulating free payload concentrations often

Successful ADCs feature both linker-drug and antibody-linker instability achieve pharmacoiogically active levels in humans

ADCs are an important class of targeted therapeutics hailed for
their ability to selectively deliver potent drugs directly to cancer
cells (thus often referred to as “magic bullets” or “biological
missiles”) and to significantly improve the therapeutic window of
their conjugated drug. These widespread beliefs are not sup-
ported by clinical evidence.’

Nonetheless, ADCs have shown improved efficacy compared to
related unconjugated drugs and unrelated standard of care treat-
ments, transforming the way cancer patients are treated.

Current representation not supported by clinical data Revised representation based on emerging clinical data
True preclinically for some ADCs
but not true in the clinic!
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True preclinically in xenograft models

) . ..
but not determined in the clinic! At MTD/RP2D At MTD/RP2D

Figure 1. ADCs do not significantly increase the maximum tolerated dose of their conjugated payloads but, when
dosed at their MTD or RP2D, they can offer improved efficacy over related unconjugated small molecules.

Herein, we challenge broadly accepted elements of ADC dogma,
including the inherent and absolute benefit of linker stability, and
the primacy of payload delivery. Although preclinical models
generally support these concepts, translation to the clinic is less
obvious.

The clinical benefit of approved ADCs is not derived

from increased payload dose

Approved ADCs do not achieve a higher MTD or RP2D than other
related ADCs or chemotherapies.
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Figure 2. MTD/RP2D doses of small molecules and ADCs (normalized by cytotoxin content). Cut-off: March 2023.

Unresolved questions impact ADC design and

development

 Why is the ratio of free payload to ADC exposure substantially
higher in humans than in preclinical animal species?

 Why do stable ADCs lead to new toxicities in the clinic and Is
there a mitigation strategy?

 How do linker instabilities (including albumin exchange) con-
tribute to ADC efficacy and tolerability?
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Extended tables and figures
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Extended Table 1. Overall response rates for different approved ADCs in patients with different target expression levels.
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Extended Figure 4. Comparisons of adverse events (lighter shade, G<3; darker shade, G=3) of ADCs with identical antibody paratopes and payloads, but different
linker technologies.

Extended Table 2. Payload AUC and C,., expressed as percentage of total antibody AUC and C,,,, in different species for approved ADCs.



