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Overview early breast cancer systemic therapy
«  Luminal: = TNBC:
= Adjuvant abemaciclib = Neoadjuvant platinum
= Adjuvant everolimus = Neoadjuvant olaparib
= Neo-adj Palbociclib - HER2+:
= (Gene expression = APT update (pacitaxe
p rOﬁ |eS trastuzumab)

- HERZ2 low
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MonarchE (adjuvant abemaciclib): 4y update

ﬁRt HER2-, node\

positive high-risk
EBC

*Women or men
* Pre-/postmenopausal
» With or without prior
neo- and/or adjuvant
chemotherapy
* No metastatic disease
» Maximum of 16
months from surgery to
randomization and 12
weeks of ET following

Qe last non-ET /

This presentation is the intellectual property of the author/presenter. Contact them at stephen.johnston@rmh.nhs.uk for permission to reprint and/or distribute.

Cohort 1: High risk based
on clinical pathological
features

» 24 ALN OR
* 1-3 ALN and at least 1 of the
below:
* Grade 3 disease
* Tumor size 25 cm

\

Cohort 2: High risk based

on Ki-67

* 1-3 ALN and

* Ki-67 220% and

* Grade 1-2 and tumor size <5

On-study treatment period
2 years

Abemaciclib
(150mg twice daily)

- :
ndocrine Therapy: Al or tamoxifen IIE:r? (;Ic?(‘::li::apT%er:)[g/
3-8 years as clinically
indicated
Endocrine Therapy: Al or tamoxifen
Primary Objective: IDFS
Secondary Objectives: IDFS in high Ki-67 populations, DRFS, OS, Safety, PK, PRO

cm /

Stratified for:

* Prior chemotherapy
* Menopausal status
*Region

/ITT Population

= Cohort 1
= Cohort 2

9% /"

g

Johnston S., et al. GS1-09 SABCS 2022



MonarchE (adjuvant abemaciclib): 4y update

Invasive Disease Free survival (IDFS)

100 4
S 90-
S 100 4
g 80 - e
> a
E 70 %
N
S 604 90-
B Number of IDFS events
& 50+ . Abemaciclib + ET ET Alone
§ - 336 499
g 80 - HR (95% CIl): 0.664 (0.578, 0.762)
v 30 - 79.4%: Nominal p < 0.0001
g 204 751 |
Y I cocicis Duraion | 1

0 6 12 18 24 30 36 42 48 54 60
0 T T T

0 6 12 18 24 30 36 42 48 54 60

Number at risk Time (months)
Abemaciclib + ET 2808 2620 2548 2478 2407 2345 2214 1229 521 79 0
ET Alone 2829 2652 2572 2474 2374 2281 2103 1201 512 82 0

IDFS benefit persists after abemaciclib completion
34% reduction for IDFS events
Absolute difference 2,8%(2y) ; 4,8%(3y) ; 6,4%(4y)



MonarchE (adjuvant abemaciclib): 4y update

10 400
90 o ———
80 [0
= S 300 249
§ 70+ Number of OS events g ’
S 604 Abemaciclib + ET ET Alone E
> 157 173 -
@ 504 5 } [S) 125
- HR (95% CI): 0.929 (0.748, 1.153 v 200-
£ 40- Log-rank P = 0.5027 3
S
© 30 g
2
20 100-
104
0 L] L] L] T L] L) L] T T 1
0 6 12 18 24 30 36 42 48 54 60 0 - : :
Number at risk Time (months) Abemaciclib + ET ET alone
Abemaciclib + ET 2808 2665 2613 2564 2516 2453 2343 1330 573 87 0
ET Alone 2820 2704 2663 2508 2544 2494 2357 1361 578 93 0

Survival Status
Alive with metastatic disease

No OS difference at 4y: immature data? B Deaths due o breast cancer

M Deaths not related to breast cancer

Fewer pts with metastatic disease



MonarchE (adjuvant abemaciclib): 4y update

IDFS in cohort 1: _™T
Impact of KI-67

©
(63}
1

90 1

85 -

Cohort 1 Ki-67 High

Abemaciclib + ET
ET alone

80 -

Cohort 1 Ki-67 Low

Invasive Disease-Free Survival (%

754 - - - Abemaciclib + ET 4-1%
— =+ ETalone
N oemacioib Duaton |
0 6 12 18 24 30 36 42 48 54 60

Time (months)

KI67 is prognostic, but not predietive of abemaciclib benefit
‘Abemaciclib works in high and low KI67"!




