S Background I
e Breast cancer (BC) is the most diagnosed malignancy among women worldwide, with approximately 2.3 million new cases annually’. Human This multicenter, non-interventional, retrospective study involved the rescoring of archived HER2 IHC—stained formalin-fixed paraffin-embedded (FFPE) tissue slides from
A M u Iti ce nte r Retros pective Stu dy epidermal growth factor receptor 2 (HER?2) status is a key biological and predictive marker in BC. Clinically, HER2-positive disease accounts for only patients diagnosed with HER2-negative LA/ mBC, irrespective of hormone (HR) status.
) 15-20% of cases, Wheregs HER2-negative BC, defined as immunohistochemistry (IHC) 0, IHC 1+, or IHC 2+ with negative in situ hybridization e Patients were eligible if they had a confirmed diagnosis of HER2-negative LA /mBC from January 2017 to December 2022, had experienced disease progression while
to Dete rm i n e Th e P reva I e n ce Of (ISH), represents approximately 80% of all BC cases?®. receiving any systemic anticancer therapy for advanced disease, and had at least 12 months of follow-up data available in the medical records at the participating site,
i _ unless death occurred within the first 12 months after diagnosis.
e Tumors classified as HER2-low (IHC 1+ or IHC 2+/ISH-) account for an estimated 45-55% of all BC cases?®. With the emergence of novel therapies 9
H E R2 L & A - d 0 targeting HER2-low disease, accurate identification of this subgroup has become clinically critical. Therefore, understanding the reproducibility of e The study incIuQed patient_s from eightAsign_countries (Hong Kgng, India, Indon’esia, Malaysia, Philippines, Thailand, Singapore, and Vietnam) and five Latin American
- OW SSOCIate UtCOmeS HER2 assessment through rescoring of archived IHC-stained slides or re-staining of stored tissue samples is essential®. (LATAM) countries (Argentina, Brazil, Dominican Republic, Mexico, and Panama).
- = - " gom A~tivas Thi : _ : : e The prevalence of HER2-categories, treatment patterns, and clinical outcomes in patients previously classified as having HER2-negative LA /mBC was described. In
I n P atl e nts P reVI o u s Iy I d e ntlfl ed ° Ol?;jtec::]lve. IQISI.L:.U d)ll alrtnecrlnto e.\r/]alu?lten’f(he [.)trheV?lerllce IOf HdErliZf I%WHEISZ??]”CZZ?::E%C;T tv::l?/r;:clzsetg:I)Crarlnz?:s::tsig%rreeislj’:iiﬁ;leﬂr(ilj’,ilsrﬁlésé; r\;ev?]t)ment addition, the concordance between historical HER2 IHC scores and rescoring archived IHC-stained slides for HER2 was evaluated, reported as percentage agreement,
patterns, and ciinical outcomes in patients with preéviously identifie €9 y and assessed using Cohen’s kappa statistic. The findings presented reflect the interim analysis of the iRetroBC-HER2L Study.

progressed on systemic anticancer therapy.
