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Diagnosis and Treatment of Patients

with Early and Advanced Breast Cancer

Algorithms of Therapeutic Strategies

Preamble:

Therapeutic strategies shown in the algorithms are based on the current AGO recommendations,
but cannot represent all evidence-based treatment options, since prior therapies, performance
status, comorbidities, patient preference, special tumor biology etc. must be taken into account

for the actual treatment choice. Normally only recommendations with the recommendation
grades AGO+ and AGO++ are taken into account.

In individual cases, other evidence-based treatment options (not listed here) may also be

appropriate and justified. After failure of effective standard treatments discussion in a molecular
tumor board should be considered.

Regardless of approval status, the algorithms only take into account drugs that were available in
Germany at the time the algorithm was last updated.
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. Definitions, features, parameters
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. Therapy with grade of recommendation AGO+ or AGO++

. Therapy with grade of recommendation AGO+/- (case by case decision)
* == Recommended path with grade of recommendation AGO+ oder AGO++
. -<— Crossing without transition

Path of case by case decision (grade of recommendation AGO+/-)

Path not recommended (grade of recommendation AGO-, only affects algorithm
of axillary surgery and neoadjuvant chemotherapy)

Arrow points to the next therapy option

= AGO+  AGO grade of recommendation of this path
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® Early breast cancer

Therapy of HR-positive, HER2-negative early breast cancer
Adjuvant endocrine-based therapy in premenopausal patients
Adjuvant endocrine-based therapy in postmenopausal patients
Therapy of HER2-positive early breast cancer

Therapy of triple-negative early breast cancer

Axillary surgery and neoadjuvant chemotherapy

® Metastatic breast cancer

HR-positive, HER2-negative metastatic breast cancer
HER2-positive metastatic breast cancer

® Triple-negative metastatic breast cancer
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Therapy of HR-positive, HER2-negative
Early Breast Cancer

& o indication for TiG%ea AGO+
> g ®1 Surgery 1 Adjuvant Tx w/o CTx
0%

SS & dication fo AGO+ Surgery or CNB
T 3 i Preoperative endocrine Tx
L g S for 2-4 weeks*

7 0 g AGO+ Ki-67 after preopera-

5 O tive endocrine Tx
S 3 AGO+ >10%

Q - Surgery® > Adjuvant Tx with CTx

d dication fo NGO .

Neoadjuvant CTx Surgery Postneo-adjuvant Tx

CNB, core needle biopsy; CTx, chemotherapy; ER, estrogen receptor; PgR, progesterone receptor; HER2, human epidermal growth factor receptor 2 2; HR, hormone
receptor; Tx, therapy; w/o, without; %e.g. < cT1c cNO-1 G1-2 Ki-67 < 5% or -if situation unclear- low-risk gene expression profile; be.g. inoperable tumoror2 4
clinically involved axillary nodes or G3 and Ki-67 2 35% or -if situation unclear- high-risk gene expression profile; standard endocrine Tx; %if no change of prognostic

factors after surgery; ®if not done already.
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t{ Tamoxifen for 5y° ]
AGO++ AGO+
“{ Tamoxifen for 5y plus OFSP® for 2-5y¢ h

[ 3

LN+ and (T 2 5cm or G3)

orz4 LN+

©

% Plus abemaciclib for 2y®

& v

o N+ or NO T3/T4 or NO T2 G3

[ | ncreased or N0 T2 G2 and (Ki-67 2 20% or Continue
£ risk for ) > ) N

= igh-risk GEP) tamoxifen
() recurrence? . o f

= Plus ribociclib for 3ycd or 5y
o 4

o gBRCA1/2™t and

o

(non-pCR with CPS-EG 2 3
or 24 LN+)
Plus olaparib for 1y®

A 4

AGO++ AGO+
ﬂ[ Al plus OFSP for 5y h

Al, aromatase inhibitor; CPS-EG, clinical pathological stage + estrogen receptor status and grade score; gBRCA1/2™", germline BRCA1/2 mutation; GEP, gene
expression profile; LN, lymph node; non-pCR, no hological I OFS, ovarian fi ion suppression; y, years; inistration of ch herapy was
a surrogate marker for higher risk of recurrence in clinical trials; "OFS in case of remaining or recurring ovarian function within 24 months after chemotherapy
induced amenorrhea; ‘only HER2-negative; donly combined with Al + OFS; ®in case patients wish to become pregnant interruption of adjuvant endocrine therapy
after 18 months fora i of 2 vears is ible without short-term survival disadvantage with a median F/U of only 3.5 years (AGO+).
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0 © Tam for 5
e y h-f‘ﬂ” " Discuss
or very old AGO++ EAT
Tam for 2-3y followed by Al (complete 5y)
= o o o —
: AGO++ Al for 2-3y followed by Tam (complete 5y) AGO+
d o or Al for 5y
S © ecurrence? 1-3 LN+ and (T 2 5cm or G3)
- or24 LN+
Plus abemaciclib for 2y® A 4
8 N+ or NO T3/T4 or NO T2 G3 Recommend
c o or NO T2 G2 and (Ki-67 2 20% or EAT foruptoa
: i high-risk GEP) total duration of
? Plus ribociclib for 3ycd therapy of 7-8y”
gBRCA1/2™t and J i +
(non-pCR with CPS-EG 2 3 el 8
or 24 LN+) <| <
Plus olaparib for 1y°