Adjuvant everolimus: SWOG S$1207

Neoadjuvant chemotherapy

Recurrence Score >25 or
MammaPrint high risk

Adjuvant Chemotherapy & Radiation therapy as standard of care

Node-negative and tumor >2cm 1-3 positive

Recurrence Score >25 or MammaPrint
high risk or grade Il

RANDOMIZATION (N=1939)

Stratification factor levels:

Node negative (Adjuvant chemotherapy)

1-3 positive nodes (Adjuvant chemotherapy)

>4 positive nodes (Adjuvant chemotherapy)

>1 positive nodes (Neoadjuvant chemotherapy)

(Bachelot JCO 2022 UNIRAD)

Residual disease

40%

All patients

<€

Everolimus (10mg/day PO) for 1 year +
endocrine therapy
Placebo for 1 year +
endocrine therapy

Chavez-MacGregor, et al. GS1-07 SABCS 2022




Adjuvant everolimus: SWOG S1207

Invasive Disease Free survival (IDFS) < Treatment completed 73%
(placebo) vs 48% (everolimus)

100% =
\ * Grade 23 35% vs 7%
80% =
60% s .
HR 0.94; 95%Cl (0.77-1.14) * Overall Survival HR 0,97 (p0,84)
Stratified Log-rank p=0.52
| 5-Year
N Events Estimate
%) Placebo s Endoaine. . 296 211 7AA% * IDFS HR 1,08 (p0,52) in postM and
. D S — 0,64 (p0,02) in preM (exploratory)
0 1 2 3 4 5 6 7 8 ]
rersims e e s s e iR o, . *OSHR1,19 (p0,25) in postM and
Placebo + Endocrine 896 782 708 641 483 333 180 71 15 0

0,49 (p0,01) in preM (exploratory)

Addition of 1y adjuvant everolimus does not improve IDFS or OS.
Potential benefit in premenopausal pts?



Neoadjuvant Palbociclib in ER+/HER2- BC

Patient Population
N=14]

In } riteriq :

- HR+HER2-
pre/pen-and
postmenopausal
operable BC, T
>15 mm with Kié7
>14%

- NO previous
history of
radiotheropy,
chemotherapy or
hormone theropy

* Letrozole for post-menopausal patients

< omQ@QmcC w

Siratified

* Menopausal
Status; pre/peri
vs, post

* Ki67 labeling
index: <20% vs.
220%

* Nodal status:
positive vs.
negative

«  Tamoxifen + Ovarian Funchon Suppression for pre/per-menopoausal patients

Also no clear differences in clinical
response rate and low KI67 after
neoadjuvant systemic therapy

(Johnston 2018, JCO PALLETT trial)

PEPI score (Preoperative Endocrine Prognostic Index)

Palbociclib + Placebo +
hormone hormone |p-value [g]
therapy therapy
Characteristic Risk (N=66) (N=60)
PEPI Score n= 66 n= 60 0.563
ow | 10 (152) | 8 (133 |
med | 33 (500) | 33 (55.0) |
high | 23 (348 | 19 (31.7) |

Neoadjuvant endocrine therapy
without CDK4/6i still standard

Ueno, et al. P5-09-01 SABCS 2022
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= Luminal: o

= (Gene expression :
profiles
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TAILORX (Oncotype Dx in pNO): 12 udate

