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= Trastuzumab Zulassung 2000/2006
— Wirksam nur bei HER2-positiven Tumoren

—— Anforderung an die Pathologie: Identifikation von klassisch HER2+ Tumoren
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Trastuzumab-Deruxtecan
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Topoisomerase | Inhibitor
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Trastuzumab-Deruxtecan ! 0
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= DESTINY-Breast04 Studie
— Metastasiertes, schwach HER2-pos. Mammakarzinom (IHC 1+ oder IHC 2+ & neg. ISH)

Trastuzumab Deruxtecan Physician’s Choice Progression-free Survival in Hormone Receptor—Positive Cohort
HR for progression or death, 0.51; 95% Cl, 0.40-0.64; P<0.001

Capecitabine = - .
Eribulin % 1.0 Median Progression-free Survival
Gemcitabine 3 (95% C1)
Paclitaxel 2 0.8 5.4 mo 10.1 mo
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—— Anforderung an die Pathologie: Identifikation von schwach HER2+ Tumoren

@H ARITE Modi S et al. Trastuzumab Deruxtecan in Previously Treated HER2-Low Advanced Breast Cancer. NEJM 2022
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» HER20 =~ HER2 1+ = HER2 2+

HER2-positive BC 16%

B HER2-positive
B HER2-low
B HERZ-negative

HER2-low BC 45%-55% l \

HER2 1+ HER2 2+

HER2-negative BC 30%-40%

" 45-55 % HER2-low

® HR-positive  m Triple Negative

i Tarantino P et al. HER2-Low Breast Cancer: Pathological and Clinical Landscape. JCO 2020
@HARITE Schettini F et al. Clinical, pathological, and PAM50 gene expression features of HER2-low breast cancer. Npj Breast Cancer 2021
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HER2-pos HER2-pos
HER2 recurrence/metastasis N,%
Total
Low Positive
— 5 132 (24.1) 83(15.2) 13(24) 228 (417)
';‘";“"’ Low 77 (14.1) 101 (18.5) 9(16) 187 (34.2)
’ Positive 6(1.1) 20(3.7) 106 (19.4) 132 (24.1)
Total 215(393) | 204 (373) 128 (23.4) 547 (100)

Fig. 2 HER2 expression evolution from primary BC to relapse.
Figure 2 shows the evolution of HER2 expression from primary to
recurrent breast cancer. Absolute numbers and percentages are

reported. BC breast cancer, N number.
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Miglietta F et al. Evolution of HER2-low expression from primary to recurrent breast cancer. Npj Breast Cancer 2021
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= GBG Metaanalyse (Denkert et al. Lancet Oncology 2021)
— 1098 / 2310 HER2-low (47 %)
— 64 % HR-positiv

08, months
ypTOis ypNO; bivariable p-value
all —— <0.001 HER2-zero
HR-pos —— 0.024 £
HR-neg —_1T—— 0.212 g
é- 40%
f o
0.50 1.00 OR 2
HERZ-zero 8&!553_;!\!%15
_ DlLoa 1k Srattes by studyy=0.016
HER2-low-positive = reduced pCR rate - . : . : i
compared to HER2-zero 0 12 24 8 a8 &0
—— HERZ-zer0 553 (0) 501(43) 430 (65) 325(154) 170(209) O (459)
. — ~HERZ2-low-pos. 208 (0) 270 (17)  249(32) 204 (68) 114 (154) 8 (260)

) Denkert C et al. Clinical and molecular characteristics of HER2-low-positive breast cancer:
C HAR ITE pooled analysis of individual patient data from four prospective neoadjuvant clinical trials. Lancet Oncology 2021
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Figure. Distribution of ERBB2 Immunohistochemistry (IHC) Scores in 170 Cases Read by 18 Pathologists/Readers of Whole Tissue Sections u 1 70 B | O pS | e n
inthe Yale Cohort
u
[ A] ERBB2 scores in cases classified as 0 vs 1+, 2+, or 3+ ERBB2 scores in cases classified as 0, 1+, or 2+ vs 3+ 1 8 Pat h o I oge n
ERBB2 IHC scores ERBB2 IHC scores e
Mo Div2v3 Mo H3 = 26 % Agreement fiir

Unterscheidung 0 / 1+

= Verblindet fiir
Studienzweck

@
=]

Readers, %
Readers, %

40

Cases (n=170) Cases (n=170)

A, Each case (on the x-axis) is shown as the percentage of observers who called the case ERBB2 O vs ERBB2 1+, 2+, or 3+. B, Each case (on the x-axis) is shown as the
percentage of observers who called the case ERBB2 3+ vs ERBB2 O, 1+, or 2+.

@H ARITE Fernandes Al et al. Examination of Low ERBB2 Protein Expression in Breast Cancer Tissue. JAMA Oncology 2022
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Negativ oder schwach schwach und

schwach bis moderat
und komplett > 10 %

Stark und vollstandig
und inkomplett <10 %

membranar > 10 %

inkomplett > 10 %

ISH

HER2-zero HER2-low

(charITE

Wolff AC. et al. Human Epidermal Growth Factor Receptor 2 Testing in Breast Cancer:
ASCO/CAP Clinical Practice Guideline Focused Update. JCO 2018



HER2 Farbung Beispiele
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= Risiko falsch-negativer Befund

= Risiko falsch-positiver Befund
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Denkert et al. Die Pathologie 2022
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und inkomplett < 10 % inkomplett > 10 % und komplett > 10 % membranar > 10 %
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Fazit fir die Praxis s
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é@ Fiir die Pathologie Fiir die Klinik
A D T
= Kenntnis des HER2-low Phanotyps und = Erneute HER2-Testung von Rezidiven

der klinischen Relevanz

= Falls am Primdarmaterial, eventuell
Schulung zur Unterscheidung 0 vs 1+ erneute Evaluation

Qualitatskontrolle durch Ringversuche

= Riickfrage an Pathologie bei
Klare Festlegung im Befund Diskrepanzen bzw. unklaren Befunden
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Offene Fragen

Wirksamkeit bei Karzinomen mit IHC Score 0 ?

Wie genau definieren wir in Zukunft ,HER2-low", was ist das untere Limit?

Wie ist die Sensitivitat und Vergleichbarkeit der Assays am Detektionslimit?

Gibt es bessere Methoden, um das Ansprechen auf T-DXd vorauszusagen?
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