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Baseline Circulating Tumor DNA

Methods Results (continued)

- - - - e Among 90 patients in DESTINY-Lung01 with HER2-overexpressing NSCLC, 49 received T-DXd 6.4 mg/kg e Among these 90 patients, 86 had baseline ctDNA samples that were successfully analyzed with Guardant e The overall ORR among the 86 evaluable patients included in the biomarker analysis was 29.1% (95% Cl,
B I O m a rker An a IyS I S Of Patle nts Wlth Q3W (cohort 1) and 41 received T-DXd 5.4 mg/kg Q3W (cohort 1a) (Figure 1) Health OMNI and were included in the current analysis 19.8-39.9%), and the overall median PFS was 5.7 months (95% Cl, 4.2-7.4 months)
- 1. DESTINY-Luna01 Studv Des e Activating mutations in key oncogenes (EGFR, KRAS, NRAS, and BRAF) and other genes of interest at baseline e There were no clear effects of EGFR- and RAS-activating mutations on ORR and median PFS (Figures 4, 5).
H m a n E id e rm al G rOWth FaCtO r Lol 1c Ll e Ol were identified by ctDNA analysis, and the effects of T-DXd on clinical efficacy (ORR and PFS) were assessed Mutations in STK77 and KEAP1 were associated with shorter median PFS; however, the number of patients
u p — For analysis of key oncogenes, NRAS and KRAS variants were considered mutant if there was mutation at with mutations was small (n = 12) (Figures 4, 6)
- - Key eligibility criteria codons G12, G13, A59, Q61, K117, or A146 ; ; ; — ;
e Unresectable/metastatic et Sl Primary end point | | _ _ _ ) . . Figure 4. Efficacy ([A] ORR and [B] mPFS) According to Activating Mutation Status
ece p o r ve rexp reSSI n g e a S a I c nonsquamous NSCLC e T ey HER2-overexpressing® e Confirmed ORR by ICR® — EGFR variants were considered mutant if variants were determined as “oncogenic” or “likely oncogenic
> SRt IS D (e (IHC 3+ or IHC 2+) (IHC 3+ or IHC 2+) Secondary end points based on the OncoKB precision oncology database A Mut, n ORR, % (95% Cl)
o standard treatmen T-DXd 6.4 mg/kg Q3W T-DXd 5.4 mg/kg Q3W e Confirmed ORR by investigator . . . . . - . WT Mut OR (95% CI)®
N o n—S m a I I ‘ el I I u n ‘ a n ce r I reated . I\R/IEeglsg_:_a\?hdlsease by N = 49 N = 41 : IED)ISS — Possible germline mutations, synonymous mutations, mutations that are not oncogenic (ie, not considered Key oncogenes EGFR 16 30.0 (19.6-42.1) 25.0 (7.3-52.4) — - : 0.78 (0.21-2.67)
e Stable CNS metastases? e OS “likely oncogenic,” “oncogenic,” or “predicted oncogenic” based on OncoKB) with variant allele fractions ::jF 211 2235((21552;;)) 28-§ 81;':)2-” — = 0-9; 8316'399)
= X ﬁg?(sosvsn f;‘ galfl); :eported ‘,:_;Zl‘;z”mz °°h°rlt_"2=_;;fna“s'°“ : gnge%t less than 0.2, and clonal hematopoiesis of indeterminate potential mutations reported by Guardant Health Other selected STK11° 12 30.4 (22-44.3) 8.3 (0.2-38.5) '.. 02 (0.0-1.9
W I t h I ra St u Z u m a b D e r u Xte C a n HER2m (cohort 1/1a) T-DXd 6.4 mg/kg Q3W T-DXd 6.4 mg/kg Q3W Exploraiory end point were excluded genes® KEAP1¢ 12 32.4 (22-44.3) 8.3 (0.2-38.5) *— 0.2 (0.0-1.3)
o N =42 N =49 . Ri , , o _ ARID2 11 30.7 (20.5-42.4) 18.2 (2.3-51.8) ——— 0.5 (0.1-2.4)
_ _ _ _ _ _ _ i i Biomarkers of response — Analyses were not adjusted for baseline characteristics and did not account for T-DXd dose rpE . 206 (18.43.6) 081 (15.7-46.7) iR | 09 (0.3-2.6
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. - - - - - - No stratification factors were used to assign patients. — Point estimates and 2-side o exact binomial Cls were calculated for In each biomarker subgroup. 9 (21.1-42. -52. : 2.
