Weg frei fur die personalisierte
Therapie beim HERZ2-positiven
Mammakarziom: Erst Testen, dann
gezielt therapieren!
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Notwendigkeit der zielgerichteten Therapie: Bedeutung und
patientenbezogener Nutzen

).

» Updates vom ASCO 2025

» Zielgerichtete Therapie des HER2 + EBC

Prof. Dr. med. Marion van Mackelenbergh
Universitatsklinikum Schleswig-Holstein
Campus Kiel

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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] Therapie des HER2+EBC
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Mammakarzinom

Therapie beim friihen HER2-positiven

MAMMA
»

©AGOe. V.
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in der DKG e.V.

Guidelines Breast
Version 2025.1D

www.ago-online.de
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pT 2 2 oder PNO

pN+

AGO++
pN+

-

PCR und
pCR cNO
(ypTO/is

d ypNO
und ypNO) PCR und

AGO++] PzTz-basiertes N

(6-8 Zykl.) O

non-pCR

Tz + Paclitaxel (Tz uber 1J)

Tz-basiertes Regime AGO+
(Tz Gber 1J)

Neratinib 1J
(nur HR+,
Stage II-I

PzTz-basiertes Regime
(PzTz uiber 1J)

AGO++ Tz auf1J

komplettieren

AGO+

PzTz auf 1J
komplettieren

14 x T-DM1 q3w

CNB, core needle biopsy; J, Jahr; pCR, pathologische Komplettremission; Pz, Pertuzumab; q3w, alle 3 Wochen; T-DM1, Trastuzumab Emtansin; Tz,
Trastuzumab; bei Hormonrezeptor-positiv adjuvante endokrine Therapie.
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s ] Neoadjuvante Deeskalation

neoCARHP — Study design

NCT04858529

Aged 218,
untreated,
staged II-llI,
HER2-positive
breast cancer

Stratification:

=  Hormone status

= Nodal status

1:1
N=774

THPx6 Q3W (n=387)
(Investigator-selected Taxane* + Trastuzumab IV 6 mg/kg, loading dose 8 mg/kg
+ Pertuzumab 1V 420 mg, loading dose 840 mg)

> Surgery
TCbHPx6 Q3W (n=387)
(Investigator-selected taxane* + Carboplatin IV AUC 6 mg/mL/min + Trastuzumab IV
6 mg/kg, loading dose 8 mg/kg + Pertuzumab IV 420 mg, loading dose 840 mg)
Primary endpoint: Secondary endpoints:
=  pCR (ypT0O/is ypNO) = Safety, clinical response during neoadjuvant therapy, the percentage

of patients who underwent breast-conserving surgery, EFS, DFS, OS

= Strengths: Powered well, non-inferiority design, stratification appropriate, long-term outcomes being followed

* Potential Limitation: All Taxane given g3 weeks. Studies have indicated that for Paclitaxel and Nab-Paclitaxel, weekly dosing may be superior

*Docetaxel, Paclitaxel or Nab-Paclitaxel.
Green MC. J Clin Oncol 2005;23. Sparano J. NEJM 2008;358:1663-71. Seidman A. J Clin Oncol. 2008;26:1642-9. Martin M. Breast Cancer Res 2015;17.

Mod. Wang K et al. Oral Abstract Session — Breast Cancer—Local/Regional/Adjuvant, Abstract No. LBA500

This presentation is the intellectual property of GBG.
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neoCARHP — Results

Efficacy Analysis: pCR by hormone receptor status

Difference (95% Cl): 0.4 (-9.2, 10.0) Difference (95% Cl): -3.0 (-11,7, 5.9)

100% —
(7]
() (o)
% 90% — 78.2% 77.8% N
2 80% == TCbHP

[0)
S  70%- 55.8% L
§ 60%
o A
=  50%—
g 40% —
(8]
S 30% —
oo
% 20%—
T 10%—
(T
a 111/142 112/144 134/240 141/240
0%

ER-negative and PR-negative ER-positive and/or PR-postive

Mod. Wang K et al. Oral Abstract Session — Breast Cancer—Local/Regional/Adjuvant, Abstract No. LBA500
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OCR in HER2+ EBC

PCR Overall PCR in ER-positive PCR in ER-negative

neoCARHP-TCHP x 6 cy 66% 59% 78%
neoCARHP-THP x 6 cy 64 % 56% 78%
. J
1.
TRYPHAENA'-TCHP x 6 cy (q3w 64% 50% 84%
Docetaxel)
TRAIN-22-TCHP x 9 cy (weekly Paclitaxel) 68% 95% 84%

ISchneeweiss A et al. Ann Oncol. 2013;24:2278-2284; 2van Ramshorst et al, Lancet Oncol 2018;19.

