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In the UK [average per annum, based on 2017-2019 data]

*Breast cancer is the 4th most common cause of cancer death and the 2"¥ most common cause of
any death in women

Around 11,400 women and 85 men die from breast cancer every year. This is equivalent to 32 deaths
every day

*48% of deaths from breast cancer are in those aged 75 and over
*Since the mMid-1980s, breast cancer mortality rates have decreased by 45%
*Breast cancer is the most common cause of death for women between 35-49 years of age

*Breast cancer mortality rates have been declining and are projected to fall by 26% between 2014
and 2035

*The UK has had a consistently higher breast cancer mortality rate compared to most
other OECD countries

https://www.breastcanceruk.org.uk/about-breast-cancer/facts-figsures-and-
gas/facts-and-figures/ Accessed 9 November 2023



https://ec.europa.eu/eurostat/statistics-explained/index.php?title=Glossary:Organisation_for_Economic_Co-operation_and_Development_(OECD)
https://www.breastcanceruk.org.uk/about-breast-cancer/facts-figures-and-qas/facts-and-figures/
https://www.breastcanceruk.org.uk/about-breast-cancer/facts-figures-and-qas/facts-and-figures/

UICC data

Estimated number of new cases in 2020, worldwide, females, all ages

Breast
2 261 419 (24.5%)

Other cancers
3 489 618 (37.8%)

Colorectum
865 630 (9.4%)

Stomach

369 580 (4%6)
Corpus uteri
417 367 (4.5%)

Lung
770 828 (8.4%)

Thyroid Cervix uteri
448 915 (4.996) 604 127 (6.59%)

Total : 9 227 484

Datas source: Globocan 2020 Irtwreatsone| Agency hor Resesercn en Canc
Graph production: Global Cancer M readT
Observatory (htrp fgea lace ) @)Ckmm

Age-standardized breast cancer mortality in high-income countries dropped by 40% between the
1980s and 2020 Breast cancer (who.int) accessed 11 Nov 2023



https://www.who.int/news-room/fact-sheets/detail/breast-cancer
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Evolution of OS over time
HER2+ subtype

Evolution of patients' characteristics at MBC
diagnosis - HER2+ subtype
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2020

Overall survival according to the YOD in the HER2+ subcohort
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The proportion of de novo HER2+ MBC has increased, as Wellas diagnosis on screening exams (versus symptoms).

Among relapsed cases, the metastases-free interval increased. ,
For relapsed cases

Delaloge e‘f al. ESMO Virtual Meetina 2020 Mini oral session - Metastatic Breast Cancer



Mongress Evolution of patients” characteristics at MBC Mongress Evolution of 05 over time

diagnosis - HR+/HER2- subtype HRHHER2- subtype .-
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ESME-Evolution of OVERALL SURVIVAL across MBC subtypes
BREM ™ Multivariable predictors of O - HR+HER2- subtyp

L0Ngress 5 ik '
TREMD Multivariable predictors of O -

HR 95% CI p-value
Year of MBC diagnosis Ref 2008 Year of MBC diagnosis Ref 2008
2009  0.91 0.77,1.07 0.24 2009 1.04¢@ 0.95,1.13 0.41
2010 092 0.78,1.08 0.31 2010 1.02 0.94,1.11 0.61
2011 ’ 2011 1.01 0.93,1.10 0.79
2012 2012 0.94 0.86,1.03 017
2013 2013 097 0.89,1.06 0.44
2014 014 1.04 0.95,1.14 0.42
2015 2015  1.03 0.94,1.14 0.52
2016 2016 1.02 091,113 0.77
2017 | 017 114 1.00, 1.29 0.050
Age at MBC diagnosis (per additional year) 1.02 1.01,1.02 <0.001 Age at MBC diagnosis (per additional year) 1.01 1.01,1.01 <0.001
No. of metastatic sites at MBC diagn. Ref <3 No. of metastatic sites at MBC diagn. Ref <3
>3 .73 1.56, 1.92 <0.001 >=3  1.39 1.32,1.47 <0.001
Presence of visceral metastases Ref. no Presence of visceral metastases Ref: no
Yes 1.5 141,1.73 <0.001 Yes  1.49 142, 1.56 <0.001
Metastasis free interval (mths) Ref < 6 months Metastasis free interval (mths) Ref < 6 months
[6-24] months 2,69 2.38, 3.04 <0.001 [6-24] months .41 2.24,2.60 <0.001
>24 months _ 1.39 1.23,1.49 <0.001 >4 months 116 110,1.22 <0.001




EXISTING SECONDARY BREAST CANCER PATIENTS

Diagnosed Secondary BC Patients per year As treatment gets better, more patients
(Greater Manchester) stay in the system for longer
B New sBC Patients
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Current trends are of a 12% increase in
patients in the system every year
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Wardley, HSJ Conference 2019




Metastatic breast cancer

A new sub-class = HER-2 low



Trastuzumab-deruxtecan vs trastuzumab-
emtansine HER2+ mBC

A Fragreecen hoe Sarvimes

B SO hazard ratio DFS 0.28 (95% Cl, 0.22 to 0.37; P<0.001)
= N =R
3 R L Jo . Median PFS NR (95% Cl, 18.5 to NE) TDxd
_ | e ot SRS e 6.8 (95% Cl, 5.6 to 8.2) in the TDM1

HEE X L, 12 months alive without PD

75.8% (95% Cl, 69.8 to 80.7) with trastuzumab deruxtecan

i Vol on Poig s o e s e E Watas e Oramit P gy o . .
ey N, obaciaris 34.1% (95% Cl, 27.7 to 40.5) with trastuzumab emtansine;

J.Cortes, et al,
N Engl J Med 2022; 386:1143-1154 DOI: 10.1056/NEJMo0a2115022
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Background

+ ~60% of mBC cases traditionally categorized as HER2-negative actually express low levels of HER2,
designated as HER2-low (IHC 1+ or IHC 2+/ISH-)12

+ T-DXd is a HER2-directed antibody drug conjugate that targets tumor cells with HER2 expression as
well as neighboring cells through a bystander effect34

 The DESTINY-Breast04 trial demonstrated superior PFS and OS in patients with HER2-low mBC
treated with T-DXd vs TPC at the primary analysis®

« DESTINY-Breast04 established HER2-low mBC as a new targetable patient population, with
T-DXd as a new standard of care®’

At the primary analysis (data cutoff, January 11, 2022), median follow-up was 18.4 months

The objective of this analysis is to report updated efficacy and safety results

from an extended follow-up (data cutoff, March 1, 2023)

HERZ2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; OS, overall survival; PFS, progression-free survival;

T-DXd, trastuzumab deruxtecan; TPC, treatment of physicians’ choice.
1. Schettini F et al. NPJ Breast Cancer. 2021;7:1. 2. Tarantino P et al. J Clin Oncol. 2020;38:1951-1962. 3. Nakada et al. Chem Pharm Bull. 2019,67:173-185. 4. Ogitani et al. Cancer Sci. 2016;107:1039-10486.

