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Neoadjuvant Therapie – hohe pCR-Raten mit dualer 
anti-HER2 Blockade 

Study Therapy -neoadj pCR* all pCR HR+ pCR HR-

Neo ALTTO 18 wks Tra + Lap
12 wks Paclitaxel

18 Wo 

46 % 41 % 61 %

Impassion50 12 wks Tra + Per
12 wks AC

12 wks Pac weekly

63% 55 % 71 %

GeparSepto 24 wks Tra + Per
12 wks NabPac → 

12 wks EC 
24 Wo

69 % 64 % 81 %

Tra: Trastuzumab, Per: Pertuzumab, Lap: Lapatinib, Pac: Paclitaxel
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Katherine Studie – Response getriggerte 
Postneoadjuvante Therapie

▪ cT1-4/N0-3/M0 at presentation (cT1a-b/N0 excluded) 

▪ Centrally confirmed HER2-positive breast cancer

▪ Neoadjuvant therapy must have consisted of 

– Minimum of 6 cycles of chemotherapy

• Minimum of 9 weeks of taxane-based 
chemotherapy

• Anthracyclines and alkylating agents permitted

• All chemotherapy prior to surgery

− Minimum of 9 weeks of trastuzumab

• Second HER2-targeted agent allowed

▪ Invasive residual disease in the breast or axillary lymph nodes

▪ Randomization within 12 weeks of surgery

Characteristics:
• HR pos 

72%
• Pre-treatment withTrastuzumab / Pertuzumab

18%
• ypT1a, ypT1b or ypT1mic and ypN0 

21%

T-DM1

3.6 mg/kg IV Q3W

14 cycles

Trastuzumab 

6 mg/kg IV Q3W

14 cycles 

Radiation and endocrine therapy 
per protocol and local guidelines

R

1:1

N=1486

v Minckwitz G al.  NEJM 2019
Loibl S et al SABCS 2023
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Katherine Trial - Resultate

 

Therapieeffekt in allen Subgruppen:
- Pertuzumab-Vortherapie
- Residual disease < 1cm and ypN0 

!
v Minckwitz G al.  NEJM 2019
Loibl S et al NEJM 2025

T-DM1 Trastuzumab ∆ HR P-Wert

3 y-IDFS
(%)

88.3 77 11 0.5 P<0.0001

7 y-IDFS
(%)

80.8 67.1 14 0.54 P<0.0001

3 y-OS
(%)

94.3 92.5 1.8 0.7 P=0.0848

7 y- OS
(%)

89.1 84.4 5 0.66 P=0.0027
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Postneoadjuvante Studien HER2-Positiv nach
neoadjuvanter Therapie

DESTINY-Breast05 T-DM1 vs T-DXd

Astefania trial  T-DM1 + Placebo vs T-DM1 + Atezolizumab

CompassHER2 RD Trial T-DM1 vs T-DM1 + Tucatinib
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Aphinity trial – Design

 

Piccart M al. J Clin Oncol 2021
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Aphinity trial – iDFS

Node positive Node negative

6 y ∆ 4,5% 6 y ∆ 0,1%

6 J OS 94,8% / 93,3%

Piccart M al. J Clin Oncol 2021
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APT-trial  Stadium 1 HER2+ BC

 

Tolaney S et al.:  N Engl J Med. 2015 :134-41;
 J Clin Oncol. 2019: 1868-1875; Lancet Oncol 2023. 273-285 
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APT-Trial – Results

 

Tolaney S et al.:  N Engl J Med. 2015 :134-41; J Clin Oncol. 2019: 1868-1875; Lancet Oncol 2023. 273-285 

91.3%                 3110-yDFS

10-y 0S 94.3%                      19

90.6% ER-
91.6% ER+

BCSS 98.8%
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KEYNOTE-522 Study Design (NCT 03036488)
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Keynote – 522 EFS nach 36 und 60 Mo

 

Schmid P et al. N Engl J Med 2020, Schmid P et al. SABCS 2023

Events zwischen 36-60 Mo  
+ 2.8% / + 3,5 %

Δ 7,7 % Δ 9 %
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Keynote – 522 Update OS

J Schmid P et al. N Engl Med 2020, Schmid P et al. NEJM 2024
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Keynote – 522 Update OS

Schmid P et al. N Engl J Med 2020, Schmid P et al. NEJM 2024
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Keynote – 522 Trial Update

• OS Benefit gering
• Rolle Adjuvant Pembro?

• Prognose schlecht
• Add on Therapie, z.B. 

Cape, ADCs…..