Key Eligibility Criteria Statistical Design
* Node-negative Preregister — Oncotype DX RS (N=11,232) . H";“:a“:,f;"(m' '807';:5_“ DES)
* ER-pos, HER2-neg Type 1 10%, type Il 5%

* T1c-T2 (high-risk T1b) Register (N=10,273) Full info— 835 IDFS events

I ]

ARM A: Low RS 0-10 Mid-Range RS 11-25 ARM D: High RS 26-100
(N=1619 evaluable) (N=6711 evaluable) (N=1389 evaluable)
ASSIGN RANDOMIZE ASSIGN

Endocrine Therapy (ET) Stratification Factors: ET + Chemo

Menopausal Status, Planned Chemotherapy,
Planned Radiation, and RS 11-15, 16-20, 21-25

ARM B: Experimental Arm ARM C: Standard Arm

(N=3399) (N=3312)
ET Alone ET + Chemo

Sparano J., et al. GS1-05 SABCS 2022



TAILORX (Oncotype Dx in pNO): 12y update

TAILORX: Updated Analysis- Kaplan-Meier Curves in All Arms (ITT population)

o 3= B 12-Year Event Rates (N=9719
3 o8 g 0s]
g "
;5 07 § . RS prognostic for all endpoints
- X ena 3

| 4 IDFS p<0.001 i RS 0-10 (Arm A) — ET Alone

osf CAma P . _ - DFRI rate: 93.2% (SE 0.8)

a4 « RFl rate: 91.4% (SE 0.9)

Months

Number at risk

e e = = = B Eni e = oo o = RS 11-25 (Arms B & C) — ET vs. CET
—————————————— — = = __= _ = = __F « <1 % difference for all endpoints
o] ] e = - IDFS: 76.8 vs. 77.4%
§= 2 T ek : DRFE 92.6 ys] 92.8%
:.. e T - RFI: 89.6 vs. 90.4%
: : OS: 89.8 vs. 89.8%
: :
Yl i g™ [P RS 26-100 (Arm D) — CET
- ame  RFI p<0.001 = ame  OS p<0.001 - DFRI rate: 84.8% (SE 1.8)
— == W 0 T i - RFl rate: U.9 (SE 2.2)

- RS 11-25: endocrineR/ non-inferior to chemo+endocrineR/
- Distant Relapse persists >5y (7% distant recurrence at 12y in arm A/B/C)
- RS 26-100 has worst prognosis




TAILORX (Oncotype Dx in pNO): 12y update N SSOY

12-year DRFI in £50y and RS 16-25

Estimated Absolute | Clinical

Chemo Benefit

Not Stratified

by Clinical Risk
RS 16-20 A +0.4%
Lmiid (+SE 2.1%)
RS 21-25

A+7.8%

(N=476) (+SE 3.4%)

No. Estimated Absolute
Risk Chemo Benefit
Stratified
by Clinical Risk
Low 671
(76%) A -0.5%
(+SE 2.2%)
High 215
(24%) A+3.1%
(+SE 5.4%)
ow
(67%) A +5.9%
(+SE 3.4%)
High 157
(33%) A+11.7%
(+SE 7.2%)

Low risk = gr Il £1cm, gr Il £2cm, gr lll £3cm

In <50y:

Clear chemo benefit in RS
21-25

Some chemo benefit in RS
16-20 and clinical high risk



Mammaprint use for extended endocrine therapy
EET

00

o
. LI Evaluated in IDEAL trial
(5 vs 2,5y EET)
Can forego chemotherapy Need chemotherapy .
« Low Risk >« High Risk > Compared with NSABP-

B42 (5 vs Oy EET)

