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LoE

1a

1b

1c

2a

2b

2c

3a

3b

Therapy / Prevention, Aetiology / Harm

Systematic review (with homogeneity) of randomised controlled trials

Individual randomised controlled trials (with narrow Confidence
Interval)

All or none

Systematic review (with homogeneity) of cohort studies

Individual cohort study (including low quality randomised controlled
trials; e.g., < 80% follow-up)

"Outcomes" Research; Ecological studies

Systematic review (with homogeneity) of case-control studies

Individual Case-Control Study

Case-series (and poor quality cohort and case-control studies)

Expert opinion without explicit critical appraisal, or based on
physiology, bench research or "first principles"

Prognosis

Systematic review (with homogeneity) of inception cohort studies; clinical
decision rule validated in different populations

Individual inception cohort study with = 80% follow-up; clinical decision rule
validated in a single population

All or none case-series

Systematic review (with homogeneity) of either retrospective cohort studies or
untreated control groups in randomised controlled trials

Retrospective cohort study or follow-up of untreated control patients in a
randomised controlled trials; Derivation of clinical decision rule or validated on
split-sample only

"Outcomes" Research

Case-series (and poor quality prognostic cohort studies)

Expert opinion without explicit critical appraisal, or based on physiology, bench
research or "first principles"
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B consistent level 2 or 3 studies or extrapolations from level 1
studies

C level 4 studies or extrapolations from level 2 or 3 studies

D level 5 evidence or troublingly inconsistent or inconclusive

www.ago-online.de studies Of any Ievel
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AGO Grades of Recommendation

++

This investigation or therapeutic intervention is highly beneficial for patients,
can be recommended without restriction, and should be performed.

This investigation or therapeutic intervention is of limited benefit for patients
and can be performed.

This investigation or therapeutic intervention has not shown benefit for
patients and may be performed only in individual cases. According to current
knowledge a general recommendation cannot be given.

This investigation or therapeutic intervention can be of disadvantage for
patients and might not be performed.

This investigation or therapeutic intervention is of clear disadvantage for
patients and should be avoided or omitted in any case.
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Strategien der differenzierten

Systemtherapie in der kurativen Situation

Bei Indikation zur Chemotherapie neoadjuvante Applikation bevorzugen; Studienteilnahme empfohlen.

= HR+ / HER2- mit ,niedrigem Riickfallrisiko”
= Endokrine Therapie ohne Chemotherapie

= HR+ / HER2- mit ,,erhohtem Riickfallrisko”

Endokrine Therapie
endokrin-basierte Therapie mit Abemaciclib
endokrin-basierte Therapie mit Ribociclib

Bei Patientinnen mit Indikation zur chemo-endokrinen Therapie*:
=  Konventionell dosierte AT-basierte Chemotherapie (q3w)

= ___Dosisdichte Chemotherapie (inkl. weekly-Regime)

AGO

++

= gBRCA1/2MYT (HR+ / HER2- 0. TNBC)
Ll Olaparib +/- endokrine Therapie
= Triple-negative (TNBC)

=  Konventionell dosierte AT-basierte Chemotherapie (q3w)
= Dosisdichte sequentielle AT-basierte Chemotherapie (inkl. weekly Schemata fiir Pac/Carbo)
=  Neoadjuvante platinhaltige Chemotherapie

=  Neoadjuvante AT-basierte und platinhaltige Chemotherapie mit ICPi (Pembrolizumab)

= (Neo)adjuvante ddEC->Pac / Carbo

+ + +

-+

= HER2+
=  Trastuzumab (plus Pertuzumab bei N+ oder NACT)
= Sequentielle AT-basierte Chemotherapie mit simultaner Gabe von T + anti-HER2-Therapie
= Anthrazyklin-freie Chemotherapie + anti-HER2-Therapie

* s. Prognosekapitel

++
++
++
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ddE(A)C > P

gBRCA1/2"t Capecitabin ]
P+Cb
gBRCA1/2mut Olaparib 1J ]
PCb &
AGO+/- I
1
Pembro + AGO++
PCb — E(A)C Op D[ 9 x Pembro q3w°® ]
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A, Doxorubicin; C, Cyclophosphamid; Cb, Carboplatin; CTx, Chemotherapie; dd, dosisdicht (alle 2 Wochen); E, Epirubicin; gBRCA1/2mut, Keimbahn BRCA1/2 Mutation; gBRCA1/2vt,
Keimbahn BRCA1/2 Wildtyp; J, Jahr; Op, Operation; P, Paclitaxel; pCR, pathologische Komplettremission; Pembro, Pembrolizumab; q3w, alle 3 Wochen;

asofern postoperativ keine Anderung in Prognosefaktoren, kein Pembro;

bnach A/T-haltiger CTx ohne Pembro (AGO++), nach A/T-haltiger CTx =% Platin &= Pembro (AGO+), nach A/T-freier CTx mit Platin == Pembro (AGO+/-);

csofern Pembro neoadjuvant begonnen wurde.
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Indikation zur Chemotherapie +/- Pembrolizumab

