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Adjuvant Tx Early Stage Breast Cancer
Abstract Presenter Title

LBA1 Sparano TAILORx:	Phase	III	trial	of	chemoendocrine therapy	
versus	endocrine	therapy	alone	in	hormone	receptor-
positive,	HER2-negative,	node-negative	breast	cancer	
and	an	intermediate	prognosis	21-gene	recurrence	
score.

503 Regan Absolute improvements	in	freedom	from	distant	
recurrence	with	adjuvant	endocrine	therapies	for	
premenopaual women	with	hormone	receptor-
positive	(HR+)	and	HER2-negative	breast	cancer	(BC):	
Results	from	TEXT	and	SOFT.	

506 Earl PERSEPHONE:	6	versus	12	months (m)	of	adjuvant	
trastuzumab in	patients	(pts)	with	HER2	positive	(+)	
early	breast	cancer	(EBC):	Randomized	phase	3	non-
inferiority	trial	with	definitive	4-year	(yr)	disease-free	
survival	(DFS)	results.

Role of 
chemotherapy 

for intermediate 
recurrence 
score on 

Oncotype Dx.

8 year update 
on the role of 

ovarian 
suppression + 
Tam/AI in ER+ 

BC. 

Duration of 
therapy for 

adjuvant 
trastuzumab in 

HER2+ BC.
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Metastatic Triple-Negative Breast Cancer
Abstract Presenter Title

1007 Schmid AZD5363	plus	Paclitaxel	versus	Placebo	plus	
Paclitaxel	as	first-line	therapy	for	metastatic	triple-
negative	breast	cancer	(PAKT):	A	randomised,	
double-blind,	placebo-controlled,	phase	II	trial

Role of AKT 
inhibition in 

1st line 
metastatic 

TNBC?

Slide 1

Presented By Joseph Sparano at 2018 ASCO Annual Meeting



9/4/18

3

Background: Role of Adjuvant Chemotherapy in Early Breast Cancer

Presented By Joseph Sparano at 2018 ASCO Annual Meeting

Background: Rationale for Design of TAILORx Precision Medicine Trial 
Biomarker Directed Chemotherapy  

• Target Population: HR+, HER2-neg, node-neg BCA 
• 50% of all breast cancers in U.S.
• Adjuvant chemo recommended, but benefit small
• Most are overtreated

6Joseph A. Sparano, MD

(Paik et al. N Eng J Med 2004;351:2817-26; Paik et al. J Clin Oncol 2006;24:3726-34; Sparano J, Paik S. J Clin Oncol 2008; 26: 721-728

ALL PATIENTS (B20)
TAM  +/- (+C)MF (N=668)

10 yr DRFS
88% vs. 92%, p=0.02

• Assay Selected: 21-Gene Assay (Recurrence Score)
• Two prospective validation studies in ER+, node-neg BCA

• Prognostic (B14 study - tamoxifen): low recurrence 
with ET if RS low

• Predictive  (B20 study – tam +/- CMF): large chemo 
benefit if RS high

• Uncertain chemo benefit for mid-range RS 

HIGH RS (>/= 31)
PREDICTION
10 year DRFS  

61% vs. 88%, p=0.001
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TAILORx Methods: Treatment Assignment & Randomization<br />Accrued between April 2006 – October 2010 

Presented By Joseph Sparano at 2018 ASCO Annual Meeting

Background: Rationale for Adjusting RS Ranges in TAILORx

Presented By Joseph Sparano at 2018 ASCO Annual Meeting
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TAILORx Methods: Endpoints

Presented By Joseph Sparano at 2018 ASCO Annual Meeting

TAILORx Methods: Statistical Analysis Plan for RS 11-25

Presented By Joseph Sparano at 2018 ASCO Annual Meeting
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TAILORx Results – ITT Population: Demographics & Treatment in RS 11-25 Arms (N=6,711)

