AVANZAR: Phase lll study of datopotamab deruxtecan (Dato-DXd) + durvalumab + carboplatin as first-line
treatment of advanced/metastatic non-small-cell lung cancer
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Plain language summary

@@ Figure 1. Structure of Dato-DXd 2

Key inclusion criteria

£ Why are we performing this research? Humanized Deruxtecan « Adults (=18 years) with histologically or cytologically documented Stage 1I1B
. i i - ide.1 - - - . . TR or llIC NSCLC not amenable for surgical resection or definitive
& Lung cancer is the leading cause of cancer-related deaths worldwide." Non-small c?II lung cancer (NSCLC), a group of lung anti-TROP2 |qG1 ’ A \ Payload mechanism of action: Topo-I inhibitor Chemoradiation. or Stage IV (motasiati) NSGLG
tumors that originate from specific cells found in the lung, is responsible for over 80% of all lung cancer diagnoses. monoclonal antlbody o o , e :
o] H . . SPTY .
« Datopotamab deruxtecan (Dato-DXd) is a drug that consists of two parts: datopotamab (an antibody) and DXd (an anticancer N \)]\N N >)L« - High-potency payload ’;‘:’I\F;f;\?égrfé“ne chemotherapy or other systemic therapy for Stage IIIB, IlIC,
drug), which are connected via a linker. Dato-DXd binds to a protein called trophoblast cell surface antigen 2 (TROP2), which /\/\/\Ior H /\lor nds, H /\lor . . . '
is often overexpressed on lung cancer tumors. Once bound, Dato-DXd is taken inside the tumor cell where the linker breaks, Optlmlzed drug to antlbody ratio =4 * Lacks sensitizing EGFR mutation and ALK and ROS1 rearrangements and
releasing DXd to kill the tumor. By binding to cancer cells before releasing DXd, treatment is directed to the site of action, ] ] ) has no documented tumor genomic alterations in NTRK, BRAF, RET, MET or
potentially reducing side effects in the rest of the body. . , Payload with short systemic half-life other actionable driver oncogenes with approved and currently available
targeted therapies.
. !n the_ongoir?g Phase 1 TROPION-Pa.nTumorO1 and TRQPION-LunQOZ trial;, Dato-.DXc_l shoyveq promising antitumor activity Cleavable Stable Iinker-payload . ECQOG e fop 1
in patients with advanced or metastatic NSCLC, when either given alone or in combination with immunotherapy (treatments tetrapeptide-based linker orvori.
that target the immune system to help the body fight cancer) with or without chemotherapy.34 pep Topo-l inhibitor pay|oad Tumor-selective cleavable linker « Archival tumor tissue.
+ The AVANZAR study aims to see if Dato-DXd, in combination with durvalumab (immunotherapy) and carboplatin (DXd) Bvstand tit ffect * Adequate bone marrow and organ function.
(chemotherapy), can delay the length of time to when cancer grows, spreads, or gets worse (progression-free survival) and ystander antitumor efec
lengthen the time participants are alive (overall survival).
SE¥Q\ Who will participate in this study and how are we performing this research? _ -
%m + We are aiming to recruit approximately 1000 patients who have: . . . Key eXCIUS|On Cnter'a
— NSCLC that has spread to nearby tissue or lymph nodes (locally advanced), or spread from its original site (metastatic) AVANZAR (NCTO5687266) an OngOIng Phase 3’ mUItlcenter’ Open_label’ randOmlzed StUdy

History of another primary malignancy except for malignancy treated with
— Tumors without alterations in genes that have approved molecular-targeted therapies in the first-line setting curative intent with no known active disease <3 years before the first study

— Not received any prior first-line treatment for locally advanced or metastatic NSCLC dose (additional exceptions may apply).

Mixed small-cell lung cancer and NSCLC histology; sarcomatoid variant of
NSCLC.
Dato-DXd 6 mg/kg + durvalumab 1120 mg + Prior exposure to durvalumab, TROPZ2-targeted therapy, or any agent

. (including an ADC) containing a chemotherapeutic agent targeting
carboplatin AUC 5 IV Q3W for 4 cycles topoisomerase |,

+ Eligible patients will be randomly assigned to an initial treatment group in equal numbers: ) )
Patients with

Stage IlIB, llIC, or IV
(metastatic) NSCLC

— Dato-DXd in combination with durvalumab and carboplatin

— Pembrolizumab (immunotherapy) in combination with histology-specific chemotherapy