Schmid P et al. N Engl J Med 2020, Schmid P et al. NEJM 2024
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Immuntherapie Adjuvant beim TNBC – IMP30

Ignatiadis M et al. SABCS 2023
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• 80% Stratum B  
• 10% gBRCAmt
• Capecitabine     24% (CPI)
                                 18% (Control)

Immuntherapie nur Adjuvant beim TNBC – Brave Studie

Conte P et al ASCO 2024
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TNBC: GeparNuevo - Immuntherapie nur Neoadjuvant

Loibl S et al Ann Oncol 2022
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TNBC: GeparNuevo - Immuntherapie nur Neoadjuvant

Loibl S et al Ann Oncol 2022
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Blank CU et al NEJM 2024

Melanom
• Stadium 3
       de novo

• Melanomrezidiv 
       resektabel 
       mit mind. 1 LN Met

2 Zyklen, q3w
Nivo und Ipi

S
U
R
G
E
R
Y 

Major path Response
pCR oder near pCR (59%) 

→ Keine Therapie 

Near pCR: ≤ 10% vitale TuZellen, Nivo: Nivolumab, Ipi: Ipilimumab
DAB: Dabrafenib, TRAM: Trametinib

path partial Resp (9%) oder 
path non Resp (25%)

→ Therapie 
• 11 x Nivo (BRAF wt)
• 46 x DAB + TRAM (BRAF mt)
        ± Radiatio

S
U
R
G
E
R
Y 

12 x Nivo
± Radiatio

(N= 423) 

Nadine Studie 
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Nadine Studie - EFS

ITT
Population

Neoadjuvante
Population
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Create X- Studie Capecitabine vs nichts Postneoadjuvant 
wenn keine pCR-TNBC

69.8% vs. 56.1% 
(∆ 13.7%)

78.8% vs 70.3%
(∆ 8.5%)

Masuda N et al, N Engl J Med 2017
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TNBC – Neue Postneoadjuvante Studien

pCR 
nach 

CHT-Pembro 

Pembro S
U
R
G
E
R
Y 

OBSERVATION 

Keine pCR 
nach 

CHT-± Immuntherapie

S
U
R
G
E
R
Y 

SG x 8 +- Pembro 

PC / Cap x 8 + Pembro 

OptimICE-PCR
(N=1295)

OPT-PEMBRO
(N=2639)

Ascent 05
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TNBC und keine adjuvant CHT – Observations-Studie
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SAKK Studienideie: TNBC cT1b, cN0

TNBC
cT1b-c,cN0, 
M0

4 -6 x 
Doce/Cycle*

6-8 x ADC

S

u

r

g

e

r

y

pCR

No 
pCR

No 
therapy

Stratification factors

TIL ≥ 50% vs < 50%

cT1b vs cT1c

Primary 

objective: 

iDFS at 3 years 

for both arms 

separately

• * based on MRI response after 4 cycles Doce/Cyclo: if cCR surgery, if non cCR 2 more cycles
• Definition of TNBC: ER/PgR < 10% (tbd)
• TILs are centrally tested 
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OlympiA: Olaparib versus Placebo

Randomization
1:1

N=1836
• DDFS

• OS

• BRCA1/2 associated 
cancers

• Health related QoL

• Safety and tolerability

• IDFSc

Primary endpoints

Key secondary endpoints

Eligibility

• Germline 
pathogenic BRCA1 
or BRCA2 mutation

• Stage II-III breast cancer

• HER2-negative
(HR-positive or TNBC)

• Completed local treatment 
and ≥ six cycles of 
neoadjuvant or adjuvant 
chemotherapy containing 
anthracyclines and/or 
taxanes

Olaparib 300 mg 
BID

(n=921)

Placebob

(n=915)
Twice daily 

Neoadjuvant group
• TNBC: non-pCR
• HR-positive: non-pCR and 

CPS+EG score ≥3a

Stratification factors
• HR-positive vs. TNBC
• Neoadjuvant vs. adjuvant
• Prior platinum-based chemotherapy (yes vs. no)

1 years’ treatment

4 high-risk patient populations

Adjuvant group
• TNBC: ≥pT2 or ≥pN1
• HR-positive: ≥4 positive lymph nodes
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OlympiA: Olaparib versus Placebo iDFS – Update 

Garber J et al SABCS 2024
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OlympiA: Olaparib versus Placebo OS  – Update 

Garber J et al SABCS 2024
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See you in Vienna
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Monarch E Study

Abemaciclib
150 mg BID 

+ ET
(N = 2808)

ET nach Wahl des HCPs

R
N=5637*

1:1 

Standard endocrine 
therapy

(N = 2829)

Cohort 1 N = 5.120

• ≥4 LN

• 1-3  LN and one of the 
following:

– Grade 3
– Tumorsize ≥5 cm

Cohorte : N = 517

• 1-3 LN no G3 and T3 
but:

• Ki-67 ≥20% (centrally)

HR+, HER2-
high-risk, 
nodal-pos BC

Abemaciclib: 2 years

Standard ET: 5-10 years

Primary 
Endpoint

IDFS

95% CHT
37% NACHT 

S. Johnston,….Huober J et al  Lancet Oncol 2023
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Monarch E Study – Cohort 1 median FU 54 months 

IDFS – Cohort 1
DRFS – Cohort 1Δ 3.2 - 5.1 - 6.4 – 7.9 Δ 2.9 - 4.4 - 5.6 - 7.1 

Rastogi P, ...Huober J et al JCO 2024
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Natalee Study

Differences to MonarchE
Includes some N0 pts and  Ribociclib is given for 3 years

G Hortobagyi et al. SABCS 2023
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iDFS by Nodal Status
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Heilung durch Innovation, Kompetenz 
und Partnerschaft – führend in der 

Brustkrebs-Forschung
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