Mod. Hurvitz SA. Oral Abstract Session — Breast Cancer—Local/Regional/Adjuvant, Abstracts Discussion 1

This presentation is the intellectual property of GBG.
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] 4 Zyklen neoadjuvante Therapie

Compass-Trial — Study design
Clinical Outcome shorter duration THP: EA1181

Activation Feb 2020
Accrued thru Oct 2023

Preoperative Phase

Target accural: n=2,156

Arm A: pCR (no invasive disease)

Complete 1 yr HP
RT and endocrine therapy

(if indicated)

)
R
Accural completed n=2,175 E THP x 4 Cycles
G Paclitaxel —

[ ) I 80 mg/m?2 qwk x12 S
Eligibility:* S OR U
Stage Il or IlIA HER2 + BC R

o T Docetaxel
= cNO eligible if T >2cm* T r I 5 ‘ G
= cN1-2 eligible, any T1-3 A 75 mg/m? q3 wk x4 E
T4, N3 NOT eligible COMBINED WITH R
\ J T Trastuzumab (H) Y
(I) & Pertuzumab (P) —
N g3 wk x4
KEY CHARACTERISTICS:
= N=2141; 12% Black, 12% Hispanic = |Only 8% stage III;]58% stage IIA
= 63% received Paclitaxel = 36% ER negative (higher grade and

more often HER2 3+ than ER+)
*ER+ cT 2—-3 cm, cNO capped at 20% of study population; ER+ defined as 21% ER+.

Mod. Tung NM et al. Oral Abstract Session — Breast Cancer—Local/Regional/Adjuvant, Abstract No. 501

This presentation is the intellectual property of GBG.
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Additional chemo and
anti-HER2 therapy per
treating physician

Arm B: no pCR (residual invasive disease)

\ 4

Follow-up
for
recurrence
and survival
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Compass-Trial — Results
EA1181: Clinicopathologic factors significant for predicting pCR (multivariable analysis)

pCR Rate* ypTO/Tis ypNO

100%
90% <1% of pts had PD during THP All patients: n=2141*
80% OR for pCR (95% Cl) # of patients
° ER-/HER2+
o 70% n=774* ER status
5 60% All ZaIT;:S ER+ >70% 1.0 950
G 50% = ER+ 11-709 3.35 (2.5-4.49 281
2 o ER+/HER2+ + % 35 (2.5-4.49)
J n=1,337 ER+ 1-10% 4.75 (3.2-7.06) 136
30%
ER- 0% 5.44 (2.5-4.49 774
20% 43.8% 63.7% 32.5% ° ( )
10% 95% Cl 41.6-45.9 95% Cl 60.2-67.1 95% Cl 30-35 HER2 IHC
00% 2+/ISH+ 1.0 353
3+ 6.25 (4.39-8.89) 1691
FINDINGS:
) . ) ] ) Taxane
= Confirmed other studies that lower ER, higher HER2 associated with pCR.
. . . ) Docetaxel 1.0 753
= Interestingly Paclitaxel use associated with pCR
Paclitaxel 1.48 (1.2-1.81) 1355

=  What was relative dose intensity for Docetaxel vs. Paclitaxel?

*Pts receiving 21 TPH dose.

Mod. Tung NM et al. Oral Abstract Session — Breast Cancer—Local/Regional/Adjuvant, Abstract No. 501
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PCR und Prognose

PARTIAL ACCESS | ORIGINAL REPORTS | April 19, 2023 X in f &% B w ®

Pathologic Complete Response and Individual Patient
Prognosis After Neoadjuvant Chemotherapy Plus Anti—
Human Epidermal Growth Factor Receptor 2 Therapy of
Human Epidermal Growth Factor Receptor 2-Positive Early
Breast Cancer

Authors: Marion T. van Mackelenbergh, MD, PhD 8 , Sibylle Loibl, MD , Michael Untch, MD , Marc Buyse, PhD , Charles E. Geyer Jr, MD,

Luca Gianni, MD , Andreas Schneeweiss, MD, PhD , .. SHOW ALL ... on behalf of the CTNeoBC project AUTHORS INFO & AFFILIATIONS

Publication: Journal of Clinical Oncology * Volume 41, Number 16 ¢ https://doi.org/10.1200/JC0.22.02241

Tumor and 5-Year
Subgroup Nodal Stage No. Rate, % HR 95% CI HR (95% CI)
Hormone T1-2/N- (reference) 377 [ 84.5
receptor+
pCR- T3-4/N- 143 | 73.2 0.64 0.51-0.81 —i—
T1-2/N+ 448 | 72.1 0.60 0.46-0.77 ——
T3-4/N+ 431 | 60.9 0.38 0.28-0.52 —@—
Hormone T1-2/N- (reference) 212 | 91.4
receptor+
pCR+ T3-4/N- 65 87.0 0.84 0.53-1.35 &
T1-2/N+ 200 | 83.6 0.55 0.33-0.90 -
T3-4/N+ 160 | 80.4 0.46 0.25-0.85 =
—
Hormone T1-2/N- (reference) 140 66.6
receptor-
pCR- T3-4/N- 78 59.1 0.61 0.48-0.78 ——
T1-2/N+ 251 64.9 0.76 0.58-1.00 ——
T3-4/N+ 345 454 0.46 0.33-0.65 ——
Hormone T1-2/N- (reference) 196 90.3
receptor-
pCR+ T3-4/N- 90 79.3 0.58 0.40-0.84 —_——
T1-2/N+ 280 87.5 0.87 0.58-1.29 OV —
T3-4/N+ 294 824 0.50 0.30-0.83 =
1 1 1 1 1 1 1 1 |
Q Q Q Q O Q QO %) Q
Q"\ Q(.\’ Q(.b Q.b‘ Q‘? Q% Ne L S
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Y ERund HER2

Nucleus

nature > npj breast cancer > review articles > article

Review Article Open access Published: 31 May 2023
Estrogen/HER2 receptor crosstalk in breast cancer:

combination therapies to improve outcomes for patients
with hormone receptor-positive/[HER2-positive breast
cancer

