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Recurrence Score: summary of TAILORx results 

Sparano JA et al. N Engl J Med 2018 

All patients 

0-11 >26 

Assigned to CT + ET 

 

Young patients (<50 yrs), n=2216 

0-11 11-15 16-20 21-25 >26 

 

Good prognosis with ET: 

95.1% iDFS 5 yrs 

 

ET: 92.0% iDFS 5 yrs 

CT: 94.7% iDFS 5yrs 

9% fewer iDFS events 

with CT (2% distant) 

ET: 93.2% iDFS 5 yrs 

CT: 96.4% iDFS 5yrs 

6% fewer iDFS events 

with CT (mainly distant) 

 

Assigned to CT+ET 

 

 

Good prognosis with ET: 

94.0% iDFS 5 yrs 

11-25 

ET: 92.8% iDFS 5 yrs 

CT: 93.1% iDFS 5yrs 

 

ET: 95.1% iDFS 5 yrs 

CT: 94.3% iDFS 5yrs 

 



Effect of clinical risk on prognosis 

Sparano J, NEJM 2019 



 

Effect of clinical risk on prediction of CT benefit: 
<50y, RS 16-25 

Sparano J, ASCO 2019 & NEJM 2019 



Effect of age and menopausal status on CT benefit 
(RS 16-25) 

Sparano J, ASCO 2019 & NEJM 2019 



GIM4 

N=2056 in 64 Italian centers 

Accrual time: 2005-2010 

Median follow-up time: 10.4 years 

Del Mastro L, ASCO 2019 



GIM4 – iDFS 

ITT (n=2056) Landmark (n=1891) 

Del Mastro L, ASCO 2019 

OS ITT: HR 0.82 (0.62-1.07)  

OS Landmark: HR 0.86 (0.63-1.18)  



Studies of extended adjuvant AI  

Trial Initial treatment Extended treatment N Median follow-up 
HR  

(95% CI) 
p 

NSABP-B42 
Mamounas 2006 

AI(5y)/TAM+AI(5y)  

 

Placebo vs AI(5y) 3996 6.9 y 0.85 0.48* 

DATA 
Tjan-Heijnen 2017 

Tam(2-3y)  AI (3y) vs AI(6y) 1912 4.2 y  0.79  

(0.62-1.02) 

0.07 

IDEAL 
Block 2017 

AI(5y)/TAM(5y)/TAM(2.

5y) + AI(2.5y)  

AI(2.5y) vs AI(5y)  1824 6.6 y 0.92  

(0.74-1.16) 

0.49 

ABCSG-16 
Gnant SABCS2017 

OT(4-6y)   AI(2y) vs AI(5y) 3484 8.8 y 1.007 (0.87-1.16) 0.0925 

GIM4 
Del Mastro ASCO 2019 

Tam(2-3y) AI(3-2y) vs AI(6y) 2056 10.4 y 0.84 (0.69-1.03) 0.09 



Trans-aTTom – primary endpoint 

Initial results for pts with 
node positive BC 

Absolute benefit of extended 
tamoxifen by BCI status 

Relative benefit of extended 
tamoxifen by BCI status 

Bartlett J, ASCO 2019 
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T-DM1 as neoadjuvant treatment for HER2+ BC 

Trial Population, study design Arms pCR % p 

KRISTINE 
Hurvitz SA, Lancet Oncol 2018 

HER2+, ph III TDM-1+P 

TCH+P 

44% 

56% 

0.0155 

WSG-ADAPT 
Harbeck N, JCO 2017 

HER2+/HR+, ph II Trastuzumab + ET 

T-DM1 

T-DM1 + ET 

15.1% 

41% 

41.5% 

<0.001 

PREDIX 
Bergh J, ASCO 2019 

HER2+, ph II T-DM1 

TCH+P 

45% 

47% 

0.359 

DFHCC 14-409 
Metzger O, ASCO 2019 

HER2+, ph II T-DM1+P 49.7% - 



KRISTINE 

Locoregional progression before surgery:  
6.7% in TDM1+P vs 0% in TCH+P 

Estimated time of surgery 

Hurvitz SA, ASCO 2019 & JCO 2019 



DFHCC 14-409 – study design and results 

HER2 heterogeneity defined as either: 