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291 (41.5%)

A) Treatment Patterns Among the Overali

E HER2 Status Distribution HER2-low (IHC 1+ or IHC 175/410 115/ 291 290/ 701 HR-positive (n=187/191) HR-negative (n=56/56) Population with HR+ BC
Int r- m An I - .I: - R tl‘ BC @ 2+/ISH-), n/ N(%) (42.7%) (39.5%) (41.4%) )
e I a ys |S O I e 0 = e HER2-low (IHC 1+ or IHC 2+/ISH-) prevalence: 41.4% (290/701) *  Primarily endocrine therapy (ET): «  Mainly chemotherapy: 98.2% (n=55), 70% 1 65.10% 64.60% = Endocrine based therapy
_ o . HER2 IHC 0, n/ N (%) 186/4010 163/2091 349/ 7001 64.2% (n=120); most commonly most commonly paclitaxel / nab- : = Chemotherap
H E R2 L Stu dy e HER2 IHC 0: 49.8% (349/701 )s comprising. (45.4 A)) (56.0 /o) (49.8 A)) aromatase inhibitor: 46.5% (n=87) paclitaxel: 60.7% (n=34) 60% - Targeted The?’apy
- HERZ2 IHC 0 with membrane staining: 25.2% (88/349) Including - Followed by chemotherapy: 48.7% «  Mean (SD) treatment duration: 5.6
- HERZ2 IHC 0; absent membrane staining: 74.8% (261/349) (n=91); most commonly paclitaxel / (4.1) months 51.40%
HER2 IHC 0 with membrane 55/186 33/163 88/ 349 nab-paclitaxel: 24.1% (n=45) ~ 90% 1 45.40° 46.90%
Senthil Rajappa’, Flavia Morales-Vasquez?, Ta Van To®, Andhika Rachman?, staining, n/ N(%) (29.6%) (20.2%) (25.2%) - Combination therapy: ET+ < ikl
Cristiano de Padua Souza®, Charuwan Akewanlop®, Joel Moreno Rios’, Beng HER2 Low by Hormone Receptor (HR) chemcl)thelrapy: 6.4E/Z (n=12) -
_ Gt £a, r AR 0P~ . ) . Status HER2 IHC 0; absent 131/186 130/163 261/ 349 5 40% - 35409,
Khiong Yap?, Silvia Bonifacio Pefia®, Cristian Micheri'®, Charity Gorospe’, Rina membrane staining, n/ N(%) (70.4%) (79.8%) (74.8%) - Mean (SD) treatment duration: 13.3 = '
Hui'2, Yoon-Sim Yap'3, Wael El Hallak'4, Jasmine Lee'®, Mangesh Sheshrao e HR-positive: 41.3% (191/462) \(12'8) months j \ J 5 a0% -
Kamle'6, Mohamed Elsayed'?, Sarah Elmeligi'® e HR-negative: 35.2% (56/159) w : : 5 25.80% 24.10%
S — _ Table 2: Clinical outcomes across Asia and LATAM and in 2
c=lo i i nd S 20% -
'Basavatarakam Indo-American Cancer Hospital and Research Institute, Hyderabad, India; Concordance of HER2 Assessment the overall population accordlng to the HR status 2" LOT < 15.10%
2Fundacion de Cancer de Mama, FUCAM A.C, Mexico; 3National Cancer Hospital, Hanoi, == _ . _ _ _
Vietnam; 4Cipto Mangunkusumo National General Hospital, Jakarta, Indonesia; °Barretos e Overall Concordance: S sala SEL HR-positive (n=181/191) HR-negative (n=55/56) 10% 1
Cance’r I_—Iospital_, Barretos, Sao F_’aulo, Brazil; :Siriraj Hospital, Ba_ngkok, Thailand; “Instituto _ Concordance: 81.2% HR+ + Primarily ET: 63.0% (n=114), mainly ||+ Main treatments were |
OnCO|OQICO Naplonal, Panama Qlty, Panqma; Sgbang NEVE Medlgal Centre,. S_ubang Jayq, - Cohen’s k = 0.62 (95% CI: 0.56—0.68) — e aromatase inhibitor: 32.0% (n=58) chemgthe'rapy: 80.0% (n=44), mainly 0% -
Malaysia; °Instituto de Oncologia Dr. Heriberto Pieter, Santo Domingo, Dominican Republic; Overall Survival (months) NE PR SR G - Followed by chemotherapy: 37.6% capecitabine: 34.5% (n=19) 1st LOT 2nd LOT 3rd LOT
0Instituto de Oncologia, Rosario, Argentina; "'St. Luke's Medical Center Global City, Taguig, % o median (95% ClI), N (85.4, NE), 278 ( 150 ) ( 408 ) (n=68), mainly paclitaxel / nab- - Mean (SD) treatment duration: 4.3
Philippines; 2Centre of Cancer Medicine, University of Hong Kong, Hong Kong; '3National Clinical Outcomes paclitaxel: 11.0% (n= 20) (5.8) months
- : - 14 - : > Progression Free Survival (months) median (95% CI), N N _
Cancer Centre Slngapo:e, Slngapore, Int_ernatlonal Medlcgl, Breqst and Gynaecology _ _ . g ( ) (95% Cl) - Combination therapy: ET+ B) Treatment Patterns Among the Overall
Cancers, AstraZeneca; "®International Medical, Oncology Diagnostics, AstraZeneca; e Median Overall Survival (OS): 16.7 19494 145 143 (11.9 chemotherapy: 3.9% (n=7) . .