(nur TNBC)

Oxford
LoE GR AGO
= Klinisch nodal-positiv*
= Neoadjuvante Chemotherapie in Kombination mit 1b A ++
Pembrolizumab
= Klinisch nodal-negativ*
= 2T2 -> Neoadjuvante Chemotherapie in Kombination mit 1b A o
Pembrolizumab
* Tic - Neoadjuvante Chemotherapie bevorzugt 2b B ++
= T1b (v.a. bei G3) & Neoadjuvante oder adjuvante 2b B +
Chemotherapie
= Tla - Adjuvante Chemotherapie 2b B +/-

* Cave Indikationsstellung bei histologischen Subtypen mit guter Prognose: z. B. apokrines, adenoidzystisches bzw. low grade

metaplastisches TNBC > s. Kapitel spezielle Situationen
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Allgemeine Grundsatze

Chemotherapieregime konnen sowohl adjuvant als auch neoadjuvant
verwendet werden

Dosisdichte Schemata sollten bevorzugt eingesetzt werden (wenn
Pembrolizumab nicht indiziert)

Hinzunahme Platinsalze zur anthrazyklin-/taxanhaltigen Chemotherapie
(ab cT1c cNO) (unabh. vom gBRCA-Status)

Hinzunahme Platinsalze zur anthrazyklin-/taxanhaltigen Chemotherapie
(2 cT2 oder cN+) (unabh. vom gBRCA-Status)

Pembrolizumab in Kombination mit Carboplatin / Paclitaxel - 4 x EC q3w
neoadjuvant und postoperativ (ab cT2 oder cN+)
Olaparib bei gBRCA™

=  Adjuvant: TumorgréRe = 2 cm oder pN+
= Post-neoadjuvant: non-pCR

Keine rein adjuvante ICPi-Therapie au8erhalb von Studien.

Oxford

LoE GR AGO
1a A ++
1a A ++
1b B +
1a A ++
1b A ++
1b A ++
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Neoadjuvante Chemotherapie
Vorgehen je nach Ansprechen

Friihes Therapieansprechen (partielles und komplettes Ansprechen):

=  Fortfiihrung der neoadjuvanten Therapie

Bei keiner Anderung (stable disease bzw. no change):

= Komplettierung der NACT, anschl. Operation

= Fortsetzen der NACT mit einem nicht-kreuzresistenten Schema
= ACoder EC - Pw x 12 + Carboplatin oder D x 4 + Carboplatin
= Paclitaxel / Carboplatin - EC (g2w oder q3w) x 4

Bei Progression:

= Reevaluation der Tumorbiologie

= Abbruch der NACT und Operation oder Bestrahlung

= Zusatzliche adj. Chemotherapie mit nicht-kreuzresistenten Schemata

Oxford
LoE GR AGO
1b A ++
2b C ++
2b B +
2b B +
1b B +
+/-
o
D +/-
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Praferierte Schemata
beim triple-negativen Mammakarzinom

LoE GR AGO

In Kombination mit Pembrolizumab (Start neoadjuvant)

= Pembro,g, q3w + Pacg, / Carbopyc; s qlw x 12 > EgC q3w x 4 1b B o+

=  Pembro,y,q3w + Pacg, qlw x 12 / Carbopyc s 3w 2 EqoC q3w x 4 1b B ++

Platinhaltige Regime (adjuvant oder neoadjuvant)

= Paclitaxelgy / Carbopycq s, 91w x 12 > ddEC x 4 oder vice versa 1b B +

= Paclitaxelgo qlw x 12 / Carbo,ycsq3w x 4 > ddAC / ddEC x 4 oder 1b B +
vice versa

= Paclitaxel / Carbopyc;5.,91w x 18 oder 6xDocetaxel/Carboplatin 2b B +

g3w (v.a. bei T1 NO)*
Nicht-platinhaltige Regime (adjuvant)
= ddEC x 4 - Paclitaxelgy q1w x 12 oder 4 x Pac q2w (v. a. bei T1 NO) 1b B +
= 6 x Docetaxel / Cyclophosphamid q3w 2b B +/-