5. Modi S et al. N Engl J Med. 2022;387:9-20. 6. Enhertu (fam-trastuzumab deruxtecan-nxki) for injection, for intravenous use. Prescribing information (Daiichi Sankyo, Inc., Basking Ridge, NJ, 2022).
7. Enhertu. Summary of product characteristics. Pfaffenhofen, Germany: Daiichi Sankyo Europe GmbH; 2023).

MADRID Mcnngress
Shanu Modi, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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DESTINY-Breast04 Study Design:
An open-label, multicenter study (NCT03734029)'-3

Patients?

+ HER2-low (IHC 1+ or IHC 2+/ISH-),
unresectable, and/or mBC treated
with 1-2 prior lines of chemotherapy
in the metastatic setting

+ HR+ disease considered endocrine
refractory

Stratification factors

Centrally assessed HER2 status® (IHC 1+ vs IHC 2+/ISH-)
1 vs 2 prior lines of chemotherapy
HR+ (with vs without prior treatment with CDK4/6i) vs HR-

At the updated data cutoff (March 1, 2023), median follow-up was 32.0 months (95% CI, 31.0-32.8 months)

ASCO, American Society of Clinical Oncology; BICR, blinded independent central review; CAP, College of American Pathologists; CDKi, cyclin-dependent kinase 4/6 inhibitors; DOR, duration of response; HER2, human
epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer; ORR, objective response rate; OS, overall survival; PFS, progression-free
survival; R, randomization; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.

alf patients had HR+ mBC, prior endocrine therapy was required. "Performed on adequate archived or recent tumor biopsy per ASCO/CAP guidelines using the VENTANA HER2/neu (4B5) investigational-use-only [IUQ] assay
system, at the time of study. €TPC was administered according to the label. ®Efficacy in the HR- cohort was an exploratory endpoint. #The patient-reported outcomes analysis was conducted in the HR+ cohort (per the statistical

analysis plan) since the primary efficacy endpoint was evaluated in the HR+ cohort.

1. Modi S et al. N Engl J Med. 2022;387:9-20. 2. Harbeck N et al. Presented at: San Antonio Breast Cancer Symposium 2022; December 5-9, 2022; San Antonio, TX. Poster P1-11-0. 3. Prat A et al. Presented at: San Antonio

Breast Cancer Symposium 2022; December 5-9, 2022; San Antonio, TX. Poster HER2-18.

ERESMD "™
2023 Shanu Modi, MD

T-DXd
5.4 mg/kg Q3W
(n = 373)

TPC

Capecitabine, eribulin,
gemcitabine, paclitaxel,
nab-paclitaxel®

(n=184)

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Primary endpoint

Key secondary endpoints®

* OS (HR+ and all patients)

Secondary endpoints®
* PFS by investigator

+ Safety
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Efficacy in the HR- Cohort (Exploratory Analyses)
Overall Survival Progression-Free Survival (by Investigator)
100 Median T-DXd TPC Hazard ratio 100 Median T-DXd TPC Hazard ratio
(95% CIl) (n = 40) (n=18) (95% CI) (95% CI) (n = 40) (n=18) (95% Cl)
90 — = 80
Primary 18.2 mo 8.3 mo 0.48 Z Primary analysis 8.5 mo 2.9 mo 0.46
e 80 analysis! (13.6-NE) (5.6-20.6) (0.24-0.95) E =) (by BICR3)! (4.3-11.7) (1.4-5.1) (0.24-0.89)
2 a
= 70 Updated 17.1 mo 8.3 mo 0.58 g Updated analysis 6.3 mo 2.9 mo 0.29
2 i L] analysis (13.6-23.0) (5.6-20.4) (0.31-1.08) % 60 (by investigator) (4.2-8.5) (1.4-4.2) (0.15-0.57)
nE. % 2PFS by investigator was not analyzed for the
T 0 24-month Landmark (95% CI) a 507 HR- cohort at the time of the primary analysis.
s T-DXd: 32.6% (18.5-47.5%) ple
E 40 TPC: 11.8% (2.0-31.2%) 2 40+
w [ 12-month Landmark (95% CI)
- | e | E - T-DXd: 25.3% (12.8-39.8%)
] ?
5 20 D 20
+  Censored E’ | +  Censored
10 T-DXd (n = 40) a 10 T-DXd (n = 40)
TPC (n = 18) TPC (n = 18) |—|
0 I I I I I | I I I I ] I I I I I ] I I 1 0 [ [ | | [ I I [ | I [ I T [ I | I [ I T I I | I 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 18 17 19 20 21 22 23 24 25 26 27
Time, months Time, months
Patients still at risk: Patients still at risk:
TDXd(n=40) 40 38 36 34 31 28 26 23 19 18 16 14 12 12 12 8 7 5 5 4 2 2 0 T-DXd(n=40) 40 39 35 31 30 26 19 17 16 12 11 11 8 8 7 5 4 3 3 2 2 2

TPCin=18) 18 16 14 13 10 & i 51 -] -1 5 3 2 2 2 2 2 1 1 0

=]

TPCin=18) 18 1 10 * 6 4 2 1 0 0 0 0O 0 0O O O O 0O O O ©C O O O O O O

« There was a 42% reduction in risk of death and 71% reduction in risk of disease progression or death for HR-
patients receiving T-DXd compared with TPC

BICR, blinded independent central review; HR, hormone receptor; mo, month; NE, not evaluable; OS, overall survival; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.
1. Modi S et al. N Engl J Med. 2022;387:9-20.