8International Asia Area Medical Oncology, AstraZeneca; International Medical Evidence 1st LOT (12.4, 20.1), ' (1'2é ), 16.8)( 35'2’ - Mean (SD) treatment duration: 7.7 POPUIatlon with HR- BC
Delivery, AstraZeneca; '8International Medical, Breast Cancers, AstraZeneca 224 7 \ (8.3) months / \ / 120% -
+ - — =
C I . HR+/HER2-low HR-/HER2-low s Lo 8.5(6.7,100),  4.4(3.9,55) 6.5 (5.6,7.7), u Chemotherapy
47.0 months 36.7 months 2920 132 352 = Immunotherapy
onclusions (95% Cl: 40.1-64.8) (95% CI: 28.0-NE) 3rd LOT 100% { 98-10%
. . e . 7.4(5.2,10.2), 4.3(3.5,5.5), 5.6 (4.6,6.4), 91.80%
_ o 34 LOT
e HER2-low expression was |c_lent|f|ed. in approxllr.nately 41% of | e Median Progression-Free Survival (PES) 164 99 264 S
HERZ2-negative LA/mBC patients, with an additional 25.2% showing 1t Line Of HR. HR-positive (n=125/191) HR-negative (n=44/56) > 80%
HER2 membrane staining. nd d ) . _ ) - . _ E
| i . et oD 2o Overs Survil (months)  4T6Q4SNE)  232(186, 300258, Cherlneapy 0% (02 ||| oy chemctrerpy S0 el £
Substantial concordance between historical and rescored HER2 . . median (95% Cl), N 7 28.6), 79 38.0), 156 13.6% (n=17) . Mean (SD) treatment duration: 3.9 o 60%
assessment supports the use of archived IHC material for HER2-low HR+/HER2-low | HR+/HER2-low | HR+/HER2-low Progression Free Survival (months) median (95% Cl), N - Followed by ET: 47.2% (n=59), (3.8) months 3
ifi I : | mainly aromatase inhibitor: 20.0%
classification. 158 months | . | 74months . § 56months S LOT 9.6(7.4,12.6), 6.8(5.7,82), 7.7(6.8,9.4) (n=253; i £ a0%
. (95% Cl: 12.4-17.6)) | | (95% Cl:5.6-9.2) J ' \ (95% Cl: 4.3-7.4) 70 78 148 z
Real-world treatment outcomes were worse than those reported in | | - Combination therapy: ET+
. . . . . . . I I . 0, =
clinical trials, emphasizing the importance of optimized treatment | | ond LOT 5.4 (463’ 6.1), 3.0 (27.3, 42), 4.4 (?.464, 5.0), chemotherapy: 2.4% (n 3). 20%
strategies. HR-/HER2-low B HR-/HER2-low [ HR-/HER2-low 0 . I(\geg)n n(sr?t)h tSreatmentdurat|on: 6.1/ K /
74months | ' | 44months | | 4.9months SLET 5.4(46,83), 23(16,31),  3.3(23,4.9), ' 0 0.90%
(95% Cl: 55-11.3) | ' || (95% CI: 3.4-5.4) || ' | (95% CI: 2.3-5.6) 50 47 90 0% (<t LOT o LOT 2d LOT
Please scan this quick response (QR) code with your smartphone camera or app to obtain a copy of these *Patients may receive more than one type of therapy as part of their treatment plan S n r
materials.
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