Presented By Joseph Sparano at 2018 ASCO Annual Meeting

TAILORx Results - ITT Population: RS 11-25 (Arms B & C)<br />836 IDFS events (after median of 7.5 years), including 338 (40.3%) with recurrence as fist event, of which 199 (23.8%) were distant<br />

Presented By Joseph Sparano at 2018 ASCO Annual Meeting
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Slide 12

Presented By Joseph Sparano at 2018 ASCO Annual Meeting

TAILORx Results – ITT Population: Exploratory Analysis of Chemotherapy Treatment Interactions in RS 11-25 Arms

Presented By Joseph Sparano at 2018 ASCO Annual Meeting



9/4/18

8

TAILORx Results: Association between Continuous RS 11-25 and 9-Year Distant Recurrence Rate by Treatment Arms Stratified by Age (</=50 vs.>50 Years)<br />

Presented By Joseph Sparano at 2018 ASCO Annual Meeting

TAILORx Results: Summary

Presented By Joseph Sparano at 2018 ASCO Annual Meeting
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TAILORx Take-Home	points

• There	are	a	large	group	of	women	for	whom	chemotherapy	does	not	
provide	meaningful	benefit:	

• age	>	50,	ER+,	LN-,	Recurrence	Score	<26

• Women	<	50	may	benefit	from	therapy	beyond	tamoxifen
• TAILORx provides	evidence	for	chemotherapy	benefit	for	RS	>	15
• Ovarian	suppression	+/- AI	???
• Most	benefit	for	RS	21-25

• Chemotherapy	should	be	considered	for	RS	>25	across	all	groups
• This	is	an	expansion	from	the	old	“high-risk”	RS	>	31

Slide 1

Presented By Meredith Regan at 2018 ASCO Annual Meeting
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Premenopausal Adjuvant Endocrine Therapy

Presented By Meredith Regan at 2018 ASCO Annual Meeting

SOFT and TEXT Designs

Presented By Meredith Regan at 2018 ASCO Annual Meeting
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SOFT and TEXT Updates

Presented By Meredith Regan at 2018 ASCO Annual Meeting

• Further	characterize	the	magnitude	of	absolute	improvement	in	
freedom	from	distant	recurrence,	to	guide	treatment	selection

Analysis Approach

Presented By Meredith Regan at 2018 ASCO Annual Meeting
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Slide 7

Presented By Meredith Regan at 2018 ASCO Annual Meeting

Composite Risk and STEPP Analysis

Presented By Meredith Regan at 2018 ASCO Annual Meeting
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Slide 14

Presented By Meredith Regan at 2018 ASCO Annual Meeting

STEPP of 8-yr Freedom from Distant Recurrence: TEXT No Chemotherapy

Presented By Meredith Regan at 2018 ASCO Annual Meeting
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STEPP of 8-yr Freedom from Distant Recurrence: SOFT Prior Chemotherapy

Presented By Meredith Regan at 2018 ASCO Annual Meeting

STEPP of 8-yr Freedom from Distant Recurrence: SOFT No Chemotherapy

Presented By Meredith Regan at 2018 ASCO Annual Meeting
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Conclusions

Presented By Meredith Regan at 2018 ASCO Annual Meeting

PERSEPHONE: 6 versus 12 months of adjuvant trastuzumab in patients with HER2 positive early breast cancer: Randomised phase 3 non-inferiority trial with definitive 4-year disease-free survival results

Presented By Helena Earl at 2018 ASCO Annual Meeting
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PERSEPHONE Trial

Presented By Helena Earl at 2018 ASCO Annual Meeting

Persephone Study Design

Presented By Helena Earl at 2018 ASCO Annual Meeting
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Stratification variables over time

Presented By Helena Earl at 2018 ASCO Annual Meeting

Disease-free survival

Presented By Helena Earl at 2018 ASCO Annual Meeting



9/4/18

18

Overall survival

Presented By Helena Earl at 2018 ASCO Annual Meeting

OS:<br /><br />Pre-defined subgroup analysis

Presented By Helena Earl at 2018 ASCO Annual Meeting
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Cardiotoxicity