Kaline Perelra,13 Ayuml Tagu0h|,14 Makito Koga,14 Yusuke Kuwahara,13 Mike Zou,13 Wenqln Feng,13 aPatients with clinically inactive, treated or untreated brain metastases that were asymptomatic and did not require ongoing steroid or anticonvulsant therapy were allowed to enroll. The Kapl Mei hod d : di : ith 2-sided 95% C] lcul C? p ROS1 6 31.2 (21.3-42.6) 0 (0-45.9) o 0(0-1.8)
Zenta TSUChihaShi 13 PaSi A Jénne15 ®*HER2 overexpression was assessed by central testing using archival tissue. °Per RECIST v1.1. € ap an-ivieier met Od wWas use tO eStImate medaian event tlmeS Wit -Side 5 0 S calCu ate USIng POLE 9 29.9 (20.0-41.4) 22.2 (2.8-60) —— | 0.7 (0.1-3.5)
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""National Cancer Center Hospital, Tokyo, Japan; '2Shizuoka Cancer Center, Shizuoka, Japan; *Daiichi Sankyo, Inc, Basking Ridge, NJ, USA; RAS® o1 6.7 (4.2-7.5) 4.6 (1.4-10.7) , . , 1.4 (0.8-2.4)
“Daiichi Sankyo, Ltd., Tokyo, Japan; '*Lowe Center for Thoracic Oncology, Dana-Farber Cancer Institute, Boston, MA, USA BRAF 1 5.9 (4.5-7.4) 1.3 (NA-NA) :g PS 8.7 (1.1-69.0)
Other selected STK11° 12 7.0 (5.4-8.3) 1.3 (0.5-4.5) ' PS : 4.2 (2.2-8.2)
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e Overexpression of human epidermal growth factor receptor 2 (HER2) has been reported to occur in approximately 10-15% INPPAB ° 59 (4.5-7.9) 1.5 (1.3-NA - ° ’ 28(1.0-7.8)
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of patients with non-small cell lung cancer (NSCLC)'; therefore, HER2 represents a potential molecular target for therapy? e The gtDNA gene alteration Iandgcapg at k?asellne (including gene altera’.uon_s with single nucleotide variants [SNVs], e Among thg 16 pafuents with EQFR actlvatlng mqtatlons, 13 had rgcelved prior EGFR TKI treatmen_t and among o : e A . | 0040
. _ . _ deletions, insertions, and amplifications in 8 or more cases) is shown in Figure 2 the 10 patients with EGFR-activating mutations in cohort 1, 6 patients harbored the T7/90M mutation, whereas ATR 5 5.9 (4.5.7.5) 2.9 (1.5-NA) L e : 21 (0.9-4.9)
Trastuzumab deruxtecan (T-DXd), a HER2—targ§t|ng aptlbody—drug conjugate, was granted accelerated approval sta_tus_ln only 1 of 6 patients in cohort 1a had this mutation (Figure 3) i o 75 42-13.9) 5.4 (3167 R | 16(09-2.9
2022 by the FDA for the treatment of adult patients with unresectable or metastatic NSCLC whose tumors have activating Figure 2. ctDNA Gene Alteration Landscape®® at Baseline 00 20 20 570 870 16.0
HER2 (ERBB2) mutations as detected by an FDA-approved test and who have received prior systemic therapy? : : : : : HR (Mut vs WT)
( ) y pp p y py Flgure _3' BeSt Percentage Change In Tumor Slze From Basellne By HER2 Status’ MUtatlon Status’ 30R based on Fisher exact model. "HR based on Cox proportional hazard model. °lKRAS/NRAS. °Selected based on P value <0.1 according to log rank test for significance for PFS (not shown; a
There are no HER2-targeted therapies approved or recommended for the treatment of patients with HER2-overexpressing NSCLC*® i and Prior Therapy total of 52 genes were analyzed with a frequency of gene mutation >5). °STK77 and KEAP1 mutations occurred concurrently in 7 patients.
