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PALOMA-2 MONALEESA-2 MONALEESA-7 MONARCH-3 

PFS (HR) 
Visceral 

Non-visceral 
Bone-only 

0.58 
0.63^ 

0.50 

-- 

0.56  
0.57^^ 

-- 

0.69 

0.43 
0.50 

-- 
0.70 

0.54  
0.47^^^ 

-- 
0.58 

ORR 42.1% 40.7% 35.1% 48.2% 

CBR 84.9% 79.6% -- 78% 

First-line setting: CDK 4/6 + AIs 
(clinical trials) 

Finn, 2016; Hortobagyi, 2016; Goetz 2017; Tripathy 2018 

Are all the CDK 4/6 created equal ? 
 (..and are the treated populations similar ?) 

^Not defined ^^Liver or lung 
^^^Liver or lung  

ENDOCRINE RESISTANT 
< 12 months from adj 22.3% 
ENDOCRINE SENSITIVE 
De novo  37% 
> 12 months from adj 40% 

MAINLY ENDOCRINE SENSITIVE 
MONALEESA-2 
     MONARCH-3 

MONALEESA-7   
ENDOCRINE SENSITIVE + RESISTANT 

PALOMA-2 

ENDOCRINE RESISTANT 
< 12 & 12-24 months  5.6% 
ENDOCRINE SENSITIVE 
De novo  34.1% 
> 12 months from adj 60.5% 

ENDOCRINE RESISTANT  
DFI (from diagnosis) </= 12 months 7% 
ENDOCRINE SENSITIVE 
De novo   40% 
DFI (from diagnosis> 12 months  53% 

ENDOCRINE SENSITIVE 
No adj  34% 
TFI > 36 months 62% 
TFI < 36 months  28% 
 



CDK 4/6 inhibitors in a prospective view 

PRIMARY  ENDOCRINE RESISTANCE 
(relapse during adj or < 12/24 mos 

relapse < 6mos 1L) 

 ENDOCRINE  SENSITIVITY 

77% 22% 
PALOMA-2 

100% 

MONARCH-3 

94.5% 5.6% 

MONALEESA-2 

93% 7% 

MONALEESA-7 

SECONDARY  ENDOCRINE RESISTANCE 
(relapse > 24 mos 
relapse > 6mos 1L) 

Median PFS 27.6 mos  

Median PFS 28.2 mos  

Median PFS 25.3  mos  

Median PFS 23.8 mos  
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ABC Global Charter 
10 goals for the next 10 years

COMPREHENSIVE NEEDS ASSESSMENT
DEFINES MOST URGENT AND ACTIONABLE GOALS

Done with (almost) all different stakeholders involved in ABC

1

2

3

4

5

6

7

8

9

10

HELP PATIENTS WITH ABC LIVE 
LONGER BY DOUBLING ABC 
MEDIAN OVERALL SURVIVAL BY 
2025 

ENHANCE OUR UNDERSTANDING 
ABOUT ABC BY INCREASING THE 
COLLECTION OF HIGH QUALITY DATA

IMPROVE THE QUALITY OF LIFE (QOL) 
OF PATIENTS WITH ABC

ENSURE THAT ALL PATIENTS WITH ABC 
RECEIVE THE BEST POSSIBLE 
TREATMENTAND CARE BY INCREASING 
AVAILABILITY OF ACCESS TO CARE 
FROM A MULTIDISCIPLINARY TEAM

MEET THE INFORMATIONAL NEEDS OF 
PATIENTS WITH ABC BY USING EASY 
TO UNDERSTAND, ACCURATE AND UP-
TO-DATE INFORMATION MATERIALS 
AND RESOURCES

ENSURE THAT PATIENTS WITH ABC 
HAVE ACCESS TO TREATMENT 
REGARDLESS OF THEIR ABILITY TO PAY

IMPROVE COMMUNICATION 
BETWEEN HEALTHCARE 
PROFESSIONALS (HCP) AND PATIENTS 
WITH ABC THROUGH THE PROVISION 
OF COMMUNICATION SKILLS 
TRAINING FOR HCPS

COUNTERACT THE STIGMA AND ISOLATION 
ASSOCIATED WITH LIVING WITH ABC BY 
INCREASING PUBLIC UNDERSTANDING OF 
THE CONDITION

ENSURE THAT PATIENTS WITH ABC 
ARE MADE AWARE OF AND ARE 
REFERRED TO NON-CLINICAL SUPPORT 
SERVICES

HELP PATIENTS WITH ABC CONTINUE 
TO WORK BY IMPLEMENTING 
LEGISLATION THAT PROTECTS THEIR 
RIGHTS TO WORK AND ENSURE 
FLEXIBLE AND ACCOMMODATING 
WORKPLACE ENVIRONMENTS

OS: still remains an important aim? 

Cardoso, ESMO 2018 



Evolution of OS over time

Observed Overall Survival From Diagnosis of Metastatic Disease
All Patients

Period 2008 2009 2010 2011 2012 2013

Median OS 

(95% CI)(yrs)

3.12

[2.92-3.31]

2.94

[2.78-3.09]

3.09

[2.94-3.24]

3.23

[3.02-3.48]

3.09

[2.89-3.25]

3.29

[3.09-ND]

Median FU for the whole cohort is 4.05 yrs [95 CI: 3.98-4.12]

Delaloge et al, ASCO 2017, Gobbini et al, EJC 2018

National cohort of 19.898 
MBC pts diagnosed between

01/2008 and 12/2016 and 
treated in 18 Comprehensive

Cancer centers 



Overall Survival data – the end of the story? 