« Each patient will generally continue to receive their designated treatments as long as the tumor is controlled by the drugs,

there are no unacceptable side effects, or the patient doesn’t choose to stop treatment. followed by Dato-DXd 6 mg/kg + _ _ Spinal cord compression or clinically active brain metastases (unless
oShimiz T ot o J Gl Onool 2025110, 12001JC0.25.00050-aPub. Goto v, et al. Oral 6004, Preserted i ASCO 2033, - o 0o el el _ durvalumab 1120 mg IV Q3W? Dual primary endpoints asymptomatic, stable, not requiring steroids for 27 days prior to
non-squamous N=1000 PFS (by BICR per randomization, and =2 weeks have elapsed between the end of radiotherapy
histology (Lacks Randomized RECIST v1.1) and OS and study enroliment).
@ Backaround sensitizing 1:1 in the TROP2-positive History of leptomeningeal carcinomatosis.
\J g EGFR mutation and Stratified by: Histol iic ch th . population Clinically significant corneal disease.
. ) <10 _400, Istology-speciItic chemotherapy . . o .
First-line treatment with immunotherapies targeting the PD-1/PD-L1 pathway, administered with or without chemotherapy, ALK and ROS1 _lig |>_510$0}a)tus (TC <1%, TC 1-49%, pembrolizumab IV Q3W1t Actlve.) or uncontrolled hepatitis B or C virus infections or uncontrolled HIV
have improved survival outcomes of patients with metastatic NSCLC without actionable genomic alterations.’-3 rearrangements) =VY 70 infection.

» Histology (squamous vs. non-squamous)
Despite the improved survival seen in this setting, median OS at 5 years remains low. - Smoking status (never vs. ever)

For example, the KEYNOTE-189 (non-squamous NSCLC; N=410)2 and KEYNOTE-407 (squamous NSCLC; N=278)3 trials of ECOG PS Oor1  TROP2 biomarker status*
pembrolizumab (PD-1 inhibitor) + platinum-based chemotherapy reported a median OS of 22.0 months (95% ClI, 19.5-24.5) and (positive vs. negative)
17.2 months (95% ClI, 14.4—19.7), respectively, after 5 years of follow-up.

Current or suspected non-infectious ILD/pneumonitis or history of
non-infectious ILD/pneumonitis that required steroids.

These results underline the unmet need for new therapeutic strategies in metastatic NSCLC. *When ready/available; tTreatment with Dato-DXd and/or durvalumab will continue until investigator-assessed radiological progression (per RECIST v1.1), unacceptable toxicity, withdrawal of consent, or an

TROP2 is a transmembrane glycoprotein that is broadly expressed on the cell surface of many epithelial tumors, including intervention discontinuation criterion is met. Treatment with pembrolizumab will continue for a maximum of 35 cycles or 2 years (whichever occurs first); ¥Squamous: Pembrolizumab 200 mg + paclitaxel StUdy StatUS
lung cancers, and represents a promising antigen for TROP2-directed therapies.** 200 mg/m?2 + carboplatin AUC 5 or 6 for 4 cycles, followed by pembrolizumab 200 mg; non-squamous: Pembrolizumab 200 mg + pemetrexed 500 mg/m? + either cisplatin 75 mg/m? or carboplatin AUC 5 for

i 2
Dato-DXd is an ADC consisting of a humanized anti-TROP2 IgG1 monoclonal antibody covalently linked to a highly potent 4 cycles, followed by pembrolizumab 200 mg + pemetrexed 500 mg/m* j

topoisomerase-I inhibitor payload via a plasma-stable, tumor-selective, tetrapeptide-based cleavable linker (Figure 1).6
Dato-DXd has shown encouraging early clinical efficacy and safety in patients with advanced/metastatic NSCLC.

The Phase 1 TROPION-PanTumor01 study (NCT03401385) reported a confirmed ORR of 26% (95% Cl, 14.6—40.3) and median DoR ) Study end pomts
of 10.5 months (95% CI, 5.6—26.5) with Dato-DXd monotherapy 6 mg/kg (N=50) in heavily pre-treated NSCLC.”

The Phase 1 TROPION-Lung02 study (NCT04526691) reported a combined (confirmed + pending) ORR of 50% (95% CI, 32—68)

and 57% (95% Cl, 42—70) in doublet (N=34) and triplet (N=53) combination cohorts, respectively, with first-line Dato-DXd + Dual primary endpoints
pembrolizumab + platinum-based chemotherapy.® PFS by BICR per RECIST v1.1 in the TROP2-positive OS in the TROP2-positive population
The Phase 3 TROPION-Lung01 study (NCT04656652) demonstrated a statistically significant improvement in PFS with Dato-DXd population

monotherapy 6 mg/kg versus docetaxel in previously treated advanced/metastatic NSCLC.?