MADRID mw"gress
Shanu Modi, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Overall Safety Summary Safety analysis set?
* Median treatment duration was 8.2 months (range, 0.2-39.1 months) for T-DXd TPC
T-DXd and 3.5 months (range, 0.3-19.7 months) for TPC n (%) (n=371) | (n=172)
* 16.4% of patients underwent treatment for 218 months in the T-DXd arm
compared with 1.2% of patients in the TPC arm TEAEs 369 (99.5) 169 (88.3)
« The most common TEAEs associated with treatment discontinuation for Grade 23 202 (54.4) 116 (67.4)
patients receiving T-DXd and TPC were investigator-assessed
ILD/pneumonitis (10.2%) and peripheral sensory neuropathy (2.3%), Serious TEAEs 108 (29.1) 44 (25.6)
respectively TEAEs assoclated with o) (oo 1400
« The most common TEAEs associated with dose reduction were nausea dose discontinuation ' '
(4.6%) and decreased platelet count (3.0%) among patients receiving TEAEs associated with
T-DXd vs decreased neutrophil count (10.5%) and palmar-plantar dose interruptions 155(41.8) 73 (42.4)
erythrodysesthesia syndrome (5.2%) among patients receiving TPC TEAEs assoclated with
« Exposure-adjusted incidence rates for any-grade TEAEs were 1.2 and 2.6 dose reductions 89(240) EEEE
per patient-year for the T-DXd and TPC arms, respectively TEAEs associated with
= This supports that longer T-DXd exposure does not increase toxicity deaths L2k, > (29)
» Overall, the safety profile is consistent with results from the primary Total on-treatment 14 (3.8) 8 (4.7)
analysis (data cutoff, January 11, 2022)’ deathsP ' '

ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, treatment of physician's choice.
aSafety analyses were performed in patients who received 21 dose of a study regimen. POn-treatment death is defined as death that occurred any time from date of first dose through 47 days after the last dose of the study treatment.
1. Modi S et al. N Engl J Med. 2022;387:9-20.

Shanu Modi, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Drug-Related TEAEs in 220% of Patients

Nausea [l = = T-DXd, any grade
. m |- =
| Faige  CESSCHD R TPC, grade s
Transaminases increased® 2 4| 1T «TPC. any grade
Alopecia ER s
Neutroparies
Anemia’ ENNENET =
Vomiting _m
Decreased appetite S G
Thrombocytopenia® m
Leukopenia’ 24 7 19
Diarrhea 220 | IRt
Constipation ENRi:

Percent of Patients Experiencing Drug-Related TEAE

T-DXd, trastuzumab deruxtecan; TEAE, treatment-emergent adverse event; TPC, treatment of physician’s choice.

aThis category includes the preferred terms fatigue, asthenia, and malaise. P'This category includes the preferred terms aspartate aminotransferase increased, alanine aminotransferase increased, gamma-glutamyltransferase
increased, and hepatic function abnormal. This category includes the preferred terms neutrophil count decreased and neutropenia. 9This category includes the preferred terms hemoglobin decreased, red cell count decreased,
anemia, and hematocrit decreased. ®This category includes the preferred terms platelet count decreased and thrombocytopenia. 'This category includes the preferred terms white-cell count decreased and leukopenia.

2023 Shanu Modi, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Adverse Events of Special Interest

Grade 1 | Grade 2 | Grade 3 | Grade 4 | Grade 5 |Any Grade

ILD/pneumonitis (adjudicated, drug-related), n (%)
T-DXd (n = 371) 13 (3.5) 24 (6.5) 4 (1.1)2 0 4 (1.1)2 45 (12.1)
TPC (n=172) 1(0.6) 0 0 0 0 1 (0.6)

Left ventricular dysfunction

Ejection fraction decreased, n (%)

T-DXd (n = 371) 2 (0.5) 15 (4.0) 1(0.3) 0 0 18 (4.9)
TPC (n = 172) 0 0 0 0 0 0
Cardiac failure, n (%)

T-DXd (n = 371) 0 1(0.3) 1(0.3) 0 0 2 (0.5)
TPC (n = 172) 0 0 0 0 0 0

« There were no new cases of ILD/pneumonitis since the primary analysis (data cutoff, January 11, 2022)'

ILD, interstitial lung disease; T-DXd, trastuzumab deruxtecan; TPC, treatment of physician’s choice.

3At the primary analysis (data cutoff, January 11, 2022), grade 3 adjudicated drug-related ILD was reported in 5 patients (1.3%). At the cumrent data cutoff, grade 3 adjudicated drug-related ILD is reported in 4 patients (1.1%) as
1 grade 3 ILD case worsened to grade 5 ILD. Consequently, there is an increase in the rate of grade 5 ILD (from 0.8% to 1.1%) without impact on the overall rate of adjudicated drug-related ILD. No ILD cases were pending
adjudication at the updated data cutoff.

1. Modi S et al. N Engl J Med. 2022;387:9-20.

RSV
2023 Shanu Modi, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Conclusions

 Results from the 32-month median follow-up for DESTINY-Breast04 confirm the
sustained clinically meaningful improvement for T-DXd vs TPC previously demonstrated
in HER2-low (IHC 1+, IHC 2+/ISH-) mBC," regardless of HR status

 With longer treatment duration, the overall safety profile of T-DXd was acceptable and
generally manageable, and was consistent with the primary analysis’

* Rates of ILD/pneumonitis remained unchanged with longer follow-up, and rates of left ventricular
dysfunction were consistent with previously observed rates

Outcomes from the longer follow-up of DESTINY-Breast04 continue to support

the use of T-DXd as the new standard of care after 1L+ chemotherapy in
patients with HER2-low mBC

1L, first-line; HER2, human epidermal growth factor receptor 2; HR, hormone receptor; IHC, immunohistochemistry; ILD, interstitial lung disease; ISH, in situ hybridization; mBC, metastatic breast cancer;
T-DXd, trastuzumab deruxtecan; TPC, treatment of physicians’ choice.
1. Modi S et al. N Engl J Med. 2022;387:9-20.

Shanu Modi, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
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Adjuvant abemaciclib plus endocrine therapy for HR+,

HER2-, high-risk early breast cancer: results from a 2
preplanned monarchE overall survival interim
analysis, including 5-year efficacy outcomes

Nadia Harbeck, Priya Rastogi, Joyce O'Shaughnessy, Frances Boyle, Javier
Cortes, Hope S. Rugo, Matthew P. Goetz, Erka Hamilton, Chiun-Sheng
Huang, Elzbieta Senkus, Alexey Tryakin, Patrick Neven, Jens Huober, Ran
Wei, Valérie Andre, Maria Munoz, Belen San Antonio, Ashwin Shahir, Miguel
Martin, Stephen Johnston

Nadia Harbeck, MD
Breast Center, LMU University Hospital, Munich Germany

Madrid, Spain. 20 October 2023




monarchE Study Design (NCT03155997)

COHORT 1
91%

HR+, HER2-,

Node-Positive,
High-risk EBC

Cohort 2
9%

*Recruitment from July 2017 1o August 2019,

[TT population®
(includes both Cohort 1 and Cohort 2)

) 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

k - Tumor size 25 cm

\

Cohort 2:
High-risk based on KI-67

* 1-3 ALN ang K67 220%
+ <Grade 3 and/or tumor <5 cm

'Endocring therapy of physician's cheoice [e.g., aromatase inhibitors, tamoxifen, GnRH agonist].