Al, aromatase inhibitor; CPS-EG, clinical pathological stage + estrogen receptor status and grade score; EAT, extended adjuvant therapy; gBRCA1/2mut, germline BRCA1/2 mutation; GEP,
gene expression profile; LN, lymph node; non-pCR, no i e Tam, i v, years; adecision criteria may include: condition after neo(adjuvant)
chemotherapy (indicating high risk), positive lymph node status, T2/T3 tumors, elevated risk of recurrence based on immuno-histochemical criteria or based on multi-gene expression
assays, regarding EAT high CTS5-Score; bup to date no impact on overall survival; conly HER2 negative; ¢only combined with Al.




VXX <>
Ll L]
| Therapy of HER2-positive Early Breast Cancer
- AGO+
©AGOe. V. pT1 and pNO Tz + paclitaxel (Tz for 1y)
|sn°€v(ieev DGGG e.V. AGO+ s
in der DKG e.V. urgery
naervese - AGO++|  Tz-based regimen AGO+
(zforty J ——%
. o b Neratinib 1y
(only HR+,
: AGO#+| PzTz-based regimen Stage II-Il)
(PzTz for 1y)
o T A AGO++
CR 0 Tz to complete 1y
pTO
d ypNO _ AGO+
Go++] PzTz-based P ana « PzTz to
0 regimen Surgery PNcne complete 1y
p B 6-8 cycles
www.ago-online.de ( 4 ) on-pCR AGO+ 14 x T-DM1 q3w
FORSCHEN
LEMREN
HEILEN . .
CNB, core needle biopsy; HR, hormone receptor; pCR, pathological plete resp ; Pz, Per b; q3w, every 3 weeks; T-DM1, Trastuzumab

Tz, Trast b; y, year; if HR+ additional adjuvant endocrine therapy.
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Therapy of Triple-negative Early Breast Cancer

AGO++ pT1a pNO
0 Surgery AGO, Adjuvant CTx similar to
pT1a pNO neoadjuvant situation?

AGO+

W AGO+ gl ddE(A)C — P

0 gBRCA1/2+
Surgery
P+Cb
AGO++ gBRCA1/2mut
0 PCb —» -
ddE(A)C i e
AGO+/- 1
AGO++ 1
Surge! 9 x Pembro q3w¢
PCb — E(A)C gery q
A, doxorubicin; C, loph i Cb, car CNB, core needle biopsy; CTx, chemotherapy; dd, dose dense (every 2 weeks); E, epirubicin; gBRCA1/2™,
germline BRCA1/2 mutated; gBRCA1/2", germline BRCA1/2 wild type; PCR, i Pembro, p i b; P, li I; y, year; if no
change of prognostic factors after surgery; bafter A/T- inil h herapy; ‘after ch herapy with il and/or p i b; %if Pembroli was

started before surgery.
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intervention
AGO AGO-
= NacT | sLNE ypNO (i+) (sn) =+ = + =J[_ALND
AGO+/-
ypN1mi (sn) ----:L-- ALND

YPNO (i+)
ypN+ incl. ypN1mi

ypNO (i+)

pN+cns
+ tagging
the
biospsied
node(s)

ALND, axillary lymph node dissection; CNB, core needle biopsy; incl., including; NACT, neoadjuvant chemotherapy; sn, sentinel node; SLNE, sentinel lymph node excision; TAD , targeted axillary dissection (SLNE +
TLNE); TLNE, targeted lymph node excision; 3participation in AXSANA study recommended; "TAD in case of 1-3 suspicious lymph nodes before NACT AGO, in case of 2 4 suspicious lymph nodes before NACT AGO +/-.
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gBRCA1/2 mutation
PARP inhibitore