Mark Pegram &, Christian Jackisch & Stephen R. D. Johnston

EGFR

£ HER?2
Eogen HER3

HER4

Oa RO A A 2

Trastuzumab and

other HER2-
Targeted antibodies

Q0
oo
23
A0

Lisssessssssseesl Trastuzumab and
WASRSSAY  other HER2-
Targeted antibodies

Neratinib,
RAS lapatinib, and
other TKls

Neratinib,
lapatinib, and
other TKls

Decreased Cell
Proliferation
and Survival

Cell Proliferation D : Cell Proliferation

and Survival o N\ and Survival

Nucleus Nucleus
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rRegistration )
= Histologically confirmed HR+,
HER2+ mBC Key eligibility criteria >
= No prior treatment in the = Completion of induction Until PD survival
advanced setting beyond chemotherapy and no or follow-
induction treatment evidence of disease -~
= 6-8 cycles of treatment ) progression (i.e., CR, PR, toxieity ip
including Trastuzumab + or SD) TrastuzumaI.o 3 R EL ) >
DO ——— endocrine therapy*
\___ Taxane/Vinorelbine y

Stratification factors
= Pertuzumab use (yes vs. no)
= The non-Pertuzumab option is limited to up to 20% of the population
= Prior anti-HER2 therapy in the (neo)adjuvant setting (yes vs. no, including de novo)*
= Response to induction therapy (CR or PR vs. SD) by investigator assessment*

= Type of endocrine therapy (Fulvestrant vs. aromatase inhibitor)

*Trastuzumab and Pertuzumab were administered per SOC. Endocrine therapy options include an aromatase inhibitor of Fulvestrant. tFactors used in stratified analyses. CR, complete response; D, day; HER2, human
epidermal growth factor receptor 2; HR, hormone receptor; mBC, metastatic breast cancer; PD, progressive disease; PO, orally; PR, partial response; QD, once a day; R, randomization; SD, stable disease; SOC, standard
of care.

Mod. Metzger O et al. SABCS 2024, General Session 2, Abstract No. GS2-12 Primérer Endpunkt: PFS (investigator_assessed)

100 -, 93.6% Palbo + anti-HER2 Anti-HER2
v and ET and ET
90 84.9%
g ” _87.9% ‘ Events 126/261 136/257
“q': ! Median PFS, months (95% Cl) 44.3 (32.4-60.9) 29.1 (23.3-38.6)
2} | 1 ! o
g LR oo Hazard ratio (95% Cl) 0.74 (0.58-0.94)
o — I I ]
g 60 ! } ! Nominal 1-sided p value 0.0074
c 1 I T
[ _ ! ! 55.2%
e 7 1 |
2 | ‘ : : . .
T 404 . w | ; [ Median follow-up on patients who
1 I | T !
€ ) ; ! | : are alive and disease-free, 52,6
8 30 . I I : ; I
2 : | , \ | months
& 204 ' l | :
1 ' | |
\ |
10 4 Palbo + anti-HER2 and ET ; :
=== Anti-HER2 and ET : '
0 i I T | | T | T T ) | 1 \ T

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84
No. at Risk Time (months)

Palbo + anti-HER2 and ET 261 231 203 168 146 128 113 94 78 55 33 14 4 1 0
Anti-HER2 and ET 257 198 159 137 116 102 87 68 51 29 14 6 1 0 0

Cl, confidence interval; ET, endoctrine therapy; HER2, human epidermal growth factor receptor 2; Palbo, Palbocicilib.

Mod. Metzger O et al. SABCS 2024, General Session 2, Abstract No. GS2-12

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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WSG-TP-Il trial design

(NCT03272477)

\

* ¢T1lc-cT4c
* ¢cNO-3

* Centrally
confirmed
HR+/HER2+

\ (n=207) )

1:1

/ Endocrine therapy \
P

remenopausal: tamoxifen 20 mg
gld; Postmenopausal:
anastrozole 1 mg or letrozole 2.5
mg or exemestane 25 mg q1d
.

Trastuzumab
8 mg/kg — 6 mg/kg q3w
+

Pertuzumab
840 mg — 420 mg q3w

K (n=100)
Paclitaxel \

80 mg/m? qlw
+

Trastuzumab
8 mg/kg — 6 mg/kg q3w
-

Pertuzumab
840 mg — 420 mg q3w

curgery within 3-4 \

weeks

In histologically
confirmed non-pCR:
standard NAT followed
by surgery

Adjuvant therapy
according to national
guidelines,
chemotherapy could
be omitted in pCR

\ (n=107) j

12-week NAT phase

& J

®Triple @
e Positive
a2

Endpoints:
* Primary: pCR (ypTO/is ypNO)
* Secondary: iDFS, OS, HRQolL

* Translational research:
Association of gene expression
signatures and sTILs with pCR

Primary analysis results [1]:

pCR rates were 24% (95%Cl 16-
33%) with ET+T+P vs. 56% (95%Cl
46-66%) with Paclitaxel+T+P
(OR=0.24, 95%CI| 0.12-0.46;
P<0.001).

This presentation is the intellectual property of GBG.

Contact them at Publications@gbg.de for permission to reprint and/or distribute.