1 T T | I T T 1 T 1
1.0 0.8 0.6 0355 0.2 0.0 -0.2 -0.4 -0.6 -0.8 -1.0

Ultralow

- Low —

very low recurrence late recurrence high early recurrence

Mammaprint low (not ultra-low) = 43% of IDEAL population

> 2-fold improvement in DR - Mammaprint LOW haS benefit

10.1%
= p oot from EET
o . - MammaPrint High does not have
i . benefit from EET

-t
o
1

2 1.80/0

Absolute Benefit (%)
T

NSABP-B42 IDEAL Liefers GJ., et al. GS5-10 SABCS 2022



Breast Cancer Index (BCl) use for indication OFS

BREAST CANCER INDEX
'1 SOFT trial

BClI PROGNOSTIC!- BCI PREDICTIVESS rIEmeropaysal; g e
Individualized Risk of Late (5-10 yrs) AND Individualized Prediction of Likelihood of Benefit AfterEhemotherapy ieceipt (f“’) o
Cumulative Overall Distant Recurrence (0-10 yr) from Endocrine Therapy No chemotherapy receipt (47%)
+
Index

[ Tamoxifen x Sy ]

[ Exemestane + OFS x 5y ]

* BCl risk scores were prognostic in premenopausal women with HR+ tumors receiving

adjuvant endocrine therapy

* High BCl risk scores associated with worse outcome

e BCI (H/I) was predictive of OFS (ovarian function suppression) benefit

» Contrary to study hypothesis, BCI (H/1)-Low group consistently derived clinically

meaningful benefit while BCI (H/1)-High group did not

O’Regan R., et al. GS1-06 SABCS 2022
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HERZ2 low
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HER2-low: impact on survival in early BC

Overall Survival Outcomes: HERZ-low vs HER2 0
Retrospective Cohort Study: National Cancer Data Base (2010-2019)

N=1,136,016
TNBC Hormone Receptor Positive
1.0 e
—— —— Stage | HER2-0
\ B Stage | HER2-Low
0.8 1 Stage Il HER2-0
_ Stage Il HER2-Low
= R=0.94 (95% CI:0.91-0.97) —— Stage Il HER2-0
£ 0.5 97 (95% CI1:0.94-1.00) Stage Ill HER2-Low
E —— Stage IV HER2-0
= _ Stage IV HER2-Low
g ol HR=0.92 (95% CI:0.89-0.96)
0.2 - T
—_— = Y . -
HR=0.91 (95% Cli—__—0.87-0.96) HR= 0.96 (95% CI1:0.94-0.99)
0 20 40 60 80 100 0 20 40 60 80 100
Months

Months

Overall survival of pts with HER2-low early BC
not different compared to HER2 O

Peiffer D et al, HER2-11 SABCS 2022



Trastuzumab Deruxtecan (TDXd) neoadjuva nt HER2-low

Study Population:
« Hormone
Receptor + Arm A (N=29):
- HER2-low (by T-DXd 5.4mg/kg
local and/or
central review) Treatment: 6 or 8 cycles™ + EOT Surgery™*
- Stage II-ll AAT
operable Arm B (N=29):
«Men or Pre-/Post- T-DXd 5.4mg/kg + anastrozole
menopausal (+GnRH analog for
men/premenopausal women)
women
stratified by HER2 J ‘ I
expression level
e omaa Tissue acquisition from archival tissue or biopsy at baseline and biopsy
status (pre or post) between C1D17-C1D21, and tissue at time of surgical resection

Hurvitz S. , et al. GS3-02 SABCS 2022



Trastuzumab Deruxtecan (TDXd) neoadjuvant

Arm A (T-DXd)

Arm B (T-DXd+Anastrozole)

Stage at N=22* N=20**
Baseline
RCB-I RCB-II RCB-II RCB-0 RCB-I RCB-II RCB-II

Stage IIA 0 1 (5%) 2 (9%) 0 0 1 (5%) 6 (30%) 0

6 Cycles Stage 1B 0 1 (5%) 4 (18%) 2 (9%) 0 0 3 (15%) 1 (5%)
Stage IlIA 0 0 1 (5%) 2 (9%) 0 0 1 (5%) 1 (5%)
Stage IIIB 0 0 1 (5%) 0 0 0 0 0
Stage IIA 0 0 2 (9%) 0 0 1 (5%) 1 (5%) 0

8 Cycles Stage IIB 0 0 1 (5%) 1 (5%) 0 0 2 (10%) 0
Stage llIA | 1 (5%) 0 0 0 0 1 (5%) 0 0
Stage IIIB 0 0 0 0 0 0 0 0

As of data cutoff 11/25/2022: surgical outcomes pending for 24% (7/29) patients being treated in Arm A
and 31% (9/29) in Arm B.

