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* HER?2 overexpression, an actionable biomarker across .- ESPERANZA (NCT06973161) is an external control arm = Key eligibility criteria for RW SoC » Outcome measures: OS was the primary outcome, and
multiple solid tumors, is linked with a biologically study comparing T-DXd with RW SoC, conducted using a o Included: Adults with HER2 IHC3+ locally PFS was a secondary outcome.
ES P E R AN Z A u Re s u Its fro m a n aggressive phenotype.’-3 target trial emulation framework, in the approved tumor- advanced, unresectable, or metastatic solid tumors « Statistical analyses: The target sample size (N=384) for
- . . agnostic indication. and 21 prior systemic anticancer therapy between this stud t met. Result tint ted
* T-DXd is a HER2-directed ADC*, approved by the FDA, T 7 B B0 oo el s . 'S study was not met. Results were hot interpreted
exte rn al Com arator Stu d Of EMA and others for previously treated HER2 (IHC 3+) - Data Source: T-DXd-treated patients from the single-arm an -LUec Uz 10 aligh wi h 79 recruitmen within a hypothesis-testing framework. Consistent with
p y solid tumors based on clinically meaningful antitumor reference trials DL-01, DC-02, and DP-02 were period for the 3 single arm trials. > this approach, p-values are not reported.
tr t m b d r t N - N activity demonstrated in the DESTINY-Lung01 included.*® Included RW SoC-treated patients were o Excluded: patients with use of T-DXd or DXd-ADC o Potential confounders which included tumor type,
aS UZU a e UX eca I (NCT02564900), DESTINY-CRC02 (NCT04744831), d.rawn from.23 .RW clinical sites and data sources across at or prior to index date. age, prior LoTs, tumor stage, and CCI, were identified
= DESTINY-PanTumor02 (NCT04482309) single arm nine countries in Europe (Denmark, France, Italy, Spain, _ _ o through a literature review and clinician validation and
HER2 IHC3+ Solid Tumors rials.5” Portugal, Germany and UK) and North America (USAand *  Study cohorts: Tumor-agnostic (patients with biliary R O R
Canada). tract, bladder, cervical, CRC, endometrial, epithelial propensity score weighting to balance the RW SoC

* The comparative effectiveness of T-DXd in select tumor
types versus RW SoC was not assessed in these trials.

ovarian, NSCLC, pancreatic, or other solid tumors) and
pan-tumor cohorts (all cancers in tumor agnostic
cohort, except CRC and NSCLC).

and T-DXd arms. Outcomes were analyzed using
weighted KM curves and Cox proportional hazards
models.

* Index date: T-DXd patients were indexed at start of
treatment in the trial, while RW SoC patients were
indexed at an eligible line of therapy (2L+), selected at
random to mirror LoT distribution in the trial.
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Objective Baseline Characteristics o R s X RW Sec
: : The RW SoC cohort included the same nine tumor types represented in the
e To evaluate the comparative effectiveness of T-DXd versus RW * orent trial " o t y!o _‘:h T.DX4 oxe 1ep 111 . . o y . . .
: - - referent trials, supporting a clinically relevant comparison with T- : T-DXd 182 145 81 49 38 28 20 3 0 -
SoC in patients with HER2 IHC 3+ locally advanced unresectable
or metastatlc SOIld tumors Wlth 1+ prlor LoT USIﬂg an external e Before We|ght|ng, T-DXd patlentS had received more prior LoT than RW SoC RW SeC 140 72 50 33 14 10 7 6 2 RWSoC 140 33 17 14 3 2 2 1 0
Control arm Study deSlgn Wlth a target trlal emulatlon approach patients (median prior LoT: 2 vs 1), and ChemOtherapy'based regimens
represented the most common RW SoC treatments (chemotherapy alone:
30.7%; chemotherapy plus non-anti-HER?2 targeted therapy: 15.0%; o After weighting, mOS was 17.2 months for T-DXd vs. 7.0 months for o After weighting, T-DXd improved mPFS versus RW SoC (8.0 vs. 2.5
COHC'USiOﬂS chemotherapy plus anti-HER2 therapy: 12.1%). RW SoC (HR: 0.57; 95% CI: 0.40, 0.78) in the tumor-agnostic months; HR=0.45; 95% CI: 0.31, 0.66) in the tumor-agnostic cohort
L . . Following weighting, both cohorts were balanced for the selected baseline cohort (Figure 2). (Figure 3).
e RW SoC outcomes indicate an unmet need in the previously ’ 9 WeIghting, Lo o o | S _ _ S _ _
treated HER2 IHC 3+ solid tumors. with mOS of 7 months confounders, with remaining imbalances limited to a few non-adjusted o Similar findings were observed in the pan-tumor cohort, with longer o Similar findings were observed in the pan-tumor cohort, with longer
’ ' characteristics, including ECOG performance. weighted mOS for T-DXd than RW SoC (17.7 [95% CI: 12.6, 21.8 weighted mPFS for T-DXd than RW SoC (8.3 [95% CI: 7.0,12.3
e The >10-month improvement in mOS and >5-month improvement e After weighting, most common treatments in RW SoC arm (ESS=60) were months] vs 5.5 months [95% CI: 4.1, 11.8 months]; HR=0.57; 95% months] vs 3.0 months [95% CI: 1.8, 3.3]; HR=0.39; 95% CI: 0.27,
n ImPFSdW'th T'DXd_ Verslus RVX Sf(_)C demonStrateS_'tS clinical chemotherapy-based (chemotherapy alone: 33.0%; chemotherapy plus non-anti- Cl: 0.40, 0.84). 0.59).
value and supports s role as fhe irst lumor-agnostic treatment HER? targeted therapy: 16.2%; chemotherapy plus anti-HER? therapy: 7.8%). A e P i
Opt'On fOI’ preV|OUSIy treated patlentS W|th HER2 IHC 3+ SO“d treatment discontinuation (due to progression), subsequent anti-cancer therapy or death.
tumors.
Discussion
e This external control arm study was designed using the target trial framework to emulate an ideal RCT. Conclusions should be considered in line with the limitations of RW data. However, these are trial-aligned RW patients where key trial
Acknowledgments eligibility criteria was applied; there was balance in key patient characteristics after PS weighting; and data quality was good with no missing data in the covariates used for weighting.
S Srescharan PhD. of IQVIA and wes funded by Actrazonees and Daiich Sanio, - 1ind and eciforial SUPPOTEIES provided bY o ESPERANZA provides robust comparative evidence to evaluate T-DXd clinical effectiveness versus RW SoC where a randomized controlled trial was not feasible. Clinically meaningful improvements in both OS and PFS were consistent
Other participating sites: Istituto Nazionale Tumori Regina Elena, Istituto Romagnolo per lo Studio dei Tumori “Dino Amadori” (Italy); across tWO overlapping HER2 |HC 3.|. advanced SO"d tumor COhOFtS.