ERIESVD™™
2023

Nadia Harbeck, MD

On-study treatment period
Abemaciclib
(150mg twice daily)
-
( Endocrine Therapy' Follow-up period
R1:1 Endocrine Therapy
N = 5637* 3-8 years as clinically
\ indicated
Endocrine Therapy'
Stratified for: " A cipal oty tedorhe oA -
« Prior chemotherapy : Primary Objective: IDFS '

Secondary Objectives: IDFS in high Ki-67 "
* Mencpa tatus | :
. Regn S8 1 populations, DRFS, 0S, safely, PK, PROs |

|
N ot o - ’

Content of this presentation is copyright and responsibdity of the author. Permission is required for re-use.



Overall Survival Interim Analysis 3 (OS 1A3)

On-study treatment period
2 years

Abemaciclib + Endocrine Therapy

Endocrine Therapy

Year 1 Year 2 Year 3 Year 4 Year 5

Endocrine Therapy for additional
3-8 years as clinically indicated

Follow-up
time

o Here, we report 5-year efficacy results from a prespecified monarchE analysis
* Data cutoff July 39, 2023
o Extent of follow-up at OS IA3 allows for robust estimation of IDFS and DRFS at the critical 5-year landmark

e Median follow-up time is 4.5 years (54 months)

o All patients are off abemaciclib
* More than 80% of patients have been followed for at least 2 years since completing abemaciclib

201 Madia Harbeck, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Sustained IDFS Benefit in ITT

Z-year abemaciclib treatmemt

period

" 92.7 (A=2.8)
= 89.2 (\=4.8) .
g aqg 899 - 86.0 (A=6.0) 83.6 (1=7.6)
-
.:% 80 4 :
2 70 : 76.0
e |
L g0+ |
I |
% a0 1 : Number of IDFS evenis
2 .o : Abemaciclib + ET  ET Alone
(] | [ 407 585
g 30 : HR (95% Cl): 0.680 (0.599, 0.772)
@ ' Mominal p <0.001
2 20- :
I
|

L] L] L L] r 1

0 6 12 18 24 EI-D_ K13] 4.2 48 o4 60 (515] 2
Time (months)

Mumber at risk

Abemaciclib+ ET 2808 2621 2549 2479 2408 2347 2284 2220 2085 1175 490 T4
ET alone 2829 2653 2573 2474 2374 281 2185 2125 1974 1124 473 67

32% reduction in the risk of developing an IDFS event.
The KM curves continue to separate and the absolute difference in IDFS rates between arms was 7.6% at 5 years

2023 Madia Harbeck, MD Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.




Efficacy Outcomes by Ki-67 Index in Cohort 1

IDFS

Number of events, n

HR (95% Cl)

Nominal p-value

5-year IDFS rate, % (95% CI)
DRFS

Number of events, n

HR (95% Cl)

Nominal p-value

5-year DRFS rate, % (95% Cl)
0S (immature)

Number of events, n

HR. (95% Cl)

Nominal p-value

Cohort 1 Ki-67 High

Cohort 1 Ki-67 Low

Abemaciclib + ET ET
n=1017 n= 986
176 251
0.643 (0.530, 0.781)
p<0.001

81.0(78.1, 83.4) 72.0 (68.7, 75.0)

152 221
0.634 (0.515, 0.781)
p<0.001

83.4 (80.7, 85.8) 75.2 (72.1, 78.0)

92 121
0.717 (0.546, 0.941)
p=0.016

Abemaciclib + ET ET
n=946 n=968
116 171
0.662 (0.522, 0.839)
p<0.001

86.3 (83.6, 88.6) 80.2(77.2,82.9)

96 143
0.664 (0.512, 0.861)
p=0.002
88.6 (86.1, 90.7) 83.5 (80.7, 86.0)

56 62
0.911 (0.633, 1.309)
p=0613

Within Cohort 1, similar abemaciclib treatment effects were observed regardless of Ki-67 index

]

Madia Harbeck, MD

Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.



Genetics and family history

*Around 15-20% of men and women with breast cancer will have a family history of the disease

*Inherited mutations in BRCAl and BRCA2 genes account for about 4-6% of all breast cancer
cases in women and around 11-12% of cases in men

*In the general population, around 1in 300-400 people carry a BRCA1 or BRCA2 mutation.
People of Ashkenazi Jewish descent have a1in 40 chance of carrying a BRCA mutation.

https://www.breastcanceruk.org.uk/about-breast-cancer/facts-figsures-and-
gas/facts-and-figures/ Accessed 9 November 2023



https://www.breastcanceruk.org.uk/about-breast-cancer/facts-figures-and-qas/facts-and-figures/
https://www.breastcanceruk.org.uk/about-breast-cancer/facts-figures-and-qas/facts-and-figures/
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ORIGINAL ARTICLE

Adjuvant Olaparib for Patients with BRCAI- or BRCA2-Mutated Breast Cancer

Andrew N.J. Tutt, M.B., Ch.B., Ph.D., Judy E. Garber, M.D., M.P.H., Bella Kaufman, M.D., Giuseppe Viale, M.D., Debora Fumagalli, M.D., Ph.D., Priya Rastogi, M.D., Richard D.
Gelber, Ph.D., Evandro de Azambuja, M.D., Ph.D., Anitra Fielding, M.B., Ch.B., Judith Balmafia, M.D., Ph.D., Susan M. Domchek, M.D., Karen A. Gelmon, M.D., et al., for the
OlympiA Clinical Trial Steering Committee and Investigators™

