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Breast cancer update
Professor Andrew M. Wardley 



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

•Breast cancer is the 4th most common cause of cancer death and the 2nd 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 mid-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-figures-and-
qas/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

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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▪ ESME

▪ What is chronic dis

▪ Models of care 

▪ Access to research

ESME-Evolution of OVERALL SURVIVAL across MBC subtypes



6

ESME-Evolution of OVERALL SURVIVAL across MBC subtypes
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ESME-Evolution of OVERALL SURVIVAL across MBC subtypes

Delaloge, et al, ESMO 2020
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As treatment gets better, more patients 
stay in the system for longer

Current trends are of a 12% increase in 
patients in the system every year

Key challenge of increasing SACT activity across Greater Manchester

EXISTING SECONDARY BREAST CANCER PATIENTS

12% YoY 

increase

5% YoY 

increase

Wardley, HSJ Conference 2019



Metastatic breast cancer 

A new sub-class = HER-2 low



Trastuzumab-deruxtecan vs trastuzumab-
emtansine HER2+ mBC

hazard ratio DFS 0.28 (95% CI, 0.22 to 0.37; P<0.001)

Median PFS NR (95% CI, 18.5 to NE) TDxd 
                      6.8 (95% CI, 5.6 to 8.2) in the TDM1 

12 months alive without PD

75.8% (95% CI, 69.8 to 80.7) with trastuzumab deruxtecan 
34.1% (95% CI, 27.7 to 40.5) with trastuzumab emtansine; 

J.Cortes, et al,
N Engl J Med 2022; 386:1143-1154 DOI: 10.1056/NEJMoa2115022



























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

•Inherited mutations in BRCA1 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 1 in 300-400 people carry a BRCA1 or BRCA2 mutation. 
People of Ashkenazi Jewish descent have a 1 in 40 chance of carrying a BRCA mutation.

Genetics and family history

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


Rose M, et al, Front Cell Dev Biol. 2020 Sep 9;8:564601. doi: 10.3389/fcell.2020.564601. 



Tutt A, et al, 

N Engl J Med 2021; 384:2394-2405 DOI: 10.1056/NEJMoa2105215

surgery and adjuvant chemotherapy - 

TNBC (≥pN1, any pT) or (pN0, pT2+) 

ER and/or PgR positive/HER-2 -ve ≥4 

pathologically confirmed positive lymph 

nodes 

PMT 

- TNBC non-pCR 

- ER and/or PgR positive/HER-2 -ve non-

pCR  AND a CPS&EG score ≥3. 

Instructions how to calculate CPS&EG 

score



Tutt A, et al, 

N Engl J Med 2021; 384:2394-2405 DOI: 10.1056/NEJMoa2105215



IDFS: (hazard ratio, 0.58; 99.5% CI, 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% CI, 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% CI, 0.44 to 1.05; P=0.02)8 

(99% CI, 0.44 to 1.05; P=0.02)

Tutt A, et al, 

N Engl J Med 2021; 384:2394-2405 DOI 10.1056/NEJMoa2105215



Tutt A, et al, 

N Engl J Med 2021; 384:2394-2405 DOI 10.1056/NEJMoa2105215



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

“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.” 

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











..and actionable

RESPONSE-ADAPTED THERAPY?

YES

pCR

(HR = 0.32; 95% PI, 0.21–0.47) 

HER2+ (n=7620)

NOT YET

no pCR Adjuvant T-DM1

KATHERINE (2019)



KATHERINE: design

• cT1c - T4 / N0-3 / M0

• completed neoadjuvant chemotherapy 

plus HER2-targeted therapy

• residual invasive tumour in breast or 

axillary nodes 

• (N = 1486)

T-DM1 

3.6 mg/kg Q3W

14 cycles

Trastuzumab

6mg/kg IV Q3W

14 cycles

R

1:1

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
• 1o endpoint: IDFS
• single interim analysis of IDFS 

when 67% of events had 
occurred



KATHERINE: results - IDFS

San Antonio Breast Cancer Symposium December 4–8, 2018
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(4.3)
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First IDFS Events 

^Patients who experience additional IDFS event(s) within 61 days of their first IDFS event are reported in the category according to the following hierarchy:                                             

[1] Distant recurrence; [2] Locoregional recurrence; [3]  Contralateral breast cancer; [4] Death without prior event. 