Universitatsklinikum Wirzburg, Universitatsklinikum Essen, Thoraxklinik am Universitatsklinikum Heidelberg, Frankfurt University Hospital
(Germany); Hospital 12 Octubre, Hospital Arnau de Vilanova, Clinica Universidad de Navarra, Hospital de la Santa Creu i Sant Pau, Instituto

de Investigacion Oncoldgica de Vall Hebron (Spain); The Leeds Teaching Hospitals NHS Trust (UK); Rigshospitalet (Denmark); BC Platforms, Abbreviations References 4. Ogitani Y, et al. DS-8201a, a novel HER2-targeting antibody-drug conjugate with a novel DNA This study was sponsored by AstraZeneca and Daiichi Sankyo. In March
topoisomerase | inhibitor, demonstrates promising antitumor efficacy with differentiation from T-

Disclosures DC-02, DESTINY-CRCO02; DL-01, DESTINY-Lung01; DP-02, DESTINY-PanTumor02; ESS, effective sample size; Oncol. 2023;34(11):1035-1046 5. Meric-Bernstam F, et al. Efficacy and safety of trastuzumab deruxtecan in patients with HER2- commercialization collaboration agreement with Daiichi Sankyo for
HER2, human epidermal growth factor receptor 2; HR, hazard ratio; IHC, immunohistochemistry; KM, Kaplan 2. Han SH,, etal. The Prognostic Impact of HER2 Genetic and Protein Expression in Pancreatic expressing solid tumors (DESTINY-PanTumor02): a phase 2, multicentre, open-label study. Lancet  trastuzumab deruxtecan (T-DXd; DS-8201).
Funda Meric-Bernstam reports personal fees from AstraZeneca, Becton Dickinson, Biocartis NV, Bl, Calibr-Skaggs, Crossbridge, Daiichi Meier; LoT, line of therapy; mOS, median overall survival; mPFS, median progression-free survival; n, number of 3 S?rﬁgoéna'tH'?R:EFggtgn and Gene in PancFr)eatu;Cancer{. Dggt”OSt!CS (ths;I). 2031&1;1(_4):6?_3' , Oncol. 2024;25(8):1103-1115. - . . _ Poster presented at ESMO 2026 by Funda Meric-Bernstam.
Sankyo, Debiopharm, DEM BioPharma, eFFECTOR, Elevation Oncology, Exelixis, Incyte, Jazz Pharmaceuticals, LigaChem, Menarini Group, patients; NSCLC, non-small cell lung cancer; OS, overall survival; PFS, progression-free survival; PS, propensity ' Cgr?celr éicglb ot 202‘6?;2’(‘%?%22[‘8333 oor Frognostic Determinant In Resected biliary frac 6. Yoshino T, et al. Trastuzumab deruxtecan in patients with HER2-expressing metastatic colorectal Corresponding author: Anuj Bhupendra Shah:
ModeX Therapeutics, Precede Biosciences, Protai Bio, Ribometrix, Samsung Bioepis, Systimmune, Tacalyx, TEMPUS, TORL score; RCT, randomized clinical trial; RW, real-world; SoC, standard of care; T-DXd, trastuzumab deruxtecan. ' gist. ’ ' : cancer (DESTINY-CRCO2): primary and updated analyses. Nat Med. 2023;29:299-307. ) _ . ’
7. LiBT, etal. Trastuzumab deruxtecan in HER2-mutant non-small-cell lung cancer. N Engl J Med. email address: anuj.shah@astrazeneca.com

BioTherapeutics, Vir Biotechnology, Zentalis Pharmaceuticals and Zymeworks. 2022:386:241-251.



	Slide 1