R ] ER und HER2 Blockade — neoadjuvant

PCR rates

24%

Endokrine Therapie + Trastuzumab/Pertuzumab

Paclitaxel + Trastuzumab/Pertuzumab

56%

Gluz O et al. 2023 JAMA Oncology
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. Estrogen/HER2 receptor crosstalk in breast cancer:

g Ei";g"; P I K 3 C A M u t a t I O n combination therapies to improve outcomes for patients

GROUP with hormone receptor-positive/[HER2-positive breast
cancer

Review Article Open access Published: 31 May 2023

Mark Pegram &, Christian Jackisch & Stephen R. D. Johnston

-
y

Trastuzumab and
other HER2-
Targeted antibodies

Neratinib,
lapatinib, and
other TKis

Decreased Cell
Proliferation

Nucleus and Survival
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Figure 1: Mutation frequencies overall and by HR status

TP53 (47.3%)
PIK3CA (23.9%)
EGFR (1.6%)
KRAS (1.4%)
| CDH1 (1.1%)
PTEN (0.8%)
BRAF (0.8%)
| SF3B1 (0.5%)
NRAS (0.5%)
| | FBXW?7 (0.5%)
| HRAS (0.3%)
| FGFR1 (0.3%)
| FGFR2 (0.3%)
| PAK1 (0.3%)
| ATM (0.3%)

patients

|

® G3 and G7, HR-/HER2+
G3 and G7, HR+/HER2+

| | | | |
20 30 40 50 60

. = =-1='-==-1=-=-=-=.=.=l

S
o

mutated tumors (%)
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PIK3CA Mutations in HER2+ EBC - pCR

Figure 2: pCR rates according to PIK3CA mutation without (G3) or

with (G7) anti-HER2 therapy P . . cion=0.4116 —‘
100% Ii

900 m PIK3CA wt - P=0.029
s P=0.009 80%
80% = PIK3CA mut |_ 0 B P=0.052
70% 67% | .
. 60:/6 o 61%
fg_ iguf P=0. 339 0 44% ‘
0
30% 7%
20% 16%
10%
0%

G3 HER2+ G7 HER2+ G7 HER2+ HR- G7 HER2+ HR+
N=71 N=293 N=89 N=204

This presentation is the intellectual property of GBG.
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- Neoadjuvante Therapie des HR+ HER2+ Mammakarzinoms

Lo erzielt niedrige pCR Raten

blgests Targeted antibodies

......................
""""""""

Neratinib,

CBeemd Duale Signalweghemmung HER2 und ER ist etabliert, jedoch in
ca 20% Auftreten von PIK3CA Mutationen

PIK3CA Mutationen bedingen ein schlechteres Ansprechen auf
eine neoadjuvante Chemotherapie

Decreased Cell

Proliferation
ks N \[’""S“'“"" Neue zielgerichtete Therapiekombinationen werden bendtigt
G um den Benefit der Patientinnen zu verbessern

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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Nebenwirkungen im Rahmen der Teilnahme
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» Studiendesign
» Ablaufe der Testung, Vorbereitungen

» Nebenwirkungen und Managment
der Studientherapie

PD Dr. med. Mattea Reinisch
Sektionsleitung Senologie/
Brustzentrum Universitatsklinikum Mannheim

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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= cT1lb-cT3
) Zentrale

= fraher Bestdtigung
Brustkrebs HER2+ HR+ und

= Keine i 'K'TCA P’f"?\
vorherige Analyse .
Therapie Endokrine

= HER2+ HR+ Therapie erlaubt

Diagnostische
FFPE-Biopsie

Sreening Failure

g ] Studiendesign

N=170 ET + Trastuzumab + S0
s cT1b-cT3 Pertuzumab (PH-FDC SC) + Inavolisib % ®
Q)
* HER2+ HR+ 1:1 = =
O 3
" PIK3CA ET + Trastuzumab + -]
mutierter Pertuzumab (PH-FDC SC) =
Tumor -
18 Wochen
Stratifikationsfaktoren:
* GBG vs. nicht GBG t t t
* NO vs. N+
Blut FFPE & Blut FFPE & Blut

zwischen 2. und 3.
Gabe PH-FDCSC

Beobachtungskohorte:
Erfassung der Daten zur systemischen Therapie und zur Operation (pCR) in Ubereinstimmung
mit dem lokalen Behandlungsstandard

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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HR+ und HER2+? Einschluss GeparPiPPa priifen!

= Aufklarung Gber Studie

ICF unterschreiben

= Staging planen

= Start der antihormonellen Therapie

Anamnese

= Diabetes
mellitus?

= HbAlc/
Adipositas?

= \/ersand Stanze

Zur
Zentralpathologie

= Block-Einholung
von extern?

= Block in der
lokalen Patho?

Zentralpathologie
« HER2/HR-Status
* PIK3CA-Testung

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.

* PIK3CAmut: Start der
Therapie iRd
GeparPiPPa Studie

* Screening Failure
Beobachtungskohorte
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Einschlusskriterien (Auswahl) Ausschlusskriterien (Auswahl)
* Fruhes, nicht metastasiertes * Keine bisherige Krebstherapie. Der
Mammakarzinom Beginn einer antihormonellen

Therapie maximal 28 Tage vor der
Randomisierung sowie Mallhahmen
zur Fertilitatserhaltung sind erlaubt

e HR+/HER2+ Mammakarzinom* mit
zentraler Bestatigung der pos.
Rezeptoren und des pos. PIK3CA-
Status e Patientinnen mit einem Diabetes

e ¢T1b - cT3, unabhingig vom mellitus Typ | oder unkontrolliertem

Nodalstatus Typ
e HbAlc<65% * Patienten mit BMI >30 kdnnen nach
Entscheidung des Prifarztes
eingeschlossen werden.

