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" g Se0 201716 Retrospective observational; NR 2011-2013 1687 10.8 Republic of Korea S N5 6'2’ & @ % & Q‘E (bQ‘bQ \0@ Adults with HER2-positive advanced/metastatic || Adults with HER2-positive advanced/metastatic * A high concordance rate was reported for HER2-positive status assessed using IHC and FISH in patients with GEA (74%),'® GC Showed concorda.nce Of 5% 84/‘_’
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population, Global ,C?C”CGF gbs_e"\_’atory (GLOBIOCAN) 2322 e Limited prevalence data were available for patients with GEA and a HER2-positive diagnosis; only 1 study reported HER2-positive ASR, age-standarcized rate; GC, gastric cancer; GLOBOCAN, Global Cancer Observatory. rate of ERBB2 amplification detection in one of the studies may reflect the loss of ERBB2 amplification after progression on the overall GEA population. In GC, one study
(rjr?]:)art\;\lli?reolésa\(laldc?rrllr;r%rg Ct a?\élnglsdoenhcj Sarfggnecr:a(;e, el prevalence within the overall GEA population, while the remaining 10 studies reported HER2-positive prevalence in patients with GC or GEJ « Globally, the 5-year prevalence rates of GC were 20.6 per 100,000, Rates were considerably higher in Estimated new cases in 2025 a5 per NCI SEER. "American Cancer Society estimates for proportion of qastric and esophageallGE.) cancer cases that are adenocarcinomas. trastuzumab or may reflect false-negative NGS results for circulating tumor DNA due to low tumor shedding? reported 43% of patients with HER2-positive
B y ! ) ! ) °Estimated proportion of gastric adenocarcinoma and esophageal/GEJ adenocarcinoma cases that are in advanced/metastatic stage.*° 9Advanced/metastatic gastric or . £ : . : . . . e . . .
irreSpeC);iVG Of HER2 positive StatUSp f()? majOr geographies cancer (GEJC) Japan (2746 per 100 OOO people) Compared W|th the US Canada the UK and the EU4 (1 1 2—277 per esotpha;ealﬁ)GEﬁ a;enoca?cin:)maincludes those classifiedpasgegional or distant disease at diagnosis in the NCI SEER Program. e%vidence from the US FIatirc?n Health ° A Comparlson Of IHC 3+ tO ERBBZ ampllflCathn USlng NGS ylelded d Concordance gf 78%’ Whlle d Comparlson Of IHC3§+ and FISH dISGaSG were aISO PD-I—1 pOSItlve1 md'Catmg d
B ; , O : : o Tt : i : ’ ’ ’ ’ for proportion of patients with advanced/m ic GEA who are HER2-positive.'® it i '
name|y Canada Japan the UK tne US and tne European ° NO InCIdence or mortallty data were Identlfled fOr HERZ-pOSlthG patlentS Wlthm the Overa” GEA pOpUIat|On 100,000 people) g?if,b;lassetrges%pohgzga?a(;)enrc))ac:raci:lsom;; (;dEdJ,agaﬁgoes?)?r?;g[egI junction?I-?EeRZ, hum;)r? Sept)id(::rmal growth factor receptor 2; NCI, National Cancer Institute; SEER, Surveillance, HERZ/CEP17 Score 22 VS ERBBZ ampllflCZithn (NC-;?) Showed d Concordance Of 79/0 n anOther SUbSGt Of 12 patlentS nOtable Overlap
’ ’ ’ ’ : : : : : : : Epidemiology, and End Results Program. i 0 0 ' : _ i ' , ,
Union 4 (EU4; ie, France, Germany, Italy, Spain) ® A multicountry study including data from 2019-2023 from Europe (Spain, the Netherlands and Portugal) and Latin America (Argentina, e The 5-year prevalence rate of esophageal cancer globally was 9.1 per 100,000 people. Rates were T ’ Thti 'E;'iiz ggs't'v'éyESaée ranged from 4% to 377% using IHG and ISH (FISH or silver-enhanced ISH [SISH] or dual ISH) in patients Further research is needed to ascertain the
« Furthermore, weighted average prevalence, incidence, and Mexico, Chile, and Paraguay) reported an overall HER2-positive status prevalence rate of 9% in patients with GG, with the proportion being higher in Japan (18.4 per 100,000 people) and the UK (17.3 per 100,000 people) compared with the | - | | with GEA, GG, or epidemiology of HER2-positive GEA and its
mortality ratés for GEA were estmated for ihe US by hsing higher in Europe (14%) compared with Latin America (6%)? other geographies e While the global epidemiology of GEA could not be accurately estimated due to lack of evidence, the * [n a regional analysis from the comprehensive multinational ToGA study (N = 3665), HER2 positivity rates were reported as follows: variation by anatomical sites and to determine the
] ] g ] ] ] ] ] . . . . . . . 0 ] ] " 0 ] " _ . ] 0 N 0 N N 38
combined data from National Cancer Institute (NC) e A similar HER2-positive prevalence OT 4%-8% was observed in ancl)t.her study conducted in Latin America (Costa Rica)’ e The 5-year prevalence rates were considerably higher among males compared with females for GC weighted estimates fer the US population were calculated using 2025 NCI SEEI.R.data 18.3% in Russia and Soyth Afrllca, 24% in th.e.AS|a.PaC|f|c region, 24% in Europe, and 16% in CentraI/South.Amerlca overlap of patients with HER2 and PD-L1
Surveillance, Epidemiology, and End Results Program  In the US, a study of 6479 patients with GEA reported a HER2-positive prevalence of 15%° (26.3 vs 14.9 cases per 100,000 people) as well as esophageal cancer (12.8 vs 5.4 cases per 100,000 e Based on the calcullatlons _and data sources, the annual incidence of HER2-positive e |n GC, 1 study of 76 patients with HER2-positive disease found that 43% also showed programmed death-ligand 1 (PD-L1) S
(SEER)4% e In Asia, prevalence of HER2-positive status for patients with GC ranged from 13.6% in Brunei Darussalam™® to 47.9% in a study in China'3 people; data not shown) advanced/metastatic GEA in the US is estimated to be 4609 cases positivity.” While PD-L1 positivity rates are known for GC/GEJC,* evidence on overlap with HER2 positivity is lacking P y
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