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Neoadjuvante Therapie - Was bringt uns die Zukunft
Triple negatives Mammakarzinom

• pCR kein alleiniger primärer Endpunkt in neoadjuvanten (Immuntherapie) Studien

• Alle Pat mit TNBC > 2cm zusätzlich Immuntherapie? Prädiktoren

• Optimale Therapie bei TNBC < 2cm und cN0 ? Deeskalation

• Adjuvante Therapie nach primärer Chemo-Immuntherapie: 
- wenn pCR weiter Immuntherapie erforderlich?
- wenn keine pCR: 

33% mit Rezidiv nach 3 Jahren: Wechsel der Therapie, z.B. Sacituzumab Govitecan
(Saskiastudie) oder andere Therapie 

- Molekulare Sequenzierung und zielgerichtete Therapie

• Zirkulierende DNA zum Monitoring sinnvoll? Frühe Intervention bei MRD?



IMpassion050: Study design

Atezolizumab was given at 840 mg q2w during Cycles 1–4 and 1200 mg q3w thereafter; ddAC, at 60 mg/m2/600 mg/m2 q2w; paclitaxel, at 80 mg/m2 qw; P, at 840 mg during Cycle 5 
and 420 mg q3w thereafter; H, at 8 mg/kg during Cycle 5 and 6 mg/kg q3w thereafter.

* Centrally assessed. Inclusion of patients with hormone receptor-positive disease was capped at 50%. 
† Patients with residual disease could switch HER2-directed therapy to trastuzumab emtansine 3.6 mg/kg q3w at the discretion of the treating physician.

‡ Following a study amendment to co-power for PD-L1-positivity. PD-L1 staining was assessed using the VENTANA SP142 antibody.
ddAC, dose-dense doxorubicin and cyclophosphamide; EFS, event-free survival; ER, oestrogen receptor; H, trastuzumab; ITT, intent-to-treat; IV, intravenous; OS, overall survival; 

P, pertuzumab; pCR, pathological complete response (ypT0/is ypN0); PD-L1 IC, PD-L1-expressing tumour-infiltrating immune cells as percentage of tumour area;
PgR, progesterone receptor; q2w, every 2 weeks, q3w, every 3 weeks, qw, every week.
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Stratification factors: 
 Stage T2 vs. T3-4
 ER-positive and/or PgR-positive vs. 
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Co-primary endpoints: pCR (ypT0/is ypN0) in the ITT and PD-L1-positive (IC 1/2/3; staining in ≥1% of tumour area) populations‡

Secondary endpoints: pCR in the PD-L1-negative (IC 0) population, EFS, OS, safety

https://bit.ly/3wSoe3d

Huober J et al. 2021



IMpassion050: Baseline demographics and disease characteristics in the 
ITT population

Placebo + ddAC-PacPH
(n = 228)

Atezolizumab + ddAC-PacPH
(n = 226)

Age
Median, years 50.0 50.0
<65, n (%) 207 (90.8) 204 (90.3)
≥65, n (%) 21 (9.2) 22 (9.7)

Sex, n (%)
Female 227 (99.6) 225 (99.6)
Male 1 (0.4) 1 (0.4)

Race, n (%)
White 142 (62.3) 149 (65.9)
Asian 66 (28.9) 62 (27.4)
Black or African American 13 (5.7) 8 (3.5)
American Indian or Alaska Native 1 (0.4) 1 (0.4)
Multiple or unknown 6 (2.6) 6 (2.7)

ECOG Performance Status, n (%)
0 215 (94.3) 215 (95.1)
1 13 (5.7) 11 (4.9)

Staging of primary tumour, n (%)
T2 151 (66.2) 150 (66.4)
T3–4 77 (33.8) 76 (33.6)

Staging of regional lymph nodes, n (%)
N1 157 (68.9) 169 (74.8)
N2 46 (20.2) 38 (16.8)
N3 25 (11.0) 19 (8.4)

Hormone receptor status, n (%)
ER-positive and/or PgR-positive 117 (51.3) 116 (51.3)
ER-negative and PgR-negative 111 (48.7) 110 (48.7)

PD-L1 status, n (%)
IC 0 (negative) 119 (52.2) 117 (51.8)
IC 1/2/3 (positive) 109 (47.8) 109 (48.2)