1) HER2 positivity by FISH in > 5% and < 50% of tumor cells (CAP 

guideline) 

2) An area of tumor that tested HER2 negatve 

 

Primary endpoint: Relationship between pCR (RCB 0) 

and intratumor heterogeneity of HER2 amplification 

 

Metzger O, ASCO 2019 



APHINITY: summary of biomarkers data 

Need for integrated biomarkers including other known prognostic factors in order to estimate 

individual absolute risk and absolute benefit of escalated/de-escalated treatment options. 

 

Biomarkers Outcome Pertuzumab benefit 

PI3K/PTEN/AKT pathway alteration worse no interaction 

MYC and ZNF703 ampl 

TOP2A ampl 

better 

worse 

no interaction 

no interaction 

LumA 

Basal 

better 

worse 

no interaction 

no interaction 

T-cell signature + 

CD274 high 

CXCL9 high 

IFNy high 

better 

better 

better 

better 

no interaction 

increased 

increased 

increased 

High TILs better increased 

High HER2 CN better increased 

Krop I, ASCO 2019 
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• 41% de novo ABC 

 

• 60% ET naive 

• 40% Adj/neo ET 

• 30% PD<12 months after ET 

• 10% PD>12 months after ET 

 

• 45% CT naive 

• 55% previous CT 

• 14% CT for ABC 

• 41% CT for EBC only 

 

Tripathy D, Lancet Oncol 2018 



MONALEESA-7: OVERALL SURVIVAL 

• Any subsequent CDK4/6 after study treatment discontinuation: 10% (ribociclib), 19% (placebo) 

Second interim OS analysis (75% events), median FU 35 months, 60% power, crossing the O’Brien-Fleming boundary (p 0.01018) 

“Because the efficacy stopping boundary was crossed, the results reported here 

showed the superiority of ribociclib to placebo with respect to the key secondary end 

point of overall survival, and, according to the protocol, are considered final.” 

Hurvitz S, ASCO 2019, Im SA, NEJM 2019 



 



YOUNG PEARL: patients’ characteristics 

Palbo+Exe+GnRH, N=92 Cape, N=86 

Age, median (range) 44 (31-58) 44 (28-53) 

PR+ 

PR- 

76.1% 

23.9% 

74.4% 

25.6% 

Bone only 

Visceral 

23.9% 

48.9% 

20.9% 

50.0% 

Stage IV de novo 

DFI<24m 

DFI>24m 

30.4% 

13.0% 

56.5% 

30.2% 

17.4% 

52.3% 

TAM resistance* 82.6% 89.5% 

Prior CT for MBC 23.9% 20.9% 

No tx for MBC 

1 line for MBC 

2 lines for MBC 

50.0% 

32.6% 

17.4% 

51.2% 

34.9% 

12.8% 

Prior ET for EBC 65.2% 64.0% 

*including pts relapsing 

<12months after adj 

TAM Park YH, ASCO 2019 



 

Park YH, ASCO 2019 



CDK4/6i: Biomarkers 

• Prognostic markers of early progression (no interaction with palbociclib) in 
PALOMA-3: circulating tumor fraction >10%, FGFR1 gain, TP53 mut in 
ctDNA.1 

• High CCNE1 expression associated with reduced palbociclib efficacy.2 

• Intrinsic resistance to CDK4/6i: RB1 loss-of-function, FAT1 loss-of-function 
(CDK6 upregulation).3 

• Acquired resistance: post-CDK4/6i samples enriched for RB1 loss, PTEN 
loss, FAT loss.4 