Durvalumab is an anti-PD-L1 monoclonal antibody that has demonstrated notable efficacy in the treatment of NSCLC, "0 as

well as early clinical efficacy and safety in combination with Dato-DXd in first-line locally advanced/metastatic TNBC." Secondary endpoints

Cohorts 1—4 of the TROPION-Lung04 study (NCT04612751) are investigating Dato-DXd + durvalumab + carboplatin in PFS by BICR per RECIST v1.1inthe ITT and ORR and DoFx_’ by BICR and investigator.qssessment per PFS2 in the ITT and TROP2-positive populations
advanced/metastatic NSCLC; initial results will be presented by Papadopoulos et al. at this meeting (Oral OA05.06). TROP2-negative populations RECIST v1.1 in the ITT and TROP2-positive populations Pharmacokinetics and immunogenicity + Enrollment began in December 2022. Approximately 230 study locations in
patients with advanced/metastatic NSCLC. ITT and TROP2-positive populations + The estimated study completion is planned for May 2027.
Abbreviations Acknowledgements Disclosures References

Please scan this quick response (QR) code with

your smartphone camera or app to obtain a copy ADC, antibody-drug conjugate; AUC, area under the curve; BICR, blinded independent central review; Cl, confidence interval; This study (NCT05687266) is sponsored by AstraZeneca. In July 2020, Dr T Kato reports receiving research funding from AbbVie, Amgen, AstraZeneca, BeiGene, 1. Garon E, et al. J Clin Oncol 2019;37:2518-27. 8. GotoY, etal. Oral 9004. Presented at ASCO 2023.
Poster of these materials. Alternatively, please click on the link below. Dato-DXd, datopotamab deruxtecan; DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; Daiichi Sankyo entered into a global development and commercialization Blueprint, Chugai, Daiichi Sankyo, Eli Lilly, Haihe, Merck KGaA, MSD, Novartis, Pfizer, 2. Garassino MC, et al. J Clin Oncol 2023;41:1992-98. 9. https://www.astrazeneca.com/media-centre/press-
hitos/bit ly/30L3FG Ig, immunoglobulin; ILD, interstitial lung disease; ITT, intention-to-treat; IV, intravenous; NSCLC, non-small-cell lung cancer; collaboration with AstraZeneca for datopotamab deruxtecan (Dato-DXd). Regeneron, Takeda and Turning Point; participation on advisory boards for AstraZeneca, 3. Novello S, et al. J Clin Oncol 2023:41:1999-2006. releases.html. Accessed 15 Aug 2023.
— ORR, objective response rate; OS, overall survival; PD-1, programmed cell death protein 1; PD-L1, programmed death-ligand 1; Medical writing support for the development of this poster, under the BeiGene, Daiichi Sankyo, Janssen, Merck KGaA, MSD, Novartis and Pfizer; participation in 4. Tarantino P, et al. CA Cancer J Clin 2022:72:165-82. 10. Gullapalli S, et al. Onco Targets Ther 2020;13:6885-96.
Mobile-friendly poster Copies of this poster obtained through the QR code or link are PFS, progression-free survival; PFS2, time to second progression or death; Q3W, once every three weeks; RECIST v1.1, Response direction of the authors, was provided by Werner Gerber, PhD (Fourways, speakers' bureau for Amgen, AstraZeneca, BeiGene, Boehringer Ingelheim, Chugai, Daiichi 5. Zeng P, et al. Sci Rep 2016:6:33658. 11. Schmid P, et al. Cancer Res 2023;83(5_Suppl):PD11-09.
for_ personal use only and may not be reproduced without Evaluation Criteria in Solid Tumors version 1.1; TC, tumor cell; TNBC, triple-negative breast cancer; Topo-I, topoisomerase I; South Africa) of Ashfield MedComms, an Inizio company, and was funded by Sankyo, Eli Lilly, GlaxoSmithKline, Janssen, Merck KGaA, MSD, Novartis, Ono, Pfizer, Taiho 6. Okajima D, et al. Mol Cancer Ther 2021:20:2329-40. 12. Dent RA, et al. Future Oncol 2023;10.2217/fon-2023-
written permission of the authors. TROP2, trophoblast cell surface protein 2. AstraZeneca. and Takeda; and spouse employment at Eli Lilly. 7. Shimizu T, et al. J Clin Oncol 2023:10.1200/JCO.23.00059:6Pub. 0228:ePub.

Poster presented at the 2023 World Conference on Lung Cancer (WCLC); Singapore; September 9—12, 2023. Corresponding author: Charu Aggarwal; Email: charu.aggarwal@pennmedicine.upenn.edu


https://bit.ly/3OpL3FG
https://www.astrazeneca.com/media-centre/press-releases.html
https://www.astrazeneca.com/media-centre/press-releases.html

	Slide Number 1