- Response rate 68% (TDXd) and 58% (TDXd + anastrozole)
- RCB 0/1 15% in both arms, anastrozole does not give additional benefit
- Not ready for clinical practice
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. = TNBC:
: = Neoadjuvant platinum
: = Neoadjuvant olaparib
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(Neo)adjuvant Platinum in TNBC
Meta-analysis of randomised trials

Study

ZHANG (2016)
CALGB 40603 (2015)
Khalid (2015)

Gepar Sisto (2018)

Du (2020)

Pattern (2020)

Iwase (2020) € -

Overall (I-squared =28.1%.p=0.214)

DFS (95% CI)

0.56 (0.25,1.27)
0.84 (0.58, 1.22)
0.61 (0.39, 0.96)
0.56 (0.34,0.93)

1.11 (0.65.1.89)

0.65(0.44.0.96) 2

0.22 (0.06, 0.82)

0.70 (0.58, 0.84)

%

Weight

.06

16.7

Subgroup HR (DFS)

Neoadjuvant 0.67 (0.51-0.88)
Adjuvant 0.72 (0.56-0.93)
NO 0.76 (0.50-1.15)
N+ 0.71 (0.44-1.15)

Bian et al, NPJ 2021



Neoadjuvant Platinum in TNBC

TNBC (1% cutoff for ER & PR) ﬁ e
Pacli+Carbo —»AC/EC '

No evidence of M1

Fit for anthracycline ‘ » Radiotherapy

T1-T4, NO-3 W Control J
Pacli =»AC/EC

Breast conserving surgery
OR

v
r Stratification ﬂ Mastectomy

Platinum Arm:

Paclitaxel 100/m2 + Carboplatin {AUC-2) once per week X 8w*
followed by

Menopausal Status Clinical Stage
OBC (cTy3,Np.1, My)
every 2 weeks or 3 weeks X 4 cycles

LABC (cT/N,., M)

Control Arm: Same as above, without carboplatin

Primary endpoint: Event-Free Survival (EFS)

70% <50y, 60% cT4/N2-3
Gupta S., et al. GS5-01 SABCS 2022



Neoadjuvant Platinum in TNBC

Pathological complete response (pCR) Event-Free (EFS) and Overall Survival (OS)
All (n=717) <50y (s00) >50y (217)
100 100 100
80 (ﬁ 80 r \ 80
<0.001 o Platinum  Control A Platin Control A
o 60 ; .54.5% 60 — 60| ‘ um
£ P=1.0
t '
5 ol ol sl | 75% 38.1% Sy-EFS  74,2% 61,7% |12,5% | 62,0% 69,3%  7,3%
5y-0S  77,1% 65,9% 11,2% | 68,0% 68,9% 0,9%
20 20 20
0 - 04 0
Path CR Path CR Path CR
Qreast + Nodes) \(Breast + Nodes) J (Breast + Nodes)

- Neoadjuvant platinum in TNBC mainly beneficial in <50y
- No info on BRCA status in this trial



Neoadjuvant Platinum in TNBC

Toxicity Treatment completion

Toxicity | Platinum | Control | Platinum | Control Platinum Control

(N=361) | (N=356) (N=361) (N=356)
A_ny Grade Ill or Completed 8 cycles of 341 (94.5%) 346 (97.2%)

GLde Worse Weekly Paclitaxel or

Neutropenia 56 (15.5%) 18 (5.1%) 31 (8.6%) 7 (2.0%) Weekly Paclitaxel-Carboplatin