Presented By Helena Earl at 2018 ASCO Annual Meeting

Conclusions

Presented By Helena Earl at 2018 ASCO Annual Meeting
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Persephone	thoughts

• potentially	practice	changing
• enthusiasm	tempered	by	

• relatively	short	follow-up
• small	number	of	events	recorded
• restricted	patient	population	(UK	only)
• large	number	of	cases	receiving	sequential	chemo	+	herceptin

• further	work	needed	to	identify	who	benefits	from	6	versus	12	
months

AZD5363 plus Paclitaxel versus Placebo plus Paclitaxel as first-
line therapy for metastatic triple-negative breast cancer (PAKT): 
A randomised, double-blind, placebo-controlled, phase II trial.

Peter Schmid1, Jacinta Abraham2, Stephen Chan3, Duncan Wheatley4, Adrian Murray Brunt5, Gia 
Nemsadze6, Richard Baird7, Yeon Hee Park8, Peter Hall9, Timothy Perren10, Rob Stein11, Mangel László12, 

Jean-Marc Ferrero13, Melissa Phillips14, John Conibear14, Javier Cortes15, Shah-Jalal Sarker1, Aaron 
Prendergast1,     Hayley Cartwright1, Kelly Mousa1, Nick Turner16

1Barts Cancer Institute, St Bartholomew’s Hospital, Queen Mary University of London, UK; 2Velindre NHS Trust, UK; 3Nottingham 
University Hospitals NHS Trust, UK, 4Royal Cornwall Hospitals NHS Trust, UK; 5University Hospitals of North Midlands NHS Trust, UK; 

6Institute of Clinical Oncology, Georgia; 7Cambridge University Hospitals NHS Foundation Trust, UK; 8Samsung Medical Centre, 
Republic of Korea; 9NHS Lothian, UK; 10Leeds Teaching Hospitals NHS Trust, UK; 11University College London Hospitals NHS 

Foundation Trust, UK; 12Medical University of Pécs,  Hungary; 13Centre Antoine Lacassagne, France; 14Barts Health NHS Trust; UK;
15Ramon Y Cajal University Hospital, Spain; 16Royal Marsden NHS Foundation Trust; UK
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Prof.	Peter	Schmid	MD	PhD	FRP
Please	contact	at	p.schmid@qmul.ac.uk	for	permission	to	reprint	and/or	distribute

Background

• The PI3K/AKT signalling pathway is frequently activated in TNBC through 
activating mutations in PIK3CA or AKT1 and alterations in PTEN1-3

• In addition, deficient expression of PTEN is a common finding in TNBC 
and has been associated with a higher degree of AKT pathway activation4

• Capivasertib (AZD5363) is a highly-selective, oral, small molecule AKT 
inhibitor. 

• Capivasertib has shown preclinical activity in TNBC models with and 
without alterations of PIK3CA, AKT1 and PTEN, but sensitivity was 
associated with activation of PI3K or AKT and/or deletions of PTEN.

1. Cancer	Genome	Atlas	Network,	Nature	2012;	490:	61–70.;	2.	Curtis	C,	et	al..	Nature	2012;	486:	346–52.;	3.	Pereira	B,	et	al.	Nat	Commun	2016;	7:	11479.;	4Millis	SZ,	et	al.	Clin	Breast	Cancer	2015;	15:	473–81.	