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° Activating mutations in key cancer genes (oncogenes; EGFR, KRAS, NRAS, and BRAF) and other genes of interest at JE S s s I =i Afatinib - 8 25 - T, L
base”ne were |dent|f|ed by CirCU|atin9 tumOr DNA (CtDNA) ana'YSiS, and the eﬁeCtS Of mUtationS on Clinical efﬁCaCy Of T'DXd aGene alterations with SNVs, deletions, insertions, and amplifications in 8 or more patients; *'The ERBB2 (HER2) SNVs that were detected in 4 patients (L1167V, H318Q, G518R, V1128F) were not Erlotinib - e — STKTTWT o | | } }
were assessed _ oncogenic activating mutations based on OncoKB. °Based on fluorescence in-situ hybridization analysis in tissue. N 0 — STK11 Mut
e At baseline, activating mutations were identified in EGFR, KRAS, NRAS, and BRAF (Table 1) Gefitinio - o 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25
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What were the findings of this research and what are the implications™ e 4 patients had SNVs in ERBB2 (HER2), but none of these were activating mutations smenn® I I Number at risk Months
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Activating mutations were detected at baseline in the key oncogenes EGFR, KRAS, NRAS, and BRAF. Although mutations eas  Bvut BWr B No Date
in the HERZ gene were detected at base!ln_e, none were activating/oncogenic. Mutat_lons were detected m_oth.er genes _of Table 1. Activating Mutations in Key Oncogenes and Their Prevalence at Baseline KAAS Mot B 100
interest, including STK71 and KEAPT1. Clinical efficacy of T-DXd was observed even in the presence of activating mutations T ©
in EGFR, KRAS, or NRAS at baseline. However, mutations in STK77 and KEAP1 were associated with shorter progression- o L _ _ . ’ IR
free survival (the median time until a patient’s cancer got worse or caused death). Gene  Criteria for Activating Mutation Patients, n (%) o
i ©
Where can | access more information? EGFR? Oncogenic/likely oncogenic mutation in OncoKB database 16 (18.6) Prior Immuno-oncology Myes Hno E‘ >0 7
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e To learn more about the DESTINY-LungO1 study, you can visit https://www.clinicaltrials.gov/study/NCT03505710 T o5 _ - .
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2EGFR mutations included 7 T790M, 7 L858R, 1 S768l, 4 E746_A750del, 1 P596L, and 2 G719A. No activating mutations in ERBB2 (HERZ2) were detected. Upper horizontal dashed line indicates a 20% increase in tumor size (disease progression) and lower horizontal dashed line indicates a 30% decrease in tumor size (partial response). KEAPT Mut 12 9 3 2 2 1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Copies of this e-poster obtained through QR, AR, and/or text key codes are for personal use only and -
P P . . gh Q L y P y Abbreviations References Acknowledgments
may not be reproduced without written permission of the authors. o |
Amp, amplification; CBOR, confirmed best overall response; CR, complete response; ctDNA, circulating tumor DNA; DCR, disease control rate; 1. Heinmdller P et al. Clin Cancer Res. 2003;9:5238-43. 5. Wu Y-L et al. Ann Oncol. 2019;30:171-210. Under the guidance of authors, medical writing and editorial support was provided by Greg Town, BSc, and "‘ ..‘
DoR, duration of response; ECOG PS, Eastern Cooperative Oncology Group performance status; HER2, human epidermal growth factor receptor . . A : _ _ Sara Duggan, PhD, of ApotheCom and was funded by Daiichi Sankyo, Inc.
2; HER2m, human epidermal growth factor receptor 2 mutated; HR, hazard ratio; ICR, independent central review; IHC, immunohistochemistry; 2. Liu S et al. Chin Cancer Res. 2018,24:2594-604. 6. LiBT etal. N £ngl J Med. 2022;386(3)-241-251. “
e . _ _ InDel, insertion/deletion; INV, investigator assessed; LOH, loss of heterozygosity; mPFS, median progression-free survival; mut, mutant; N : Lo _ : : : _
This information is the intellectual property of the authors/presenters. NA, not available; NE, not evaluable; NSCLC, non-small cell lung cancer; OR, odds ratio; ORR, objective response rate; OS, overall survival; 3. Enhertu. Prescribing information. Daiichi Sankyo; 2022. ’- f/lrggifg gt ni';)Eg;ii?:gglsl\ﬁ;;?ﬁ5;[)0226_51;02?;'?93/7%; Disclosures
Please contact Prof Egbert F. Smit at e.f.smit@lumc.nl for permission to reprint and/or distribute. PD, progressive disease; PFS, progression-free survival; PR, partial response; Q3W, every 3 weeks; RECIST v1.1, Response Evaluation Criteria in 4. Planchard D et al. Ann Oncol. 2018;29(Suppl 4):iv192-iv237. . . . — L u n 0 1
Sreseies e e Buesesn Sosieh) tor Iesies Oresloey ESME) Anmue] Meeting: Medi, Spain, Ooieker 2024, 562 Solid Tumors version 1.1; SNV, single nucleotide variant; T-DXd, trastuzumab deruxtecan; TKI, tyrosine kinase inhibitor; WT, wild type. Prof Egbert F. Smit declares no conflicts of interest.