surgery and adjuvant chemotherapy -

FIGURE S1: OLYMPIA TRIAL SCHEMA TN BC (2pN1 , any pT) or (pNO’ pT2+)
* Germline BRCA1 or BRCA2 pathogenic/likely pathogenic ER and/ (_)f Pg R po§itive/ H ER_'_Z -ve 24
varientbreent cancen pathologically confirmed positive lymph
+ HER2-negative (hormone receptor—positive
or TNBC) Olaparib 300 mg nodes
+ Completed local treatment and at least six cycles of aidiadaal Sl ot
neoadjuvant or adjuvant chemotherapy containing P MT
anthracycline and/or taxanes N=1836
" 1:1 randomization* _ TN BC non_pCR
TNBC : :
* Neoadjuvant: non-pCR o[ FiEER0 Ties iy - ER and/or PgR positive/HER-2 -ve non-
* Adjuvant: 2pT2 or 2pN1 for 1 year
Hormone receptor—positive pCR AN D a CPS&EG score 23-
o ecdfweli Ien bomioo SF o EC ecdie 22 Instructions how to calculate CPS&EG
* Adjuvant: 24 positive lymph nodes

score

' Secondary End Points
» Distant-disease-free survival
» Overall survival

Primary End Point
« Invasive-disease-free survival

Tutt A, et al,

N Engl J Med 2021; 384:2394-2405 DOI: 10.1056/NEJM0a2105215



Table 1. Demographic and Disease Characteristics of the Patients at Baseline.*

Characteristic
Median age (interquartile range) — yr
Germline BRCA mutation — no. (%6) T
BRCAT1
BRCA2
BRCAT and BRCAZ2
Missing data
Previous adjuvant or neoadjuvant chemotherapy — no. (%)
Adjuvant
Neoadjuvant
Regimen with both anthracycline and taxane
Anthracycline regimen, without taxane
Taxane regimen, without anthracycline
Regimen not reported
<6 Cycles of neoadjuvant or adjuvant chemotherapy

Platinum-based neoadjuvant or adjuvant therapy

No

Olaparib
(N=921)

42 (36-49)

657 (71.3)
261 (28.3)
2 (0.2)
1(01)

461 (50.1)
460 (49.9)
871 (94.6)
7 (0.8)
43 (4.7)
0
7 (0.8)

674 (73.2)

Placebo
(N=915)

43 (36-50)

670 (73.2)
239 (26.1)
5 (0.5)
1(01)

455 (49.7)

460 (50.3)

849 (92.8)
13 (1.4)
52 (5.7)
1(01)
15 (1.6)

676 (73.9)

Tutt A, et al,

N Engl J Med 2021; 384:2394-2405 DOI: 10.1056/NEJM0a2105215



A Invasive Disease—free Survival

100 933
904 89.2 85.9
304 884 Olaparib (106 events)
_ 70 81.5 771 Placebo (178 events)
£ 6o Between-group difference in
.E 50 3-yr invasive disease—free survival,
K] 8.8 percentage points
F 407 (95% Cl, 4.5-13.0)
30 Stratified hazard ratio for invasive
204 disease or death, 0.58
104 (99.5% Cl, 0.41-0.82)
P<0.001
0 T T T T T T T
0 6 12 18 24 30 36 42
Months since Randomization
No. at Risk
Olaparib 921 820 737 607 477 361 276 183
Placebo 915 807 732 585 452 353 256 173
B Distant Disease—free Survival
100~ 943
90.0 87.5
90 — 5 .
0.2 Olaparib (89 events)
80 ' 83.9 Placebo (152 events)
704 80.4
£ 60 Between-group difference in
E 50 3-yr distant disease—free survival,
@ 7.1 percentage points
F 407 (95% Cl, 3.0-11.1)
304 Stratified hazard ratio for distant
204 disease or death, 0.57
10 (99.5% Cl, 0.39-0.83)
P<0.001
O T T T T T T T
0 6 12 18 24 30 36 42
Months since Randomization
No. at Risk
Olaparib 921 823 744 612 479 364 279 187
Placebo 915 817 742 594 461 359 263 179
C Overall Survival
100 98.1 a5
: 92.0
90 96.9 h Olaparib (59 deaths)
20 ' 88.3 Placebo (86 deaths)
704
ST
,E 50 Between-group dif'ference in
@ 3-yr overall survival,
K 40+ 3.7 percentage points
30 (95% Cl, 0.3-7.1)
204 Stratified hazard ratio for death, 0.68
(99% Cl, 0.44-1.05)
104 P=0.02
c T T T T T T T
] 6 12 18 24 30 36 42
Months since Randomization
No. at Risk
Olaparib 921 856 801 659 531 400 310 205
Placebo 915 865 801 659 516 397 292 199

IDFS: (hazard ratio, 0.58; 99.5% Cl, 0.41 to
0.82; P<0.001)

3 years 85.9% in the olaparib group vs. 77.1%

DDFS
hazard ratio, 0.57; 99.5% Cl, 0.39 to 0.83; P<0.001)

3 years 87.5% in the olaparib group vs. 80.4%

OS hazard ratio of 0.68 (99% Cl, 0.44 to 1.05; P=0.02)

Tutt A, et al,
N EnglJ Med 2021; 384:2394-2405 DOI 10.1056/NEJM0a2105215



Table 3. Summary of Adverse Events in the Safety Analysis Set.*

Adverse Event Olaparib (N=911) Placebo (N=904)
no. of patients (%)
Any adverse event 835 (91.7) 753 (83.3)
Serious adverse event 79 (8.7) 76 (8.4)
Adverse event of special interestt 30 (3.3) 46 (5.1)
MDS or AML 2 (0.2) 3 (0.3)
Pneumonitist 9 (1.0 11 (1.2)
New primary cancerf 19 (2.1) 32 (3.5)
Grade 23 adverse event 221 (24.3) 102 (11.3)
Grade 4 adverse eventf| 17 (1.9) 4 (0.4)
Adverse event leading to permanent discontinuation of olaparib or placeboll 90 (9.9) 38 (4.2)
Adverse event leading to death** 1(0.0) 2 (0.2)

Tutt A, et al,
N EnglJ Med 2021; 384:2394-2405 DOI 10.1056/NEJM0a2105215



Neoadjuvant approach — now the
treatment of choice in HER2+ EBC

SPECIAL ARTICLE

Early breast cancer: ESMO Clinical Practice Guidelines
for diagnosis, treatment and follow-up’

F.Cardoso’, 5. Kyriakides®, 5. Ohno®, F. Penault-Llorca®®, P. Poortmans™”, | T. Rubio®, 5. Zackrisson® &
E. Senkus ', on behalf of the ESMO Guidelines Committee

“A neoadjuvant approach should be preferred in
subtypes highly sensitive to chemotherapy, such
as triple-negative and HER2-positive, in tumours
>2 cm and/or a positive axilla.”