Response > 6 months

ETx + everolimus

CDK4/6i after PD

AGOH L CDKa/Bi + Al or CDK4/6i +
AGO+ AGO++ N
< [ 5l cokaei+
ETxa

Switch of CDK4/6i

HR+
HER2-

Endocrine resistance and
PIK3CA mutation

and ETx

Longer response and
ESR1 mutation

Elacestrant

Inavolisib + palbociclib + PIK3CA/AKT1/PTEN

fulvestranta alteration

Imminent organ failure
and lack of endocrine

Capivasertib + Fulvestranta

PIK3CA mutation

sensitivity Alpelisib + Fulvestrant
AS0e CTx combination
- or single agent CTx Respo 6 mo
AGO+ AGO+
> CTx + bevacizumab® CTx +/- bevacizumabb

AGO+ S
! T-DXd (HER2-low) g Alter-
£ native
>
a c CTx
9 o incl.
Endocrine = ADC¢
resistance and a
CTx for mBC o
AGO++
> T-DXd (HER2-low)
AGOZY Sacituzumab
2]

ADC, antibody drug conjugate; Al, aromatase inhibitor; CDK4/6i, CDK4/6 inhibitor; CTx, chemotherapy; ETx, endocrine therapy; gBRCA1/2 mutation, germline BRCA1/2 mutation; HER2, human epidermal growth

factor receptor 2; HR, hormone receptor; incl., including; mBC, metastatic breast cancer; PD, disease; T-DXd,
+

+ paclitaxel or

aif add ovarian function suppression;

<olaparib also in case of germline PALB2 mutation or somatic BRCA1/2 mutation (AGO+); use of not previously used compounds or regimen.

10
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HER2-positive Metastatic Breast Cancer

Unsuitable for
CTx or patient's
preference?

De novo metastatic

After Tz (neo)adjuvant
TFI > 6 months

After Tz (neo)adjuvant

TFI < 6 months

After Tz + Pz
(QEELITYELT
TFIl > 6-12 months
After Tz + Pz
(neo)adjuvant
TF1 < 6-12 months
After Tz, Pz + T-DM1
(neo)adjuvant
TFI > 6-12 months
After Tz, Pz + T-DM1
(neo)adjuvant

TF1 < 6-12 months
Abe, Al inhibitor; Cap,

partial response; Pz, pertuzumab; SD, stable disease; T-DM1, 3
consider induction chemotherapy; Pdocetaxel (AGO++), paclitaxel (AGO++) or nab-paclitaxel (AGO+); “only after T-DM1; %o;

ETx + Tz + Pz¢ AGO++
Tz + Lap®
ETx + Palbo
+Tz+Pzd [T
CcTxP+ AGO++
Tz+Pz
T-DXd
AGO++
T-DXd l
Cap + Tz
+ Tuc®
Cap + Tz
+ Tuc

AGO++

AGO++

AGO+

AGO+

AGO+

AGO+

AGO+

AGO+

Cap + Tz + Tuc

T-DXd

T-DM1

Cap + Tz

Cap + Lap

Al + Tz + Pz9

Tz + Lap®

Abe + Tz + Fuld

CR, complete response; CTx, chemotherapy; ETx, endocrine therapy; Ful, Fulvestrant; HR, hormone receptor; Lap, lapatinib; Palbo, palbociclib; PR,

TFI,

, interval; Tuc, tucatinib; Tz, trastuzumab; no overall survival benefit,
nly if HR positive; “only if HR negative.

11
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PD-L1 neg®®
and CTx + Bev
gBRCA"

No previous

therapy sc
with A/T PARPi

Sacituzumab

PD-L1 neg?

and e, govitecan
i - (after22 .
gBRCA P lines) Alternative
Determine: therapy PARPi¢ \. J CTx
* PD-L1 with A/T including

« gBRCA AGO+ Trastuzumab ADC®
PD-L1 pos? > | der
and (HER2-low)

gBRCAt

Depending on pretreatment

Pembro + CTx¢ (TFI 2 6 mths)

PARPi¢

PD-L1 pos? A Atezo + nPac (TFl 2 12 mths)
and

gBRCA™

PARPi¢

Atezo + nPac (TFl 2 12 mths)

A, Atezo, i ADC, antibody drug j Bev, i CTx, gBRCAmut, germline BRCA mutated; gBRCAwt, germline BRCA wild type; mths,
months; neg, ive; nPac, nab PARPi, PARP inhibitor; Pembro, p i PD-L1, cell death ligand 1; pos, positive; T, taxane; TFI, treatment-free interval;
aPembro: CPS < 10 (neg) oder CPS 2 10 (pos), Atezo: IC < 1% (neg), IC2 1% (pos); bPD-L1 pos with a TFI < 6-12 months; colaparib also in case of germline PALB2 mutation or somatic
BRCA1/2 mutation (AGO+); ¢nPac, Pac or C: itabin; euse of not previ y used or regimen.
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