Prof.	Peter	Schmid	MD	PhD	FRP
Please	contact	at	p.schmid@qmul.ac.uk	for	permission	to	reprint	and/or	distribute

PAKT Study Design

• Metastatic breast cancer
• Triple-negative disease:

• ER/PR <1%
• HER2 IHC0-2 and/or ISH negative

• Measurable or evaluable disease
• No prior treatment for MBC
• No taxane treatment <12 months

Paclitaxel + 
Capivasertib

Paclitaxel + 
Placebo

R

n=70

n=70

Primary endpoint:
• Investigator-assessed PFS (ITT)

Secondary endpoints:
• PFS in patients with/without 

PIK3CA/AKT1/PTEN alterations
• Overall Survival
• Response rates (ORR)
• Clinical benefit rate (CBR)
• Duration of response
• Safety
• Health-related quality of life

Stratification factors:
- Number of metastatic sites (<3, ≥3)
- DFI (end of (neo)adjuvant chemotherapy ≤12 months ago, end of (neo)adjuvant) 

chemotherapy >12 months or no prior chemotherapy)

ER = Estrogen Receptor; PR = Progesterone Receptor; IHC = Immunohistochemistry; ISH = In situ Hybridisation; PFS = Progression-free survival

Trial Sponsor: Queen Mary University of London

1:1

Treatment:
- Paclitaxel, 90 mg/m2, IV, days 1, 8, & 15, q4 weeks
- Capivasertib/Placebo, 400mg orally BD, days 2-5, 9-12, 16-19
- Paclitaxel for ≥6 cycles, Capivasertib/Placebo until PD 
- If paclitaxel stopped prior to PD, Capivasertib/Placebo to be continued until PD
- Tumour assessments every 8 weeks
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Prof.	Peter	Schmid	MD	PhD	FRP
Please	contact	at	p.schmid@qmul.ac.uk	for	permission	to	reprint	and/or	distribute

Patient and Disease Characteristics
Paclitaxel + Capivasertib

(N=68)
Paclitaxel + Placebo

(N=70)
Age (years), median (IQR) 55.2 (48.2 - 61.4) 51.9 (40.8 - 60.7) 

ECOG performance status, n (%)
0
1
2

43 (63.2) 
24 (35.3) 
1 (1.5)

48 (68.6) 
22 (31.4)
0 (0.0)

Number of metastatic sites, n (%) <3
≥3

36 (52.9) 
32 (47.1) 

38 (54.3) 
32 (45.7) 

Visceral disease, n (%) Yes
No

41 (60.3) 
27 (39.7) 

54 (77.1) 
16 (22.9) 

Metastatic sites, n (%)
Liver
Lung
Bone

Lymph node/soft tissue

17 (25.0) 
34 (50.0) 
28 (41.2) 
48 (70.6) 

21 (30.0)
45 (64.3) 
28 (40.0) 
51 (72.9)  

Prior taxanes, n (%) Yes
No

39 (57.4) 
29 (42.6) 

40 (57.1) 
30 (42.9) 

(Neo)adjuvant chemotherapy, n (%)
End ≤12 months
End >12 months

No prior chemotherapy

4 (5.9) 
48 (70.6) 
16 (23.5) 

4 (5.7) 
50 (71.4) 
16 (22.9) 

ECOG = eastern cooperative oncology group; IQR = interquartile range

Prof.	Peter	Schmid	MD	PhD	FRP
Please	contact	at	p.schmid@qmul.ac.uk	for	permission	to	reprint	and/or	distribute

Paclitaxel + Capivasertib
(N=68)

Paclitaxel + Placebo 
(N=70)