1)

2 Neoadjuvant Chemotherapy, Endocrine Therap_ @&

. and Targeted Therapy for Breast Cancer:
~ASCO Guideline

Larissa A. Korde, MD'; Mark R. Somerfield, PhD®; Lisa A. Carey, MD?; Jennie R. Crews, MD"; Neelima Denduburi, MD*;

E. Shelley Hwang, MD®; Seema A. Khan, MO7; Sibylle Leibl, MD, PhD® Elizabeth A. Morris, MDY Alejandra Perez, MD'%;

Meredith M. Regan, ScD''; Patricia A. Spears, BS"; Preeti K. Sudheendra, MD'; W. Fraser Symmans, MD'*; Rachel L. Yung, MD¥;
Brittany E. Harvey, B5%; and Dawn L. Hershman, MD'*

Q

oads «

HJ].‘]!'[.H‘ lE‘

J Clin Oncol 39:1485-1505, 2021

“neoadjuvant therapy is the treatment of choice in
all but small (<1cm), node-negative, TNBC, or HER2-
positive tumors.”

the presence or absence of residual disease after neoadjuvant therapy may alter

treatment recommendations in the adjuvant setting



F. Schmid KN522 |AG ESMO 2023

KEYNOTE-522 Study Design (NCT03036488)

- Neoadjuvant Phase g Adjuvant Phase =p
Stratification Factors:
» Nodal status (+vs -) Neoadjuvant Treatment1 Neoadjuvant Treatment 2 Adjuvant Treatment
* Tumor size (T1/T2 vs T3/T4) (cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

» Carboplatin schedule (QW vs Q3W)

.-Key Eligibility Criteria

Age 218 years

Newly diagnosed TNBC of Pembrolizumab200 mg Q3W
either T1c N1-2 or T2-4 NO-2

— Pembrolizumab 200 mg Q3W

ECOG PS0-1

Tissue sample for PD-L1
assessment?

S
U
R
G
E
R
Y

Placebo

Primary Endpoints
+ pCR(ypT0/Tis ypNO)
* EFS Neoadjuvant phase: starts from the first neoadjuvant treatment and ends

:""E;g'l;d;?ér;‘:mo&";ﬁd I after definitive surgery (post-treatment included)

+ pCR, EFS, and OS in PD-L1+ population Adjuvant phase: starts from the first adjuvant treatment and includes
- Safety radiation therapy as indicated (post-treatment included)

Iust consist of af least 2 separate wmor cores from the primary fumor. *Carboplain dose was AUC 5 Q3W or AUC 1.5 QW. “Pacliaxel dose was B0 mg/m® OW. “Doxorubicin dose was 60 mg/m? Q3W. *Epirubicin dose was 50 mg/m? Q3W.
Cyclophosphamide dose was 600 mg/m? Q3W.



EFS

F. Schmid KN522 |AG ESMO 2023

Pembro + Chemo/Pembro

Placebo + Chemo/Placebo

Percentage of Patients

HR
(95% Cl)

0.63¢
(0.48-0.82)

a
L Events

15.7%
23.8%

100- :

1 84.5%

716.8%

10—
Median follow-up®: 39.1 mo
0 I I 1 I 1 1 | 1 1 1 I I 1 I 1 1

0 3 6 9 12 1518 21 24 27 30 33 36 39 42 45 48 51

Time, months

No. at risk

784 781769 751 728 718 702 692 681 671 652 551 433 303165 28 0 O
390 386 382 368 358 342 328 319 310 304 297 250 195140 83 17 0 O

P-value
0.000314

Percentage of Patients

Pembro + Chemo/Pembro

Placebo + Chemo/Placebo

100+
904
804
704
60+
504
404
304
204
10—
0

Median follow-up®: 63.1 mo

IAGD

HR
Events (95% CI)
18.5% 0.63¢€
(0.49-0.81)
27.7%

72.3%

0

I
6

No. at risk
84

390

69
382 35 329 IN

I
12

728

I I I I I I I I 1
18 24 30 36 42 48 54 60 66 72

Time, months

/02 681 665 6 643 631 B12 411 162 0

299 292 286 284 274 189 79 0

IThe 4th prespecified interim analysis of EFS was calendar-driven planned fo occur ~48 months afier the first paricipant was randomized. "The 6 prespedified interim analysis of EFS was calendar-driven planned © occur ~72 monds afier the
first paricipant was randomized.“Hazard rado (Cl) analyzed based on a Cox regression model with freament as a covariaie siraffed by the randomizadon sradfication faciors. “Prespecified F-value boundary of 0.00517 was crossed. *Defined as
the ime from randomizason io the data cuinff dae of March 23, 2021. Defined as the fime from randomizason o the data cuinf date of March 23, 2023.
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EFS by pCR (ypTO/Tis ypNO)

F. Schmid KN522 |AG ESMO 2023

904
80-
70+
60—
50-
40+
304
20+
10=-

IA4

Pembro + Chemo/Pembro Responder

Placebo + Chemo/Placebo Responder

194.4%
e | pCRYes

192.5%

HR (95%Cl)

- 0.73(0.39-1.36)

_ pCRNe
HR (95% Cl)

0.70 (0.52-0.95)

0 1 | 1 1 1

0 3 6 9121518212427 3033 363942454851

No. at risk

Time, months

494 494 494 489 483 482 4TS 477 472 470 460 387 307 220 122 18 0 0

27 217 217 216 214 207 206 203 200 200 197 165 130 &7 356

Daa cunff dake: March 23, 2021,

9

0 0

Percentage of Patients

I1A6 |
100t o . 192.2%
| el BCR Yes
90 188 20 }HR{EE%CI}
80— ! 70— 0.65(0.39-1.08)
70 l
I
60- E pCR No
- HR (95% CI)
50 : 0.72 (0.54-0.96)
40= :
30- |
Pembro + Chemo/Pembro Responder I
20— Placebo + Chemo/Placebo Responder I
I
10- |
0 ] ] ] I I I I I I : I ]
0 6 12 18 24 30 36 42 48 54 60 66 72
No. at risk Time, months

4895 485 484 479 473 468

217 217 214 206

Daa cunff dake: March 23, 2023.

