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HER2: An Oncogenic ERBB Family Member
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EGFR = epidermal growth factor receptor.
Baselga J, Swain SM. Nat Rev Cancer. 2009;9(7):463-475.
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Progress Targeting HER2 in NSCLC

Afatinib * ORR: 18%
(off-label) * PFS: 3.9 months

Trastuzumab-
emtansine

(T-DM1)

* ORR: 44%
® PFS: 5 months

Trastuzumab- ORR 55% in HER2-mutated
deruxtecan NSCLC

(T-DXd) ORR 44% in HER2 2+/3+
overexpressing NSCLC

Maziéres J, et al. Ann Oncol. 2016;27(2):281-286. Li BT, et al. J Clin Oncol. 2018;36:2532-2537.

Components of ADCs

IgG1 IgG2 1gG3

Antibodies %ﬁ %« %« \(

Serum half-life 21 days PANCEIS 7-21 days 21 days

C1q binding Yes Yes Yes No
* ’ Fey avidity High Low High Moderate

Cleavable Noncleavable
. ’ Hydrazone ; Disulfide ; Dipeptide H1114.
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Cathepsin

Payloads

Auristatins Maytansinoids Calicheamicins Camptothecins
MoA: MoA: MoA: MoA:
Antimicrotubule Antimicrotubule DNA cleavage Topoisomerase 1
inhibition
DNA = deoxyribonucleic acid; IgG = immunogl lin G; = imi yl; MCC = maleimid yl cycloh 1-carboxylate; MoA = hanism of action.
Drago JZ, et al. Nat Rev Clin Oncol. 2021;18(6):327-344.




