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Human epidermal growth factor receptor 2 (HER2) @ﬁluﬂ@luﬂj’m epidermal growth factor receptor

D

uflu tyrosine kinases HunumarAryiunsiialsanzFaansaiia oz B uniinisuanseanaes HER2
fnrswennsallsalunielldd HER2 dagvinunanismeuauessianisinefoeanssinu HER2 TufjilaauzFafiun
Tlaquiufilnsnzfafiuaiinisuaneanyas HER2 dnlEFun1sinmiag trastuzumab daflu monocional
antibodies #i@ extracellular domain 4849 HER2 receptor Wazaniy L@Q@Lﬁﬂ‘?‘l‘guﬂgﬂ intracellular kinase domain
(111 lapatinib, neratinib WaY afatinib) @eh\ﬂ?ﬁmmﬁéﬂqwmmmﬁ”@ﬁi@ HER2 monoclonal antibody,
trastuzumab A1nMsANEINLG pISHER? flungutlanues HER2 73l kinase activity wazilpauduniug
futfastnamennsaflsalunean Buinisnszanglfifessimdes ssazinandaenlsnuazszazinainssesdn
fduaslufiilhenz Safuniid HER2 1an p9SHER?2 enadasuennsaesie trastuzumab 1Hidesanntaiildou
extracellular domain 3TUAMTSLAY trastuzumab N1IAIIAMNANTUEAIBENTDS P9SHER2 a1aiitseleeml
Tunsdaadndulaidendanissnengiagaus Sudiun@in HER2 1an uiidn p9sHER2 datuennishese
trastuzumab Wi p95SHER?2 slamail HER2 tyrosine kinase domain uaglarefadud kinase agnlafin
nan1sAne luLnmsnunLd feunsiefi in1suanseantes p9SHER? meLaussia trastuzumab fauiy
windm (917877 0sANSe 2560;37:114-122)
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P9SHER?2 and Breast Cancer
by  Adisorn Jedpiyawongse', Anantnuch Sakapiboonnan? Somchai Thanasitthichai'
!Research Division, *Pathology Division, National Cancer Institute, Bangkok 10400

Human epidermal growth factor receptor 2 (HER2) is a member of the epidermal growth factor
receptor family of tyrosine kinases, and plays a significant role in a variety of cancers. HER2-positive
breast-cancer patients have a poor prognosis, and HER2 can predict the response to anti-HER2
therapy among breast-cancer patients. HER2-positive breast cancers are currently treated with
trastuzumab, monoclonal antibodies against the extracellular domain of the HER2 receptor, and
small molecules that inhibit the intracellular kinase domain (e.g., lapatinib, neratinib, and afatinib).
However, many patients are resistant to the HER2 monoclonal antibody, trastuzumab. It has been
found that p9SHER2 is a subgroup of HER2 protein with kinase activity and is associated with
negative prognostic factors, including positive nodal status, shorter progressive free survival, or
overall survival, in HER2-positive breast cancer. pP9SHER?2 is likely a determinant of trastuzumab
resistance, because it lacks the HER2 extracellular domain which is the binding site for trastuzumab.
Identification of a subgroup with high p9SHER2 expression may be useful in guiding treatment
decisions for patients with HER2-positive breast cancer. Although p9SHER?2 confers trastuzumab
resistance, it retains the HER2 tyrosine kinase domain and is sensitive to kinase inhibitors. However,
some results showed that tumors expressing pP9SHER?2 responded to trastuzumab plus chemotherapy.
(Thai Cancer J2017;37:114-122)
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domains 489 HER2 receptor® uazld tyrosine
kinase inhibitors 289 HER2 L4 lapatinib, neratinib
uae afatinib Fgd intracellular kinase domain®®"”
yenANMRETEe UM Edae ant-HER?
e lnsnszansasatadie Bl aesdinas
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QU2 membrane-bound HER2 anad'® wazli
72812817 trastuzumab €91 HER2 receptors
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resistance) anafinalnuananalndivnliaesde
trastuzumab L‘ﬁuma‘zgtyl,ﬁﬂﬂ’m‘ﬁ’]\i’m%\i phos-
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ternative initiation of translation)®® 91 13ne
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CB11 antibody™ @nusntiunldnsalieuilsean
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portion Huanin1¥iAasa trastuzumab aMnNTANEN
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fv«ummmmqmiﬂmmmu extracellular domain

e pertuzumab ldlunumeanans waty

V1 v
o o

UHINITTINAUBY HER2 AU HER

a

WAURALAT
alinauiAians HER2 ectodomain® ik trastu-
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