* Multifokales/multizentrisches Mammakarzinom:
alle Lasionen missen HR+/HER2+ sein (lokale Testung)  HbAIlC </: 6,5 %

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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"Pathologische Komplettremission in der Brust und Lymphknoten
(ypTO/Tis ypNO)

Ziel: Es soll bestimmt werden, ob die Hinzugabe von Inavolisib zu
einer endokrinen und dualen Anti-HER2-Therapie die histologisch
ermittelte pCR in der Brust und in den Lymphknoten bei
HR+/HER2+, PIK3CA-mutierten Mammakarzinom im Frihstadium
verbessert

This presentation is the intellectual property of GBG.
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] Sekundare Studienziele

* Bestimmung der pCR-Raten mit anderen Definitionen und fur stratifizierte

Subgruppen

* Bestimmung ¢

* Bestimmung ¢

er klinisc

er Anzah

nen Ansprechraten auf Basis

der Patienten, die bei non-pCR eine zusatzliche

neoadjuvante Chemotherapie erhalten

e Bestimmung der Brusterhaltungsrate

* Beurteilung der Sicherheit, Tolerabilitat, Vertraglichkeit und Compliance

— Safety Interims Analysen: Beurteilung der frihen Sicherheit und Tolerabilitat nach
den ersten 20 und 40 Patienten, die die Therapie begonnen haben und zwei
Zyklen der Therapie abgeschlossen haben

e Bestimmung von iDFS und OS (Follow-up Daten Uber das Patienten-Selbstauskunft-

Register)

This presentation is the intellectual property of GBG.

Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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GeparPiPPa - Recruitment on 07.07.2025

n=38 of 170

aaaaaaaaa

patients
800 E— = accrual no. =
initiated sites 46
700 ED planned no.
1 | =—screened no.
600 38
3 | =———SFR 35
200 é_ initiated
3| sites —
400 3 GER (25) 4
1l ma@ 227
1| ESP (15
300 - o 18 %
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e ] Rekrutierungskurve und Toprekrutierer

Toprekrutlerer

Universitatsklinikum Carl Gustav Carus an der TU Dresden
— Dr. Link

* Kliniken Essen-Mitte Evang. Huyssens-
Stiftung/Knappschaft GmbH — Dr. Frindte

e Universitatsklinikum Heidelberg — Prof. Dr. Schneeweiss

 Hamatologie-Onkologie im Zentrum MVZ GmbH
Augsburg — Dr. Heinrich

* Helios Klinikum Wuppertal GmbH — Prof. Dr. Bjelic-Radisic
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Lokale Therapie: . _ .
Standard: NACT Adjuvante antiHER2 Therapie
OP + ggf. Bestrahlung
: Lokale Therapie: : : ,
GeparPippa: pCR Adjuvante antiHER2 Therapie
OP + ggf. Bestrahlung
Lokale Therapie: Adj. CT+ AntiHER2 + ggf. ,Rest” der AntiHER2
OP + ggf. Bestrahlung gerichtete Therapie gerichteten Therapie

NACT+ AntiHER2 gerichtete Lokale Therapie: ,Rest” der AntiHER2
Therapie OP + ggf. Bestrahlung gerichteten Therapie

GBG ] Therapiedauer der HER2 pos. Patientin: 1 Jahr
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e ] Wie wird Inavolisib eingenommen?

GROUP

Recommended First dose reduction Second dose reduction

starting dose

9 mg daily 6 mg daily 3 mg daily
(two 3-mg tablets)

Once daily With or ldeally at the same
by mouth without food time each day

— Swallow ltovebi tablet(s) whole. Do not chew, crush, or
split the tablet(s).

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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] Die 4 wichtigsten und moglichen
Nebenwirkungen

Art der Nebenwirkung Behandlungsoption (Prufplan!)

Hyperglykamie: Check and treat Metformin ab Grad 2, ab Grad 3: Hinzuziehung von
Diabetologen

Hautausschlag: Inform and treat Topische Steroide +/- antibiotikahaltige Salben (z.B.
metronidazolhaltig)

Stomatitis: Inform and treat kortikosteroidhaltige Mundsptlung ab Grad 1 (SWISH Studie?)

Diarrhoe: Inform and prevent Loperamid bei Start der Therapie mit Inavolisib + Phesgo
(praventive Gabe sinnvoll, De/ Eskalation bei Bedarf)

1: Rugo et al, Lancet Oncol 2017
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Beoachtete Nebenwirkungen:
SAE Meldungen

System Organ Class (SOC)

Inavolisib +

Diarrhea PH FDC SC G3 14 Gastrointestinal disorders 2
) Inavolisib + i . .
Skin ulcer PH EDC SC G2 16 Skin and subcutaneous tissue disorders 1

Inavolisib + ) .. ) ) ..
Fever G3 22 General disorders and administration site conditions 1

PH FDC SC

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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e ] Was spricht gegen die Teilnahme an
der GeparPippa Studie?

(unter Berucksichtigung der Ein- und Ausschlusskriterien)

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.