200

463 458 451

189 197 195 134

439
185

295
130 53 0

120 0
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Summary and Conclusions

* After a median follow-up of >5 years, neoadjuvant pembro + chemo followed by adjuvant
pembro continues to show a clinically meaningful improvement in EFS compared with
neoadjuvant chemo alone in patients with high-risk, early-stage TNBC

- The EFS benefit with pembro was generally consistent across prespecified subgroups, including
those defined by PD-L1 expression and nodal involvement

- The reduction in EFS events in the pembro group was observed regardless of pCR outcome; in a

prespecified, non-randomized, exploratory analysis, pembro improved EFS by 4.0 percentage points
in patients with a pCR and 10.3 percentage points in patients without a pCR compared to placebo

- There was a higher rate of distant recurrence-free survival with pembro versus placebo

* Follow-up for OS is ongoing

* These results provide further support for pembro plus platinum-containing neoadjuvant
chemo followed by adjuvant pembro after surgery, regardiess of the pCR ouftcome, as a
standard-of-care treatment regimen for patients with high-risk, early-stage TNBC



Event-free survival (%)

..and actionable

CLINICAL CANCER RESEARCH | PRECISION MEDICINE AMD IMAGING

Pathologic Complete Response after Neoadjuvant
Chemotherapy and Impact on Breast Cancer Recurrence
and Survival: A Comprehensive Meta-analysis

Laura M. Spring"?, Geoffrey Fell®, Andrea Arfe*, Chandni Sharma', Rachel Greenup®, Kerry L. Reynolds'?,

Barbara L. Smith™?, Brian Alexander™®, Beverly Moy™, Steven J. lsakoff™® Giovanni Parmigiani®®,
Lorenze Trippa™®, and Aditya Bardia'”

i@

HER2+ (n=7620)
100% e

90%

RESPONSE-ADAPTED THERAPY?

80% -
70% —

40% 1
30% 1
20% 1
10%1  (HR=0.32; 95% PI, 0.21-0.47)
0% v x ' . : ' '

NOT YET

60% ——— Adjuvant T-DM1
50% | ©— YES | ATHERINE (2019)

0 1 2 3 4 5 6 7
Years
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KATHERINE: design

cT1lc-T4/NO-3/MO

completed neoadjuvant chemotherapy
plus HER2-targeted therapy?*

residual invasive tumour in breast or
axillary nodes

(N = 1486)

*Neoadjuvant therapy

> 6 cycles of chemotherapy with >9
weeks of taxane
> 9 weeks trastuzumab

Stratification factors

Clinical presentation: inoperable vs operable
ER status

Pre-operative therapy: trastuzumab versus
combination with additional HER2 agent
ypN status

Statistics

. 1° endpoint: IDFS

. single interim analysis of IDFS
when 67% of events had
occurred



) OUTREACH

RESEARCH & INNOVATION

KATHERINE: results - IDFS

3 year 1Dr> .37
1004 3yearIDFS A11.3%
- 0,
g 88.3%
2
g 80 25 4 222 M Trastuzumab
g 77.0% m T-DM1
2 20
= Trastuzumab
n
o — T-DM1
T g
LT'_ %;15
2 40- 5
3 T-DM1 (n=743) Trastuzumab (n=743) F10
()
g Events,n | 91 165
‘@ 20 5
>
c ifi . 0, - .
= Unstratified HR 0.50; 95% Cl 0.39-0.64; p<0.0001 i 13 04 os
0- . . . . . . . . ; ; ; Total patients Distant Locoregional Contralateral Death without
0 6 12 18 24 30 36 42 48 54 60 with IDFS event® recurrence recurrence breast cancer prior event
) Time (months)
No. at Risk
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4
T-DM1 743 707 681 658 633 561 409 255 142 44 4 o, [v)
DR: 15.9% - 10.5%
LRR: 4.69 1.19%
The NEW ENGLAN D * 669 ¢ A)
JOURNAL of MEDICINE

Trastuzumab Emtansine for Residual Invasive HER2-Positive BUt) CNS: 4'3% 9 509%

Breast Cancer

G. von Minckwitz, C.-S. Huang, M.S. Mano, S. Loibl, E.P. Mamounas, M. Untch, N. Wolmark, P. Rastogi,
A. Schneeweiss, A. Redondo, H.H. Fischer, W. Jacot, A.K. Conlin, C. Arce-Salinas, I.L. Wapnir, C. Jackisch
M.P. DiGiovanna, P.A. Fasching, J.P. Crown, P, Wu\hn;{‘ Z. Shao, E. Rota Caremoli, H. Wu, L.H. Lam,

D. Tesarowski, M. Smitt, H. Douthwaite, S.M. Singel, and C.E. Geyer, Jr., for the KATHERINE Investigators*



The evolving HER2 treatment
landscape

stage 1

chemo
—_—
Trastuzumab

Trastuzumab
Pertuzumab
chemo

- Trastuzumab
YES +/- Pertuzumab
Trastuzumab

Pertuzumab Destiny-Breast05 compassHER2 RD
TDxd vs T-DM1 Tucatinib + T-DM1

HER2-
positive
breast

cancer

eMonarcHER
abemaciclib

Astefania
atezolizumab + T-DM1




..and predicts excellent survival outcomes

Tryphaen Tryphaen g(RISTINE TRAIN-24 TRAIN-24 WSG- -TP- DAPHNE’
a2 a2 ADAPT-

HER2+/HR
5

regimen THPx4  TCHP FEC x3 TCHP PacCH FECx3 wPacH wPacH wPacH

(F"‘SC";”V;""‘ X 6 —THP x6 Px9 —PacC Px12 P x12 P
x3) X3 HPx6  wks wks x12wks
N 107 77 75 221 206 212 42 102 97
PCR ER- 63%* 84% 65% 73% 84% 89% 90% n/a 84%
PCR ER+ 26%* 50% 49% 44% 55% 51% n/a 57% 43%

3yr IDFS
97.5%

5yr PFS
85%

5yr IDFS
98%

(1) Gianni L, et al. Lancet Oncol 2012;13: 25-32; (2) Schneeweiss A, et al. Ann Oncol 2013;24: 2278-2284; (3) Hurwitz S, et al. Lancet
Oncol 2018; 19: 115-126 (4) van Ramshorst M, et al. Lancet Oncol 2018;19:1630-1640; (5) Nitz U, et al. Ann Oncol 2017;28: 2768-2772;
(6) Gluz O, et al. J Clin Oncol 2020;38(15 suppl):515; (7) Waks A, et al. Cancer Res 2021;81(4 Suppl): PD3-05.

*breast only



Quality of pCR achieved with reduced versus
standard therapy?