All Grades Grade 3/4 All Grades Grade 3/4
Number of patients with at least one AE 66 97.1% - - 64 91.4% - -
Diarrhoea 49 72.1% 9 13.2% 19 27.1% 1 1.4%
Fatigue 30 44.1% 3 4.4% 18 25.7% 0 -
Nausea 24 35.3% 1 1.5% 23 32.9% 0 -
Rash 28 41.2% 3 4.4% 11 15.7% 0 -
Neuropathy 17 25.0% 1 1.5% 13 18.6% 0 -
Stomatitis 18 26.5% 1 1.5% 10 14.3% 0 -
Infection 15 22.1% 3 4.4% 10 14.3% 1 1.4%
Decreased appetite 14 20.6% 0 - 8 11.4% 0 -
Alopecia 11 16.2% 0 - 9 12.9% 0 -
Vomiting 13 19.1% 1 1.5% 6 8.6% 1 1.4%
Constipation 5 7.4% 0 - 10 14.3% 0 -
Abdominal pain 7 10.3% 0 - 7 10.0% 0 -
Dry skin 10 14.7% 0 - 2 2.9% 0 -
Dyspnoea 6 8.8% 0 - 5 7.1% 0 -
Headache 8 11.8% 0 - 3 4.3% 0 -
Oedema 6 8.8% 0 - 4 5.7% 0 -
Dysgeusia 7 10.3% 0 - 3 4.3% 0 -
Joint pain 2 2.9% 0 - 6 8.6% 0 -
Neutropenia 6 8.8% 2 2.9% 2 2.9% 2 2.9%
Cough 1 1.5% 0 - 6 8.6% 0 -
Hyperglycaemia 6 8.8% 1 1.5% 1 1.4% 0 -

Safety: Reported Adverse Events

AEs	occurring	in	≥8%	in	at	at	least	one	of	the	treatment	groups



9/4/18

23

Prof.	Peter	Schmid	MD	PhD	FRP
Please	contact	at	p.schmid@qmul.ac.uk	for	permission	to	reprint	and/or	distribute

PFS by investigator assessment (ITT)

CI = confidence interval; HR = hazard ratio; ITT = intent-to-treat; mths = months; PFS = progression-free survival
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) Paclitaxel + Capivasertib

(N=68)
Paclitaxel + Placebo             

(N=70)
Median PFS, mths (95% CI) 5.9 (3.8 - 7.5) 4.2 (3.5 - 5.2)

HR (95% CI) 0.74 (0.50 - 1.08)

P value one-sided p = 0.06; two-sided p = 0.11 
[predefined significance level of 0.10, one-sided] 

Time (months)
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Paclitaxel + Capivasertib
Paclitaxel + Placebo

Prof.	Peter	Schmid	MD	PhD	FRP
Please	contact	at	p.schmid@qmul.ac.uk	for	permission	to	reprint	and/or	distribute
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Paclitaxel + Capivasertib
(N=68)

Paclitaxel + Placebo             
(N=70)

Median OS, mths (95% CI) 19.1 (10.9 - 20.9) 12.6 (10.4 - 16.9)

HR (95% CI) 0.61 (0.37 - 0.99)

P value one-sided p = 0.02; two-sided p = 0.04 

68 426 101952 01
70 222 51152 02

Paclitaxel + Capivasertib
Paclitaxel + Placebo
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Prof.	Peter	Schmid	MD	PhD	FRP
Please	contact	at	p.schmid@qmul.ac.uk	for	permission	to	reprint	and/or	distribute

PIK3CA/AKT1/PTEN alterations
PIK3CA/AKT1/PTEN-altered	tumours	defined	as	the	presence	of	at	least	one	of	the	following	changes:
§ PIK3CA activating	mutations:	Arg88Gln,	Asn345Lys,	Cys420Arg,	Glu542X,	Glu545X,	Gln546X,	Met1043Ile,	

His1047X,	or	Gly1049Arg	(X	represents	any	change	in	amino	acid	residue).
§ AKT1	Glu17Lys	mutations
§ PTEN	deleterious	mutations

AK
T1

1

PI
K3

CA
PT
EN

1

PI
K3

CA
PT
EN

1

PI
K3

CA
PT
EN

1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PI
K3

CA
1

PT
EN

1

PT
EN

1

PT
EN

1

PT
EN

1

PT
EN

1

PT
EN

1

PT
EN

1

PT
EN

1

PT
EN

1

PT
EN

1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0

Fa
il

ed
 Q

C

Fa
il

ed
 Q

C

Fa
il

ed
 Q

C

Fa
il

ed
 Q

C

Fa
il

ed
 Q

C

Fa
il

ed
 Q

C

Fa
il

ed
 Q

C

Fa
il

ed
 Q

C

No
t 

te
st

ed

No
t 

te
st

ed

No
t 

te
st

ed

No
t 

te
st

ed

No
t 

te
st

ed

No
t 

te
st

ed

No
t 

te
st

ed

No
t 

te
st

ed

No
t 

te
st

ed

No
t 

te
st

ed

No
t 

te
st

edPIK3CA/AKT1/PTEN alteration
PTEN altered	by	NGS
PIK3CA/					AKT1mutant	by	NGS

Diagnostic	
prevalence	(%)