SRARSS ] Behandlungsmaoglichkeiten auBerhalb der Studie: Bedeutung
Al des Kontrollarms fur die wissenschaftliche Aussagekraft

Dr. med. Theresa Link
Klinik und Poliklinik fir Frauenheilkunde und Geburtshilfe, Medizinische Fakultat und
Universitatsklinikum Carl Gustav Carus, Technische Universitat Dresden

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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Diagnostische
FFPE-Biopsie

= cT1lb-cT3
) Zentrale

= friher Bestitigung
Brustkrebs HER2+ HR+ und

= Keine P ’K':I” S P’£35A
vorherige Analyse a
Therapie Endokrine

= HER2+ HR+ Therapie erlaubt

Sreening Failure

ccruan ] Kontrollarm

N=170 ET + Trastuzumab + %q @)
s cT1b-cT3 Pertuzumab (PH-FDC SC) + Inavolisib || & ®
® o
= HER2+ HR+ 1:1 %
o
" PIK3CA ET + Trastuzumab +
mutierter Pertuzumab (PH-FDC SC)
Tumor
18 Wochen >
Stratifikationsfaktoren:
* GBG vs. nicht GBG ' ' '
* NOvs. N+
Blut FFPE & Blut FFPE & Blut

zwischen 2. und 3.
Gabe PH-FDCSC

Beobachtungskohorte:
Erfassung der Daten zur systemischen Therapie und zur Operation (pCR) in Ubereinstimmung
mit dem lokalen Behandlungsstandard

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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Patientswitha pathological complete response (%)

ormonrezeptorstatu

TRAIN2

HR-

HR+

B
100+
89% (95% (1 80-94)
‘|' 84% (95% (175-91)
so- J l
55% (95% (1 46-64)
1% (95% (1 42-60
60 5 (95l 42-60) X
40
20+
B 77187 - 76/90 64/125 64/116
Anthracycline group I Non-anthracycline ' Anthracycline group l Non-anthracydine
group group

ER-negative and PR-negative patients

ER-positive and/or PR-positive patients

Van Ramshorst MS et al. Lancet Oncol 2018;

19: 1630-40
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HR- HR+

PCR nach Hormonrezeptor-Status

ER- und PR- ER+ und/oder PR+

100 -
90 78,2 77,8
80 -
70 A
60 -
50 A
40 -
30 A
20 -
10 -

58,8

55,8

ER- und PR- ER+ und/oder PR+
(N=142) (N=144) (N=240) (N=240)

Wang et al. | ASCO 2025 Annual Meeting | J Clin Oncol 43, 2025 (suppl 17; abstr LBA500)
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g ] PIK3CA-Mutation

GROUP

Overall, by HR Status and by anti-HER2 Treatment

W PIK3CAwt ™ PIK3CA mutant

a{7s P interaction 1= 0.036

45% P=0.125

40%

35% - P<0.001

30% P<0.001

25%

20%

15% -

10%

5%

0%
Overall HR-ve HR+ve
N=96 N=42 N=54

7 - 3

This presentation is the intellectual property of GBG.
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original article ik oo

PIK3CA mutations are associated with reduced
pathological complete response rates in primary
HER2-positive breast cancer: pooled analysis of

967 patients from five prospective trials investigating

lapatinib and trastuzumab'
S. Lobl', |, Majewski?, V. Guarner, V., Nekjudova', E. Holmes?, E, Bria®, C. Denkent®, C, Schem’,

C. Sotiriou®, S, Loi", M. Untch'?, P, Conte?, R. Bernards?, M. Piccart®, G. von Minckwitz® &
J. Bassiga''

P interaction 2= 0.189
<0.001

P=0.343
P=0.389

Trastuzumab Lapatinib T+L
N=31 N=25 N=40
5 1k 1

Contact them at Publications@gbg.de for permission to reprint and/or distribute.



PARTIAL ACCESS | ORIGINAL REPORTS | September 08, 2014 X in f % B w

G B G PIK3CA Mutations Are Associated With Lower Rates of

GERMAN = Pathologic Complete Response to Anti-Human Epidermal
BREAST — u a I O n Growth Factor Receptor 2 (HER2) Therapy in Primary HER2-
GROUP Overexpressing Breast Cancer

Authors: Sibylle Loibl ] , Gunter von Minckwitz, Andreas Schneeweiss, Stefan Paepke, Annika Lehmann, Mahdi Rezai, Dirk M. Zahm, ... SHOW ALL ..., and

Carsten Denkert AUTHORS INFO & AFFILIATIONS

Publication: Journal of Clinical Oncology * Volume 32, Number 29 « https://doi.org/10.1200/JC0.2014.55.7876

PIK3CA mutated
B PIK3CA wild type
P=.007 P=.011 P=.493 P= .29
40
<
@ o
il
=1
20 -
0 194 Eyx: 174 KA 205 Wik 222 EEX:
All GeparSixto GeparQuinto GeparQuattro
(N =504) (n = 240) (n=181) (n =83)

Fig 2. Pathologic complete response (pCR) rates according to PIK3CA mutation status overall and in

all three studies separately. P values shown are calculated by a two-sided x? test.