* Verzicht auf Anthrazykline bei Patientinnen ohne Indikation fiir Keynote-522 Schema v. a. bei pCR nach Taxan / Carboplatinhaltiger Therapie zu
rechtfertigen.
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= Fortfilhrung Pembrolizumab, wenn neoadj. begonnen (q3w fiir 9 Kurse) 1b B +
Non-pCR
= Capecitabin (q3w bis zu 8 Kurse)
=  Bei non-pCR nach A-T-haltiger Chemotherapie? 1a A ++
= Bei non-pCR nach A-T +/-Platin +/- Pembrolizumab-haltiger Therapie3 3b B +
= Platinderivate (Carboplatin oder Cisplatin) g3w nach AT-Vorbehandlung 1b B -
= Olaparib (gBRCAMUT)? 1b A o
www.ago-online.de  ®  Fortfiihrung Pembrolizumab, wenn neoadj. begonnen (q3w fiir 9 Kurse) 1b B ++
LCTIDEN 1 Studienlage bei klinischem Stadium I1-11l ohne Platin / Pembrolizumab-basierte Vortherapie

S 2 entsprechend Einschlusskriterien der OlympiA-Studie

3 V. abeigroBem Tumorrest (z. B. RCB 3) und klinischem Stadium II-lll, keine Daten bei Pembrolizumab
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Gray R et al., Lancet 2019

Early Breast Cancer Trialists’ Cooperative Group (EBCTCG)
Increasing the dose-density of adjuvant chemotherapy: an EBCTCG meta-analysis

Same chemotherapy drugs and doses (n = 10,004)

Recurrence-free survival: 10-y Gain 4.3% (95%-Cl 2.2-6.5)
(RR =0.83; 95%-Cl 0.76-0.91; p < 0.0001)

Overall survival: 10-y Gain 2.8% (95%-Cl 0.8-4.8)

(RR =0.86; 95%-Cl 0.77-0.96; p = 0.0054)

ER negative: 10-y Gain 4.7% (95%-Cl 2.3-7.1)
ER positive: 10-y Gain 3.1% (95%-Cl 1.5-4.7)
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Van Mackelenbergh M et al., Eur J Cancer 2022

Effects of capecitabine as part of neo- / adjuvant chemotherapy
Meta-analysis of individual patient data from 12 randomized trials (n = 15,457)

HR for DFS overall 0.952 (95%-Cl 0.895-1.012, p = 0.115)
Xadd. 0.888 (95%-Cl 0.817-0.965, p = 0.005)
X instead 1.035 (95%-Cl 0.945-1.134, p = 0.455)

HR for OS overall 0.892 (95%-Cl 0.824-0.965, p = 0.005)
Xadd. 0.837(95%-Cl 0.751-0.933, p = 0.001)
Xinstead 0.957 (95%-Cl 0.853-1.073, p = 0.450)

Significance only for TNBC overall DFS 0.886 (95%-Cl 0.789-0.994, p = 0.040)
OS 0.828 (95%-Cl 0.720-0.952, p = 0.008)

X add.: DFS 0.818 (95%-CI 0.713-0.938, p = 0.004)

0OS 0.778 (95%-Cl 0.657-0.921, p = 0.004)
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Triple Negative Breast Cancer

Chemotherapy +/- Carboplatin for Patients with

TMC PEARLY CITRINE RJBC-1501 NRG-BR003 PATTERN
n=720 n =868 n =808 n =786 n =768 n =647
Setting neoadjuvant neo/adjuvant adjuvant adjuvant adjuvant adjuvant
Regimen P > AC/EC vs. AC - Taxane vs. ddEC - P vs. EC - Taxane vs. ddAC - P vs. CEF-Docetaxel vs.
€ PCb > AC/EC AC - Taxane + Cb ddEC - PCb EC - Taxane + Cb ddEC - PCb Paclitaxel + Cb
Cb schedule Weekly Q3w Weekly 75% Q3w Q3w Weekly
Cb delivery rate 94% 97% 95% Not reported 75% Not reported
Taxane Paclitaxel P=51%, D =49% Paclitaxel D=75% Paclitaxel Paclitaxel
AC/EC schedule Q 3 weeks Q 3 weeks Dose dense Q3w Dose dense Q 3 weeks
Cape/Ola allowed no no Ola: not reported; Ola: not reported; Ola: not reported; Ola: not reported;
P Cape: : not indicated Cape: not indicated Cape: not indicated Cape: not indicated
<50y/premen 70% 52% 61% 50% 32% 50%
N+ 90% 49% 38% (68% stage II-111) 28% 68% 26%
0y .
T3+ T4 60% (T4 or N2-3) n.r. T3=3.5%; T4n.r. €a53% 12+ T3; n.r. 45.8% T2+ T3
T4 = exclusion
Grade lll 99% Not reported 90% 75% 88% 73%
gBRCA1/2 mut Not reported 11% Unkown in 77% Not reported 9% (25% unknown) 10.5% (17% unknown)

Endpoints (1°)

Sy EFS (all): 64.1% vs 70.7%, HR
0.80, p=0.061; 5y EFS (premen):
59.6% vs 75%, HR 0.69, p=0.003