WSG-ADAPT HER2+/HR-

B ypT07is, ypNO 38/42 33/42 &
I ypTO, ypNO 8 ]
5y-iDFS L
— 10
800 $57 AmB:98% [84; 100]
3 Arm A: pCRYis: 98% [78; 100] no further chemo after pCR:
_8,_’3 3 Arm A: non-pCR/is: 83% [69; 91]
__ 600 g Arm A -29%
oo © E P
< 2w | non-pCRY/is vs pCR/is in arm A: _ 0
& 531 HRO.18,95%Cl: [0.02; 1.43]; p=.106 Arm B -79%
(b)' 40.0 8 7
O 7 T T T T T
0 12 24 36 48 60
months
Number at risk
20.0 Arm A, no pCR/is 59 56 51 46 41 25
Arm A, pCR/is 31 31 26 25 25 15
TR B, 42 41 40 37 35 21 o 60% cT2-4
0 34.4% 24.4% 90.5% 78.6% ATEP), nopOR P+ AR B(T+P+PaC) hd 42 % C N +
A B
(T+P) (T + P + Paclitaxel)

Nitz, U. et al. Ann Oncol 2017; 28:2768-72; Harbeck, N. et al. ASCO 2021



Does more treatment after pCR achieved change
outcomes?

CLINICAL CANMCER RESEARCH | PRECISIOMN MEDICINE AND IMAGING

Pathologic Complete Response after Neoadjuvant
Chemotherapy and Impact on Breast Cancer Recurrence

and Survival: A Comprehensive Meta-analysis

Laura M. Spring'®, Gecfirey Fell®, Andrea Arfe®, Chandni Sharma', Rachel Greenup®, Kerry L. Reynolds'?,
Barbara L. Smith™, Brian Alexander®?, Beverly Moy™, Steven J. Isakof™ Giovanni Parmigiani®®
Lorenzo Trippa™®, and Aditya Bardia'®

He)

e similar association of pCR with improved EFS:

A 100% * no subsequent adjuvant chemotherapy (HR 0.36, 95% Cl: 0.27-0.54)
* adjuvant chemotherapy (HR 0.36, 95% Cl: 0.19-0.67),

__ 9%0% * no significant difference between the groups (p=0.60)
<
S 80%
g
8 pCR / no adjuvant chemo (n=18 462)
g 70%
o 60%

50%

0 1 2 3 4 5 6

Years

Spring, L. et al. Clin Cancer Res 2020;26:2838—48



The evolving HER2 landscape

chemo
—_—
Trastuzumab

Trastuzumab
Pertuzumab

4 N

EA1181/CompassHER2 pCR
Trastuzumab
12 wks THP -
YES +/- Pertuzumab

chemo
Trastuzumab
Pertuzumab

HER2-
positive
breast

cancer

HER2-RADICAL Y,
9 cycles trastuzumab

BIG Decrescendo
12 wks THP

HER2-RADICAL
no anthracycline



HER2-RADICAL Study (UK)

pre-study, standard of care HER2-RADICAL
pCR Registration - complete 9 cycles / 6 FOLIOWIUE
erorisyeno) | UL T (3 e e e
cTIN1 non-anthracycline, taxane- cycles) £ inelbeini: Kafepao ravintmva (161
CcT2NO-1 | based chemo + trastuzumab - no pertuzumab IR S epst es Tiene
e disease free survival (iDFS), distant recurrence free
no pCR L p not eligible interval (DRFI), breast cancer-free interval (BCFI) , overall
survival (0S)
2° endpoints - other: path dh ce,
cost-effectiveness
Participants receive less treatment 10 endpoint - 3 year incidence of
compared with standard care by: relapse
* A) Receiving a total of 9 cycles of trastuzumab « RFI: local or distant relapse or death from
« B) NOT receiving any further pertuzumab breast cancer in the absence of a previously
. . identified relapse (intercurrent deaths
* C) NOT receiving any further chemotherapy, in pse (
censored)

particular, not receiving any anthracyclines
*  90% power to exclude an event rate >6.5% at 3

years

The Institute of sl : National Institute
I C Cancer Research herzradlcal |crctsu@|cr.ac.uk N IH R | for Health Research


mailto:her2radical-icrctsu@icr.ac.uk

Breast cancer as a chronic disease

Outcomes for breast cancer patients has improved enormously in 20 years
Treatment options have proliferated
Demands on patients and service increase year on year

Inequity of access to treatment and support is a major concern




Breast cancer as a chronic disease

Is the NHS breast cancer service fit for 2020’s
Paradigm shift to primary medical therapy
Complexity of adjuvant therapies
Needs of secondary breast cancer patients

Access to research opportunities for patients




Association
a C p Phyeieians  Representing and supporting medical oncologists in the UK

‘Before you are a leader, success is all about growing yourself.
When you become a leader, success is all about growing others”

Jack Welch






	Slide 1
	Slide 2: Breast cancer update
	Slide 3
	Slide 4: UICC data
	Slide 5: ESME-Evolution of OVERALL SURVIVAL across MBC subtypes
	Slide 6: ESME-Evolution of OVERALL SURVIVAL across MBC subtypes
	Slide 7: ESME-Evolution of OVERALL SURVIVAL across MBC subtypes
	Slide 8: EXISTING SECONDARY BREAST CANCER PATIENTS
	Slide 9: Metastatic breast cancer 
	Slide 10: Trastuzumab-deruxtecan vs trastuzumab-emtansine HER2+ mBC 
	Slide 11
	Slide 12
	Slide 13
	Slide 14
	Slide 15
	Slide 16
	Slide 17
	Slide 18
	Slide 19
	Slide 20
	Slide 21
	Slide 22
	Slide 23
	Slide 24
	Slide 25
	Slide 26
	Slide 27
	Slide 28
	Slide 29: Neoadjuvant approach – now the treatment of choice in HER2+ EBC
	Slide 30
	Slide 31
	Slide 32
	Slide 33
	Slide 34: ..and actionable
	Slide 35: KATHERINE: design
	Slide 36: KATHERINE: results - IDFS
	Slide 37: The evolving HER2 treatment landscape
	Slide 38: ..and predicts excellent survival outcomes
	Slide 39: Quality of pCR achieved with reduced versus standard therapy?
	Slide 40: Does more treatment after pCR achieved change outcomes?
	Slide 41: The evolving HER2 landscape
	Slide 42: HER2-RADiCAL Study (UK)
	Slide 43: Thoughts 
	Slide 44: I leave you with this question?
	Slide 45
	Slide 46