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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G B G PIK3CA Mutations Are Associated With Lower Rates of

ot Pathologic Complete Response to Anti-Human Epidermal
GERMAN - u t a t I O n + Growth Factor Receptor 2 (HER2) Therapy in Primary HER2-
S Overexpressing Breast Cancer

GROUP

Authors: Sibylle Loibl ] , Gunter von Minckwitz, Andreas Schneeweiss, Stefan Paepke, Annika Lehmann, Mahdi Rezai, Dirk M. Zahm, ... SHOW ALL ..., and

Carsten Denkert AUTHORS INFO & AFFILIATIONS

Publication: Journal of Clinical Oncology * Volume 32, Number 29 ¢ https://doi.org/10.1200/JC0.2014.55.7876

All GeparSixto GeparQuinto GeparQuattro
80 80 80 80
PIK3CA mutated PIK3CA mutated PIK3CA mutated PIK3CA mutated
B PIK3CA wild type B PIK3CA wild type B PIK3CA wild type B PIK3CA wild type
60 -l Pimumclion =.232 60 - Pmlcmclion = .086 60 = Pmlcmction = .568 60 = Pmlemclion =.284
P=.008 P=.231 P =.006 P=.72 P=.902 P=.327 P=.146 P=.954
X X X X
o 40 o 40 a-_-40— o 40 -
(&) (&) (&) =
Q. Q. Q. .
20 20 20 20
0 113 Ik 304 0 6.2 299 429 0 19 203 Al 328 0 11.1 33
HR+ HR- HR+ HR- HR+ HR- HR+ HR-
(n=291) (n=213) (n = 149) (n=91) (n=100) (n=81) (n=42) (n=41)

Fig 3. Pathologic complete response (pCR) rate according to PIK3CA mutation status and hormone

receptor (HR) status. P values shown are calculated by a two-sided x? test.

This presentation is the intellectual property of GBG.
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WSG-Studien

Methodik

Das pCR war der primare Endpunkt
jeder Studie, das Uberleben der
sekundare Endpunkt.

Bei Patient:.innen mit pathologischem
Komplettansprechen (pCR, ypTO0/is
ypNO) war der Verzicht auf weitere
CTx zulassig.

Eine Standard-CTx war fur alle
Patient:innen ohne pCR obligatorisch.

Fir die Uberlebensanalyse wurden die
Kaplan-Meier-Schatzung und die Cox-
Regression verwendet.

Mit Hilfe von maschinellem Lernen
wurde ein prognostischer Score fur
das pCR nach CTx-freier/ADC-
Behandlung entwickelt.’

Insgesamt randomisiert: 716 Patient:innen
ADAPT-HR-/HER2+ (N=134) 12 Wochen

Haupteinschlusskriterien
 ER- und PR-, HER2+

» cT1-T4c, jegliche N

« ECOG <1

ADAPT-HR+/HER2+ (N=375)
\

Haupteinschlusskriterien
 ER- und/oder PR+, HER2+
« MO

« ECOG <1

T-DM1+ET >

/

TP-Il (N=207)

Haupteinschlusskriterien

« ER+ und/oder PR+, HER2+
« MO

« ECOG <1 T+P+Pac

pCR-Rate (%)

0 2|O 4|O 6|0 8|0 1(|)O

N=97 24%°

N=101

N=92  36%?

N=359 33%*

56%°

91%?2

iDFS: Invasives krankheitsfreies Uberleben; Pac: Paclitaxel; pCR: Pathologische Komplettansprechen (ypT0/is ypNO); P: Pertuzumab; T: Trastuzumab; T-DMI, Trastuzumab emtansin
1. Graeser et al. Prasentiert auf dem SABCS Symposium 2023; 2. Nitz et al. Ann Oncol. 2017; 3. Nitz et al. Lancet Oncol. 2022; 4. Harbeck et al. J Clin Oncol. 2017; 5. Harbeck et al. J Clin Oncol. 2023; 6. Gluz et al.
JAMA Oncol. 2023; 7. Guz et al. Prasentiert auf dem ESMO Kongress 2024

Graeser et al. | ASCO 2025 Annual Meeting | J Clin Oncol 43, 2025 (suppl 16; abstr 502)

5-Jahres-iDFS (95% Kil)

87% (78: 93)3

98% (84; 100)3

89% (81; 94)5

85% (77; 91)5

85% (76; 90)°

95% (88: 98)7

96% (89; 98)7
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100
14 T I
Post-OP Gesamt CTx-frei/ADC NAT CTx NAT .
N (%) (N=713) (N=564) (N=149) §
pCR-Status 0 o0 - PCR
pCR 266 (38,7) 171 (31,4) 95 (66,4) o | Keine Adjuvante
Kein pCR 422 (61,3) 374 (68,6) 48 (33,6) adjuvante CTx CTx
Fehlend 25 19 6 25 4 5-Jahres-iDFS- 93,2 94,0%
Schatzung (95% KI)  (82,8;97,4)  (87,2; 97,3)
P=0,712
0 HR (95% KIl): 1,25 (0,39; 4,00)
0 24 48 72 96 120 144
o Monate
Patient:innen
Keine adj. CTx 108 99 93 48 47 34 0
Adj. CTx 63 57 53 16 15 14 0

. . ; This presentation is the intellectual property of GBG.
Graeser et al. | ASCO 2025 Annual MeetingiSSCIICREBIE S 2029KS UPPINIORabstno02) Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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PCR with Neoadjuvant Studies of HER2-targeted Therapy