5y EFS: 75% vs 82%,
HR 0.67, p = 0.012

3y DFS: 85.8% vs 92.3%,
HR 0.64, p = 0.03

Sy DFS: 82.6% vs 89.5%,
HR 0.66, p = 0.03

Sy iDFS: 77.8% vs 82.7%,
HR0.78, p=0.12

Sy DFS: 80.3% vs 86.5%,
HR 0.65, p = 0.03

Endpoints (2°)

0S: HR 0.74, p = 0.029

DDFS: HR0.77, p =0.17;
0S: HR 0.65, p = 0.057

DDFS: HR 0.61, p = 0.039; (3y DDFS
(94.8% vs 89.8%) OS: HR 0.41,
p =0.011; 3y OS (98.0% v 94.0%)

DDFS: HR 0.61, p = 0.04; OS:

HR 0.39, p = 0.03

DRFS: HR 0.76 (0.52-1.12);
5y DDFS 84.4 vs. 88.4% OS: HR 0.81]
(0.57-1.16) 5y OS 84.4 vs. 87.7%

DDFS: HR 0.59, p = 0.05; OS:
HR0.71, p = 0.22

Notes

Benefit confined to
premenopausal

Similar benefit for
neoadjuvant & adj

Stage I: 3y DFS 92.7% vs. 90.1%;
n.s.

Benefit confined to age > 50

Stage II-11l 3yDFS 92.1% vs. 83.7%

Target nr

Age < 50y and grade Ill benefited
more
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G N IMpassion031 K te 522 TRIP GeparDouze/ Impassion030
eparNuevo passion eynote neo NSABP-B59
Phase I M 1 1l n 1]
n 174 333 1174 280 1550 n=2199
Prim. endpoint pCR pCR pCR + EFS EFS EFS EFS

Atezolizumab

ICPi Durvalumab (24 weeks) Atezolizumab (1y) Pembrolizumab (1) (24 weeks) Atezolizumab (1vy) Atezolizumab (1y)
X . Pac qlw x 12 + carbo q3w| NabPac125 + carbo Pac qlw x 12 + carbo
Chemo NabPac125 qlx"‘:lx 123 ECq2w Nabpacuga’l)‘("’; 128EC| A UC5 0r qlw AUC1,5 3 | AUC2 qlw d1and d8 | g3w AUC 5 or glw AuC | X AC/EC qlzw >12xP
q AC/EC q3w x 4 1.5 3 AC/EC q2w/3w x 4 aiw
; ; - - cT1cN1-2 or cT2-cT3 cNO-
Inclusion criteria cT1b-cT4a-d cT2-cT4, cNO-cN3 cT1cN1-2 or cT2 NO-2 CT1eNL; cT2eN1; cT1eN1-2 or cT2-cT3
cT3cNO cNO-2 2
N+ 31.2% 39% 51% 88% 41.2% 48%
0, 0,

CRITT 53.4% vs. 44.2% 57.6% vs. 41.2% 63% vs. 55.6% A 7.5% 48.6% vs. 44.4% 63'32 25557'()%’ not reported, adjuvant

p A10.8% (n.s.) A 16.5% (p <0.01) (p <0.03) A4.2% (n.s.) 270 setting

(p =0.009)
75.1 months o
Follow up/EFS/iDFS | 86.4 months: 7y iDFS: 73.7% | EFS,2§5'32°VTZSO% LR | BYEFS:75.2%vs. 69.4%, | Lo 7346;:%55‘; 19% 271 rg;o', ilyREOF 285':2(/')’ og |3v IDFS: 84.6 % vs. 86.4 %,
(months)/HR EFS/iDFS |vs. 60.7%, HR 0.56 ; p = 0.043 | <Y 075 n . ) ’ HR 0.65; p<0.05 R 1076 0 076 G Fe 8779 v? I '8% HR 1.11
H/BNS. (3y 84.5 vs. 76.8%) PP =R v VS SL8T
pCR 85.1% vs. 68.1%

EFS/iDFS adjusted to |non-pCR 62.3% vs. 53.8%; HR pCR 92.2% vs. 88.2% 030 o not reported, adjuvant

pCR/non-pCR pCR vs non-pCR 0.41; na non-pCR 62.6% vs. 52.3% n-a. PCR: 93% vs. 91% setting

p = 0.003
4y 0S: 90.2% vs. 89.5%;
. 0, 0/« . 0, 0/, « . 0, 0/ -

os 7y 0S: 93.6% vs. 74.7%; HR 2y 0S: 95% vs. 90%; 5y OS: 86.6% vs. 81.7%; na nr HR: 0.86 3y 0S 92.3% vs

0.33; p =0.009

HR 0.56

HR 0.65; p = 0.002

93.7% 95% HR 1.23