Anemia 23 (6.4%) 9 (2.5%) 7 (1.9%) 1(0.3%)

Thrombocyt 21 (5.8%) 4(1.1%) 7 (1.9%) 0 (0%) .

openia - Increased haematological

?eevuetrropenlc 16 (4.4%) 10 (2.8%) tOXICIty

Nausea 24 (6.6%) 26 (7.3%) 0 (0%) 1(0.3%) - NO increased NnonN-

Vomiting 37 (10.2%) 34 (9.6%) 1(0.3%) 1(0.3%) haematO|OglCa| tOXICIty

Diarrhea 22 (6.1%) 16 (4.5%) 4 (1.1%) 3(0.8%) .

Mucositis 21 (5.8%) 21 (5.9%) 1(0.3%) 3 (0.8%) - No Impact on treatment

Peripheral 65(18.0%)  65(18.3%)  3(0.8%) 3 (0.8%) com pletion

Neuropathy

Skin 10 (2.8%) 15 (4.2%) 3 (0.8%) 3 (0.8%) - No difference young vs O Id

Hepatic 1(0.3%) 2 (0.6%) 0 (0%) 0 (0%)

AnySAE | 53(14.7%)  46(12.9%) |




Neoadjuvant Olaparib in HER2- BC with HRD

GEPAROLA trial

N=102 12 x Paclitaxel weekly 80mg/m?
+ Olaparib tablets 100mg

* Early stage BC :
twice daily (PO)

* HER2-negative
* cT2-cT4a-dor

cT1lc and high risk ~2:1
« HRD* -PO N=65; PCb N=37

* No prior use of a
PARP-inhibitor
* Central testing (ER,

PgR, HER2, Ki-67) /

Stratification Factors:

= Age (<40 years vs >= 40 years) i |
= s Fasching et al. Ann Oncol. 2020
Hormone Receptor Status (HR+ vs HR ) Timms et al. Breast Cancer Res 2014

SURGERY + pCR Rate

L

* Patients with either a known somatic or germline BRCA1/2 mutation
or HRD score! high (defined as a MyChoice™ Score of 242)

cN+ 32%, ER+ 27%, gBRCAmM 56%

HRD = Homologous recombination Deficiency Fasching P. , et al. GS5-02 SABCS 2022



Neoadjuvant Olaparib in HER2- BC with HRD

Pathological complete response (pCR)

Invasive Disease-Free Survival Rate (%)

55.1% 48.6%

(90%C1: 44.5%-65.3%) (90%Cl: 34.3%-63.2%)

PO-EC PCb->EC
N=69 N=37

Invasive Disease Free Survival (iDFS)

100% f=—HHH—4p, ' 4yr 88.5%
90% 1 W PCb
80% 1
70% 4 PO
60%1 4yr 76.0%
50% 1
40% 1
30%4 + Censored
PCh 3/37 events

20% 1

10% 1

0%

PO 15/69 events
unadjusted HR PO to PCb = 2.86, 95% Cl (0.83, 9.90)

adjusted* HR PO to PCb = 3.6, 95% Cl (1.02-12.7)
1 1 1 1 1
0 12 24 36 48 60

Time (months)

- No difference in g/tBRCAm
- Big difference in g/tBRCA wildtype

(HRD score high)

- 4y DDFS numerically worse (81,2% vs 93,4%)
- 4y OS numerically worse (89,2% vs 96,9%)

Neoadjuvant Olaparib is inferior to
platinum for long term outcome
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: . HER2+:
- = APT update (paclitaxel

trastuzumab)
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H E R2+ APT regl men u pd ate (12 paclitaxel weekly +1y Trastuzumab)
Even for very early stage HER2+ breast cancer, prognosis is worse than for HER2- without systemic therapy