Without Chemotherapy

TBCRC006' TBCRC023°® | Neosphere* | PHERGAIN® | WSG ADAPT- PerELISA’ WSG TPIIB WSG
HR-5 ADAPT-HR+#®
Treatment Tras + Tras + Tras + Tras + Tras + Trastuzumab  Tras + Pertuz Trastuzumab + Trastuzumab
Lapatinib Lapatinib Lapatinib Pertuzumab  Pertuzumab  + Pertuzumab + letrozolex 5 Pertuzumab + = ET
(FET T HR+) [(FETIFHR+E) | (+ET i HR+) (PET X 4 cycles cycles EL X 4 cycles
X 4 cycles x 18 weeks x 12 or24 x 4 cycles responders) (if molecular X 4 cycles
weeks X 8 cycles responder)
N 64 191 97 107 227 92 44 97 119
HR 62% 91% 65% 48% 67% 0 100% 100% 100%
positive
pPCR HR- 18% 9% 12 wk NR (6% 35% NA 21% 24% 15%
positive 33% 24 wk  pCR breast
only)
pPCR HR- 28% 20% 12 wk NR (27% 44% 36% NA NA NA
negative 18% 24 wk  pCR breast
onl
pCR 12% (12 wk) 1%
28% (24 wKk)

1. Rimawi M et al. J Clin Oncol 2013. 2. Lliombart-Cussac et al. Lancet Oncol. 2017. 3. Rimawi Clinical Cancer Res 2020 4. Gianni L et al. Lancet Oncol. 2012. 5. Perez-Garcia.
Lancet Oncol. 2021. 6. Nitz UA et al. Ann Oncol 2017 7. Guarneri V et al. Ann Oncol 2019. 8. Gluz O et al. JAMA Oncol 2023; 9. Harbeck N et al. J Clin Oncol 2017

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute. Hurvitz S., ASCO2025, discussion
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= cT1lb-cT3
) Zentrale

= friher Bestdtigung
Brustkrebs HER2+ HR+ und

= Keine i 'K'TCA P’f"?\
vorherige Analyse .
Therapie Endokrine

= HER2+ HR+ Therapie erlaubt

Diagnostische
FFPE-Biopsie

Sreening Failure

e ] Observational Cohort

N=170 ET + Trastuzumab + 5 O
* ¢T1b-cT3 Pertuzumab (PH-FDC SC) + Inavolisib . ?g
0
= HER2+ HR+ 1:1 =5
g S
" P ’K:"_CA ET + Trastuzumab + -] .
mutierter Pertuzumab (PH-FDC SC) = o
Tumor - o
§
18 Wochen 'cc
Stratifikationsfaktoren: *
* GBG vs. nicht GBG ' ' '
* NOvs. N+
Blut FFPE & Blut FFPE & Blut
zwischen 2. und 3.
Gabe PH-FDCSC
Beobachtungskohorte:

Erfassung der Daten zur systemischen Therapie und zur Operation (pCR) in Ubereinstimmung
mit dem lokalen Behandlungsstandard

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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Primare Operation

* Neoadjuante Chemotherapie — TCHP/ THP
- EC (dd?)/Pw+duale AK-Therapie (iv/sc?)

pCR-Raten

- 12 x Pw +duale AK-Therapie
- weitere Schemata (ddETC)

QY X <%

MAMMA
»>

©AGOe. V.
in der DGGG e.V.
sowie
in der DKG e.V.

Guidelines Breast
Version 2025.1D

e ] Observational Cohort

Therapie beim friihen HER2-positiven

Mammakarzinom
W{ Operation

Tz + Paclitaxel (Tz iliber 1J)

Tz-basiertes Regime AGO+
(Tz liber 1J)
Neratinib 1J

pT 2 2 oder
PN+

cNO

AGO++] PzTz-basiertes

(nur HR+,
PzTz-basiertes Regime Stage Il-lll
(PzTz iiber 1J)
PCRund [Lidsd Tz auf 1J

komplettieren

PzTz auf 1J
komplettieren

Regime

www.ago-online.de

FORSCIHIEN
LEFAREN
HEILEN

(6-8 Zykl.)

14 x T-DM1 q3w

CNB, core needle biopsy; J, Jahr; pCR, pathologische Komplettremission; Pz, Pertuzumab; q3w, alle 3 Wochen; T-DM1, Trastuzumab Emtansin; Tz,

Trastuzumab: bei Hormonrezeptor-positiver Erkrankung zusitzlich adiuvante endokrine Therapie.

This presentation is the intellectual property of GBG.

Contact them at Publications@gbg.de for permission to reprint and/or distribute.

www.ago-online.de
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Welche Pat brauchen keine Chemotherapie?

Wahrscheinlich kein Benefit fur eine adjuvante Chemotherapie nach pCR

durch Ctx-freie-Therapie

Individuelle Behandlung der Patienten im Vordergrund
Deeskalation nur im geschutzten Studiensetting
PCR Vorhersage ist ein verbesserungswurdiger wichtiger Punkt

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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Q&A Session

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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] Q&A Session

Unsere Expertinnen:

Prof. Dr. med. Marion van
Mackelenbergh

Dr. med.
Theresa Link

PD Dr. med.
Mattea Reinisch

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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Vielen Dank!

Die Slides erhalten Sie im Nachgang
uber unsere GBG Library!

This presentation is the intellectual property of GBG.
Contact them at Publications@gbg.de for permission to reprint and/or distribute.
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