24.8%
11.5%
15.9%

No	alteration	detected	 no	data	available	(assay	failure	or	insufficient	sample	for	testing	

Analysis	of	tumour	PIK3CA/AKT1/PTEN-alterations:
§ Central	assessment	using	600	gene	next-generation	sequencing	(NGS)	assay
§ Sample	availability:	127	FFPE	samples	(92%);	NGS	success	rate:	121	FFPE	(95%;	6	samples	failed	DNA	QC)

Prof.	Peter	Schmid	MD	PhD	FRP
Please	contact	at	p.schmid@qmul.ac.uk	for	permission	to	reprint	and/or	distribute

PFS by tumour PIK3CA/AKT1/PTEN status
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CI = confidence interval; HR = hazard ratio; mths = months; PFS = progression-free survival
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Pac+Capivasertib
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Paclitaxel + 
Capivasertib

(N=17)

Paclitaxel + 
Placebo             
(N=11)

Median PFS, 
mths (95% CI)

9.3 (3.7 - 17.7) 3.7 (1.9 – 5.9)

HR (95% CI) 0.30 (0.11 - 0.79)
P value two-sided p = 0.01

Paclitaxel + 
Capivasertib

(N=42)

Paclitaxel + 
Placebo             
(N=42)

Median PFS, 
mths (95% CI) 5.3 (3.5 - 7.3) 4.4 (3.5 - 5.7)

HR (95% CI) 1.13 (0.70 - 1.82)

P value two-sided p = 0.61

PIK3CA/AKT1/PTEN not	altered	PIK3CA/AKT1/PTEN altered	
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Prof.	Peter	Schmid	MD	PhD	FRP
Please	contact	at	p.schmid@qmul.ac.uk	for	permission	to	reprint	and/or	distribute

PIK3CA/AKT1/PTEN not	altered	PIK3CA/AKT1/PTEN altered	
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Paclitaxel + 
Capivasertib

(N=42)

Paclitaxel + 
Placebo             
(N=42)

Median OS, 
mths (95% CI)

16.6 
(10.8 - 20.4) 

13.2 
(10.8 - 17.3)

HR (95% CI) 0.84 (0.48 - 1.49)

P value two-sided p = 0.56 

Overall Survival by PIK3CA/AKT1/PTEN status

CI = confidence interval; HR = hazard ratio; mths = months; OS = overall survival
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Paclitaxel + 
Capivasertib

(N=17)

Paclitaxel + 
Placebo             
(N=11)

Median OS, 
mths (95% CI)

NA 
(10.2 - NA) 

10.4 
(4.0 - NA)

HR (95% CI) 0.37 (0.12 - 1.12)

P value two-sided p = 0.07

Take Home Message
§ PAKT trial showed that the addition of the AKT inhibitor 

capivasertib to 1st line paclitaxel in mTNBC prolonged PFS
§ Median PFS 5.9 vs 4.2 months in all patients; HR 0.74
§ Median PFS 9.3 vs 3.7 months in PIK3CA/AKT1/PTEN altered; HR 0.30

§ Alterations present in ~25% of study population

§ Overall survival also improved
§ Median OS 19.1 vs 12.6 months in all patients; HR 0.61
§ Median OS NR vs 10.4 months in PIK3CA/AKT1/PTEN altered; HR 0.37

§ Most common grade 3 or higher AEs were diarrhea, infection, 
neutropenia, rash and fatigue 
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Thank you