Baseline demographics and disease characteristics were also balanced in the PD-L1-positive population.
ddAC, dose-dense doxorubicin and cyclophosphamide; ECOG, Eastern Cooperative Oncology Group; ER, oestrogen receptor; H, trastuzumab; ITT, intent-to-treat; P, pertuzumab; 

Pac, paclitaxel; PD-L1 IC, PD-L1-expressing tumour-infiltrating immune cells as percentage of tumour area; PgR, progesterone receptor.

https://bit.ly/3wSoe3d



IMpassion050: Co-primary endpoints – pCR in the ITT and 
PD-L1-positive populations

* Stratified (Cochran-Mantel-Haenszel test).
CI, confidence interval; ddAC, dose-dense doxorubicin and cyclophosphamide; H, trastuzumab; ITT, intent-to-treat; P, pertuzumab; Pac, paclitaxel; 

pCR, pathological complete response (ypT0/is ypN0).
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IMpassion050: Deaths

Safety population.
Selected comorbidities and confounding factors: 

Alveolitis: 81-year-old patient with vertebral fracture complicated by pneumonia in a patient with pulmonary metastasis. Sepsis: 69-year-old patient with anal fistula relapse leading to 
perineal ulceration and vulvar infection. Septic shock: 61-year-old patient with type 2 diabetes and urinary tract infection aggravated by severe neutropenia.

* Causality assigned to study treatment by the investigator.
ddAC, dose-dense doxorubicin and cyclophosphamide; H, trastuzumab; P, pertuzumab; Pac, paclitaxel.

Patient status
Placebo + ddAC-PacPH

(n = 225)
Atezolizumab + ddAC-PacPH

(n = 226)

AEs leading to death, number of patients (%) 0 5 (2.2)

Neoadjuvant phase

Alveolitis (Day 75)*

Sepsis (Day 72)

COVID-19 (Day 115)

Septic shock (Day 166)*

Adjuvant phase COVID-19 (Day 265)

Disease recurrence listed as cause of death, number of patients 3 1

Other, number of patients 1 (primary gastric cancer) 0

Total, number of patients (%) 4 (1.8) 6 (2.7)

https://bit.ly/3wSoe3d



APTneo study design

* Doses used in this study are as follows: atezolizumab 1200 mg IV q3w; doxorubicin 60 mg/m2 q3w + cyclophosphamide 600 mg/m2 q3w; 
carboplatin AUC2 D1 & D8 q3w; paclitaxel 90 mg/m2 D1 & D8 q3w; pertuzumab 840 mg loading dose followed by 420 mg thereafter; 
trastuzumab 8 mg/kg loading dose followed by 6 mg/kg thereafter.
AC, doxorubicin + cyclophosphamide; BC, breast cancer; cOR, clinical objective response; DEFS, distant event-free survival;
eBC, early breast cancer; EFS, event-free survival; pCR, pathological complete response; OS, overall survival; PH, pertuzumab–trastuzumab.

https://clinicaltrials.gov/ct2/show/NCT03595592. Accessed June 
2021.

• Primary Endpoint: EFS
• Secondary Endpoint: pCR, cOR, DEFS, OS, safety

HER2-positive eBC 

Early high-risk or locally 
advanced BC

No prior chemotherapy

N = 650
Atezolizumab + PH + carboplatin + paclitaxel
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x 6 cycles*
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Neoadjuvante Therapie - Was bringt uns die Zukunft
HER2 positives Mammakarzinom

• Hohe pCR Rate mit Chemo und Tra+Per (63%), auch bei high risk Population
( hier pCR gutes Surrogat für Langzeitprognose)

• Wertigkeit der Immuntherapie unklar (APT Neo Studie abwarten)

• T-DXd als Teil der neoadjuvanten Therapie:
Destiny 11: T-DXd vs T-DXd-Pac/Tra/Her  vs ddAC-Pac/Tra/Her 

• Wenn keine pCR: 
- Neue postneoadjuvante Konzepte 

T-DM1 vs: T-DXd, vs T-DM1 +Atezolizumab oder T-DM1+Tucatinib 
- Molekulare Sequenzierung und zielgerichtete Therapie

• Zirkulierende DNA zum Monitoring sinnvoll? Frühe Intervention bei MRD?
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