*CNS metastases as component of distant recurrence (isolated or with other sites). 
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4.6

Trastuzumab T-DM1

San Antonio Breast Cancer Symposium December 4–8, 2018

Invasive Disease-Free Survival

This presentation is the intellectual property of Charles E. Geyer Jr. Contact him at cegeyer@vcu.edu for permission to reprint and/or distribute.
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Trastuzumab

T-DM1

3-year IDFS 77.0% 88.3%

Trastuzumab T-DM1

(n=743) (n=743)

IDFS Events, no. (%) 165 (22.2) 91 (12.2)

P<0.0001

Unstratified HR=0.50 (95% CI, 0.39–0.64)

T-DM1 (n=743) Trastuzumab (n=743)

Events, n 91 165

Unstratified HR 0.50; 95% CI 0.39-0.64; p<0.0001

3 year IDFS

88.3%

77.0%

Δ 11.3%

DR: 15.9% → 10.5%
LRR: 4.6% → 1.1% 

But, CNS: 4.3% → 5.9% 

Adapted from: Geyer, SABCS 2018



The evolving HER2 treatment 
landscape

HER2-

positive

breast 

cancer

pCR?

S
U
R
G
E
R
Y

chemo

Trastuzumab

chemo

Pertuzumab

Trastuzumab

YES

NO

+/- Pertuzumab

Trastuzumab

T-DM1

chemo

Pertuzumab

Trastuzumab

r
i
s
k

neratinib

stage 1

Destiny-Breast05
TDxd vs T-DM1

compassHER2 RD
Tucatinib + T-DM1

Astefania
atezolizumab + T-DM1

eMonarcHER
abemaciclib



..and predicts excellent survival outcomes

Neo-

sphere1

Tryphaen

a2

Tryphaen

a2

KRISTINE
3

TRAIN-24 TRAIN-24 WSG-

ADAPT-

HER2+/HR

-5

WSG-TP-

II6
DAPHNE7

regimen THPx4
(adjuvant 

FECx3)

TCHP 

x 6

FEC x3 

→ THP 

x3

TCHP

x6

PacCH

P x 9

FEC x3 

→PacC

HP x6

wPacH

P x12 

wks

wPacH

P x12 

wks

wPacH

P

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%

(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.

5yr PFS

85%

3yr IDFS 

97.5%

5yr IDFS 

98%

*breast only



Quality of pCR achieved with reduced versus 
standard therapy?

no further chemo after pCR:
Arm A  - 29%
Arm B  - 79%

WSG-ADAPT HER2+/HR-

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

• 60% cT2-4 
• 42% cN+



Does more treatment after pCR achieved change 
outcomes?

• similar association of pCR with improved EFS: 
• no subsequent adjuvant chemotherapy (HR 0.36, 95% CI: 0.27‐0.54) 
• adjuvant chemotherapy (HR 0.36, 95% CI: 0.19‐0.67), 
• no significant difference between the groups (p=0.60)

 

pCR / no adjuvant chemo (n=18 462)

pCR + adjuvant chemo (n=1601)

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



The evolving HER2 landscape

HER2-

positive

breast 

cancer

pCR?

S
U
R
G
E
R
Y

chemo

Trastuzumab

chemo

Pertuzumab

Trastuzumab

YES

NO

+/- Pertuzumab

Trastuzumab

T-DM1

chemo

Pertuzumab

Trastuzumab

r
i
s
k

neratinib

stage 1

HER2-RADiCAL
9 cycles trastuzumab

BIG Decrescendo
12 wks THP

EA1181/CompassHER2 pCR 
12 wks THP

HER2-RADiCAL
no anthracycline



HER2-RADiCAL Study (UK)

Participants receive less treatment 
compared with standard care by:

• A) Receiving a total of 9 cycles of trastuzumab

• B) NOT receiving any further pertuzumab

• C) NOT receiving any further chemotherapy, in 
particular, not receiving any anthracyclines

10 endpoint - 3 year incidence of 
relapse

• RFI: local or distant relapse or death from 
breast cancer in the absence of a previously 
identified relapse (intercurrent deaths 
censored)

• 90% power to exclude an event rate >6.5% at 3 
years  

pre-study, standard of care HER2-RADiCAL

cT1N1

cT2N0-1

HER2+, ER+ or ER-

non-anthracycline, taxane-

based chemo + trastuzumab 

and pertuzumab

S

U

R
G

E
R

Y

pCR

(ypT0/is ypN0)

no pCR

- complete 9 cycles / 6 

months trastuzumab 

(inclusive of pre-study 
cycles)

- no pertuzumab
- no anthracycline

Registration

(n=720) 

not eligible

FOLLOW UP

her2radical-icrctsu@icr.ac.uk

mailto:her2radical-icrctsu@icr.ac.uk
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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

Thoughts 
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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

Breast cancer as a chronic disease

I leave you with this question?



“Before you are a leader, success is all about growing yourself.

When you become a leader, success is all about growing others”

Jack Welch
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