Series _____________ Outcome | HER2-(N) | _HER2+(N) |

MD Anderson! 5-year relapse free survival 94% —— 77 %0 1
T1a/b, NO (N=867) (N=98)
NCCN2 5-year disease free survival 89% —) 83%
T1a/b, NO (N=3127) (N=255) l
British Columbia Tumor Registry>  10-year relapse free survival 76% —)  66%
Stage I (N=1128) (N=117) l

Tolany et al, NEJM 2015, PD18-01 SABCS 2022



H E R2+ APT regl men u pd ate (12 paclitaxel weekly +1y Trastuzumab)
Even for very early stage HER2+ breast cancer, prognosis is worse than for HER2- without systemic therapy

Series _____________ Outcome | HER2-(N) | _HER2+(N) |

MD Anderson! 5-year relapse free survival 94% —— 77 %0 l
T1a/b, NO (N=867) (N=98)
NCCN2 5-year disease free survival 89% —) 83%
T1a/b, NO (N=3127) (N=255) l
British Columbia Tumor Registry>  10-year relapse free survival 76% —)  66%0
Stage I (N=1128) (N=117) 1

e | o ENNNNNNEEEEE

Node Negative PACLITAXEL 80 mg/m? + TRASTUZUMAB 2 mg/kg x 12

<3cm
Planned N=400 ‘

Actual: 406

st JERRRRRRRRANAN

42% Tlc FOLLOWED BY 13 EVERY 3 WEEK DOSES
0
9% T2 (<3 cm) OF TRASTUZUMAB (6 mg/kg)*

67% HR positive

Tolany et al, NEJM 2015, PD18-01 SABCS 2022



H E R2+ APT regl men u pd ate (12 paclitaxel weekly +1y Trastuzumab)

" 1.001 "M
2075 Invasive DFS
F= PointEst. 95% Contf. Interval
E 0.501 3-yriDFS 98.5% 97.2% to 99.7%
g 5yriDFS 96.3% 94 4% to 98.2%
Yl  7yriDFS 93.3% 90.4% to 96.2%
BNl % sessee
0.001
0 2 4 6 8 10 12 14
Years
Number at risk
— 1 )6 385 363 321 234 216 52
D.
1.001 " —
C‘_.l
>0.75
§ Stratum NEvents  10-year IDFS 85% CI
8 050] Basalike 1 94 4% 84 4% - 100.0%
('
@ 13 00 5% 858% - 956.7%
Q 0.25 | 3l A i 93 99 B5 1% - 100 0%
..... al B 3 85.2% 74.0% - 98.1%
0.00
? 4 8 10 12 14
Years
Number al risk

21

21

16

31 events (on 406 pts) at 10y FUP

6 distant recurrences

6 ipsilateral recurrences

9 contralateral new cancers (1 HER2+)
10 deaths: 10y BCSS 98,8%

No impact of ER status

No impact of TIL level

Luminal B subtype has lower iDFS
HER2DX risk score predicts relapse
(optimal cutoff? 507 327)



Take home messages "2,

e Luminal:

* 4y MonarchE update further supports the addition of adjuvant
abemaciclib to endocrine therapy for patients with HR+, HER2-, node-
positive, high-risk EBC (pN2 or pN1 and grade |ll of 25cm)

 Addition of 1y adjuvant everolimus does not improve IDFS or OS.
Potential benefit in premenopausal pts?

* Neoadjuvant endocrine therapy without CDK4/6i still standard

* OncotypeDx in NO: in RS 0-25, relapse persists >5y (7% distant
recurrence at 12y).

* Gene expression profiling can help to advice for extended endocrine
therapy (mammaprint) and ovarian function suppression (BCI)

« HER2 low: TDXd +/- anastrozole leads to low pCR rate
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* TNBC.:

« Neoadjuvant platinum mainly beneficial in premenopausal pts

* Neoadjuvant Olaparib is inferior to platinum for long term outcome,
especially in those with HRD without g/tBRCAmM

« HER2+:

« APT regimen (12w paclitaxel + 1y trastuzumab) has excellent 10y
outcome in low stage tumors
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