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Neratinib®
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(adjuvant)
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and pacitaxel®
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(adjuvant)
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(2L metastatic mono therapy)
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1L metastatic}
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trastuzumab and capecitabine'?
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(2L+ metastatic)
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Monoclonal antibodies
1 Trastuzumab
Pertuzumab

HER2 receptor //
o/

Receptor of
EGFR family

3

Trastuzumab-
deruxtecan
Small molecular tyrosine
2 kinase inhibitor
Lapatinib
Afatinib ’ .
E=id o Downstream signaling
Tucatinib Nailh @ccicn el S
n|
Neratinib downstream signal
molecules

Targeting mTOR
Targeting PI3K/Akt
Targeting PI13K/Akt/mTOR

Heat shock protein 90
(hsp90) inhibitor
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(4B5), Dako HercepTest Whay Leica
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sensitivity Wa specificity 7ilansinariv vinlsf
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sensitivity 7iandtlun1smsaady HER2 low
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Uszaunsoige naAnmnangidienmoy 18
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wrndgineinsiuandilosenalaiy
1selermiannen T-DXd wldnagldlanvun
WisryAndn “HER2 low” %3a “HER2

TH-27255 Expired date 8/2/2028

« miss1ev1u HER? Agndavinalosnsvdamsdodulasnuiuaznadwsuaog i
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ms

+ msulana HER2 losawrssgudnilu subjective evaluation
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uttra-low” Tpeimsdlusnaeny uAnisla footnote fananaazdatliunndrsnmanungm
NATONAAAEN N9TnENlRtNunuNzaN
NN5aNLAR CAP Breast Biomarker Reporting Template

Twiauiunan 2025 CAP laaan Reporting Template for Reporting Results of
Biomarker Testing of Specimens from Patients with Carcinoma of the Breast L')fai(%u
1.6.0.0 (March 2025) %qﬁmiﬂi"uﬂqqzﬁﬁﬁnjl,umummmimmm HER2 negative lngl
weaneaanilu 2 wuuetheiany T8un wuuf 1: HER2 Negative (Score 0) - 0/absent
membrane staining Ms\lwam‘iﬂjﬁiﬁwu membrane staining L& %Qﬁ@tﬂu true HER2
null LL@ZLL‘U‘UV; 2: HER2 Negative (Score 0) - 0+/with membrane staining VIVaTIGN
ﬂ?tﬁﬁﬁ membrane staining ﬁiﬁ@ugmﬁmz‘d@umm (faint/barely perceptible) ‘lum@ﬁﬁ@
san Tdiiufesay 10 Gadnaenilu HER2 ultra-low

MIueNIBaUfananafinndAtlesangileangy HER2 negative 7if
membrane staining wILWEaLANTee (O+ with membrane staining) analasutlszlagiann
£ T-DXd luaunam %dLLﬁmEi’N'ﬂ’mpEﬂ')ﬂﬁis\iﬁ membrane staining 1&gl (O absent membrane
staining) u@nmmi CAP template flau e N Ll optional standardized HER2 IHC report

HER2-ultralow is reported as HER2-negative in pathology reports'.?
~60% of mBC tumors previously considered IHC 0 are HER2-ultralow?®

CAP Recommended Key Reporting Elements?:

HER2 IHC Results
+Classification

/ Negative (Score 0) Updated
No staining observed (0 / absent membrane staining)
»/ Membrane staining that is incomplete and is faint / barely perceptible and within <10%

Positive of tumor cells (0+/ with membrane staining)
Other (specify)
Equivocal Negative (Score 1+)

Incomplete membrane staining that is faint / barely perceptible and in greater than
10% of tumor cells
Other (specify):

Cannot be determined (indeterminate)

+Comment:

Lstandardized HER2 IHC comment: In the DESTINY-Breast04 and 06 tnais, “HER2 low” was considered IHC Score 1+ or 2+ / ISH negalive, and ‘HER2
ultralow” was HER2 IHC Score of 0 (pattern 0+) with membrane staining that is incomplete and faint / barely perceptible in less than or equal to 10% of tumor
cells. Breast cancers with these staining patterns may be eligible for treatment with tr in the seftting (but those with no staining,
IHC 0, are currently excluded).

____Other (specify).

1. Wolff AC, et al. J Glin Oncol. 2023,41(22)3867-3872; 2. Allison K, Krishnamuri U. College of American Pathologists. Accessed March 28, 2025. hitps /idocuments. cap org/documents/New-Cancer-Protocols-March-
2025/Breast Bmk_16.0.0 RELCAPCP pdf; 3. Salgado R et al. Fresented at: ESMO Annual Meeting, September 13-17, 2024; Barcelona, Spain. Presentation LBA21

g‘i_l‘ﬁl 4 pnwagnnsenian CAP Breast Biomarker Reporting Template a3y 1.6.0.0
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Gaazgaeliunmdlnmdlatesiadennisinmiimanzandmsy
Hrlaausazse
wuamansseanuludsendlng

mnmiﬂix"gumjupf{ﬁm‘majluﬂizl,wﬂm WLIMUINN
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Template 2025 paein1suwen “score 0” 1ilu 2 wuUA® O-absent
membrane staining (true HER2 null) kag O—with membrane staining
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LazAaanT HER2-low/ultra-low HudaRniuanTgIu KTt
azldoadalTunnnazannn ((Uesliuannshing, complete/
incomplete, ANNaN1LANE) TN ssnaulalunissnenfiana
fianzoun T-Dxd Tugftlae Metastatic Setting 1t wiansodnil
muqu@mmwﬁ’m pre-analytical LAZNITLABN assay 99NTNNT
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UsziAufigadasiansan

WAz fAnuEeInnsTiazseung HER2 IWazidanunn
TuusAfdeillszduifaemilede UsznisusnAeanaudueh way
anidesiulunisulana 1i8eain concordance s¥MdNanen?
wrnddslaigannnin Tnaannzlunisuanuezsening score 0 uaz
1+ dsznsfiaesioninuuansieaes assay Aldluusazaniiv
FepnadanasonanIInsIauanaInifefiAoindnasldiwile
A1N primary tumor %1378 metastatic site Tun1sUszL81 HER2 status
AINNTAITIANLIE enanryaaulnauiiudne archival tissue waz
re-biopsy tissue gansaldle Lmel,uﬂmjﬁ'ﬁ metastasis ANTNANTUN
4 tissue Fulmsian metastatic site lundn Wuusazily bone
metastasis insdandaralildnadnsiignies
ununaaanalulagln

Digital pathology La¥ artificial intelligence (Al) MAIELNLN
ANl I Tademanen3inen auiunnsszifiu HER?
vy Al-assisted interpretation @1a28LANANLIUENLAZ AN
axLane0INsuLana aetanzlunsdinis tumor heterogeneity
atnslsfimudaiifanasszdadn aigorithm AldFadlézung calibrate
ALNUMNNZANS NI ULFAY laboratory WazwRaz assay Computational
pathology enaldifuaiasiewsssluauinn tngsaunsngosiiy
wWesidunuasagia membrane staining Wazaeam workload 184
wenBunnd wineseddladugeinedinsiasendunnadaany
spanensunndnilszaunisnl Inaewnglunsdififiaanadudan
wranan1InTIaatluszAl borderline
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Elalanalvadliifudilaangs HER2 low wag ultra-low Aalalle
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321 HER2 low 130 ultra-low Tneinss uinnsldsaaziBemuiiaia
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