1. O’Leary B, ASCO 2019; 2. Turner N, J Clin Oncol 2019; 3. Li, Cancer Cell 2018; 4. Razavi P, ASCO 2019 



 



PFS and OS 

in the ITT 

population 

PFS according to PI3k/AKT/PTEN 

pathway activation (hotspot PIK3CA 

mutations and PTEN by IHC) 

37% maturity 

Jones RH, ASCO 2019 



Safety of PI3K/AKT/mTOR inhibitors + ET in 
HR+/HER2- BC 

Capivasertib + Fulvestrant Everolimus + exemestane Alpelisib + Fulvestrant 

Any G G3-4 Any G G3-4 Any G G3-4 

Diarrhoea 35% 4% 17% 1% 58% 7% 

Rash 18% 0 17% 1% 36% 10% 

Hyperglycaemia 16% 0 12% 3% 64% 37% 

Vomiting 21% 0 - - 27% 1% 

Nausea 51% 0 12% 1% 45% 3% 

Infections 18% 3% - - - - 

Stomatitis 7% 0 53% 9% 25% 3% 

Jones RH, ASCO 2019; Jerusalem G, Ann Oncol 2016; André F, NEJM 2019 
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Schmid P, ESMO 2018, NEJM 2018 



Primary analysis: PFS 

Schmid P, NEJM 2018 

PFS ITT 

Events/pts mPFS, months (95%CI) 1yr PFS% (95%CI) 

Atezo+Nab 358/451 7.2 (5.6-7.5) 23.7 (19.6-27.9) 

Plac+Nab 378/451 5.5 (5.3-5.6) 17.7 (14.0-21.4) 

HR 0.80 (95%CI 0.69-0.92) 

P=0.0025 

PD-L1+ mPFS, months (95%CI) 1yr PFS% (95%CI) 

Atezo+Nab 7.5 (6.7-9.2) 29.1% 

Plac+Nab 5.0 (3.8-5.6) 16.4% 

PFS by PD-L1 



IMpassion130: OS 

2° interim (59% deaths in ITT population) 

ITT By PD-L1 

Schmid P, NEJM 2018; Schmid P, ASCO 2019 
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Margetuximab: Fc-engineered to Activate Immune Responses 



Study CP-MGAH22-04 (SOPHIA) Design1,2 



Safety: infusion related-reactions any grade 13% (Margetuximab) vs 4% (Trastuzumab);  

grade 3/4 4% (Margetuximab) vs 0% (Trastuzumab) 

Rugo H, ASCO 2019 

SOPHIA TRIAL: PFS results  
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Slide 14 

Presented By Matteo Lambertini at 2019 ASCO Annual Meeting 

Safety of pregnancy after BC in BRCA mut carriers 

Cox model adjusted HR: 0.87 (95%CI 0.61-1.23), p=0.41  Cox model adjusted HR: 0.88 (95%CI 0.50-1.56), p=0.66  



 



MONALEESA-7: other endpoints 



TBCRC 030 – study design 





GeparOLA 

PRIMARY ENDPOINT 

- Assess pCR rate of neoadjuvant paclitaxel-olaparib (PO)  EC in HRD pts  

- A rate in the PO arm of 55% or lower should be excluded  with α=0.1 to support a 

subsequent phase III trial 

- No formal comparison between arms 

 

Primary endpoint - pCR 

N+ population: 24.5% in PO vs 45.7% in PCb 



 



Study Design 



Results: Progression Free Survival (ITT) 



ITT Population: Prior Cancer Therapy 

Presented By Hope Rugo at 2019 ASCO Annual Meeting 



• Time to intervention for CNS metastasis with N+C (cumulative incidence  22.8% vs 29.0% p=0.043 

• 24% G3 diarrhea 

NALA, phase III trial 

Saura C, ASCO 2019 



 

Hurvitz S, ASCO 2019, Im SA, NEJM 2019 



Effect of clinical risk on prediction of CT benefit 

RS 11-25 

Sparano J, ASCO 2019 & NEJM 2019 