OVERALL SURVIVAL Monarch-2 Overall Survival MONALEESA-3

The relative reduction in risk of death with RIB was 28% 

FUL, fulvestrant; HR, hazard ratio; KM, Kaplan-Meier; NR, not reached; OS, overall survival; PBO, placebo; RIB, ribociclib.

RIB + FUL PBO + FUL

Events/N 167/484 108/242

OS, median 

(95% CI), mo
NR (42.5-NR) 40.0 (37.0-NR)

HR (95% CI) 0.724 (0.568-0.924)

P value 0.00455

Landmark Analysis

• The P value of 0.00455 crossed the prespecified boundary to claim superior efficacy (P < 0.01129)

KM 

Estimate

RIB + 

FUL

PBO + 

FUL

36 months 67.0% 58.2%

42 months 57.8% 45.9%O
v
e

r
a

l
l
 
S

u
r
v
i
v
a

l
,
 
%

RIB + FUL

PBO + FUL

0

20

40

60

80

100

484 470 454 444 436 428 414 402 397 389 374 365 348 334 326 309 300 287 237 159 92 41 14 2
0242 233 227 223 218 213 207 199 194 187 184 174 169 159 155 147 141 134 107 64 37 14 3 0

0

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

No. of patients still at risk

Placebo
Ribociclib

Time, months

Slamon D et al. ESMO 2019 LBA

MONALEE
SA-3 Stud

y Design

1L, first line; 2L, second l
ine; ABC, advanced brea

st cancer; ECOG PS, Easte
rn Cooperative Oncology

 Group performance stat
us;ET, 

endocrine therapy; HER2
, human epidermal grow

th factor receptor 2; HR, 
hormone receptor; PD, p

rogressive disease; PFS, p
rogression-

free survival; RECIST, Res
ponse Evaluation Criteria

 in Solid Tumors; TFI, trea
tment-free interval.

Slamon DJ, et al. J Clin On
col. 2018;36:2465-247.

Primary end point •PFS (locally assess
ed per RECIST version 1.1) Secondary end poin

ts

•Overall survival •Overall response rat
e

•Clinical benefit rate •Time to response •Duration of respons
e

•Time to definitive de
terioration of ECOG PS •Patient-reported out
comes

•Safety •Pharmacokinetics

Ribociclib (600 mg/day; 3 weeks on/1 week o
ff) + fulvestrant (500 mg)a n = 484 Placebo + fulvestrant (500 mg)a n = 242

Stratified by: •Presence/absence o
f liver/lung metastases •Prior endocrine ther

apy

Randomized 2:1

Men and postmenopausal women with HR+/HER2− 
ABC

− 1 line of pri
or ET for advanced disease N = 726

− 1 line ET in ABC

TFI − 12 mo 
and no treatment for ABC

 

TFI > 12 mo + PD on 1L ET for ABC ABC at diagnosis with PD on 1L ET for 
ABC 

Treatment naive for ABC 

TFI > 12 mo De novo ABC  Patient population d
efinitions

= early relapse Slamon D et al. ESMO 20
19 LBA

Only endocrine-resistant 
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Phase III MONALEESA-7 Trial of Premenopausal Patients With HR+/HER2− Advanced Breast Cancer Treated With Endocrine Therapy ± Ribociclib: Overall Survival Results

Presented By Sara Hurvitz at 2019 ASCO Annual Meeting

Overall Survival

Presented By Sara Hurvitz at 2019 ASCO Annual Meeting

Overall Survival Subgroup Analysis

Presented By Sara Hurvitz at 2019 ASCO Annual Meeting

MONALEESA-7 



CDK 4/6 inhibitors in a prospective view 

PRIMARY  ENDOCRINE RESISTANCE 
(relapse during ad or < 12j) 

 ENDOCRINE  
SENSITIVITY 

SECONDARY  
ENDOCRINE RESISTANCE 

77% 22% 
PALOMA-2 

100% 
MONARCH-3 

94.5% 
5.6
% 

MONALEESA-2 

93% 7% 

MONALEESA-7 

79% 21% 

PALOMA-3 

73% 25% 

MONARCH-2 

60% 

73% 26% 
MONALEESA-3 
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How can we read these data? 

EN
D

O
C

R
IN
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IS

TA
N
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E 

PFS IMPROVEMENT 

MONALEESA-3 
12.8 mos 

MONARCH-2 
9.3 mos 

PALOMA-2 
4.6 mos 

P2 
11.2 mos 

M2 
16.4 mos 

ML2 
20.5 mos 



Control Arm Performance - Endocrine resistant 
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LET’S TRY TO PUT DATA IN THE RIGHT PERSPECTIVE 
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OVERALL SURVIVAL

Alltogether these trials have established a very important thing: 
finally, in 2019 OS of HR+ ABC patients has improved! 
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ESMO 2018 
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HERMIONE-7 STUDY 
 

An exploratory, Phase 2, single arm trial evaluating the activity and 
safety of Abemaciclib+ Aromatase Inhibitors (AIs) after 1st-line 
treatment with High-Dose Fulvestrant (HD-FUL) in Hormone-

Receptor-Positive (HR+), Human-Epidermal-Growth-factor-negative 
(HER2-) advanced breast cancer patients 

 

HD-FUL ABEMA + AIs 

Approved September 12, 2019 
Centres: 39 

HERMIONE-8 STUDY 
 

Prospective evaluation of Ribociclib activity and safety in 
a real-world setting 

 

Approved September 06, 2018 
Centres: 27 



 
Conclusions 

1. Are all the CDK 4/6 created equal?  

PROBABLY YES, BUT DIFFERENT POPULATIONS ENROLLED MAKE THE PICTURE A BIT 

CONFUSING 

2. Survival data of randomized clinical trials: the end of the story? 

NOT YET, MORE DATA ARE NEEDED, ESPECIALLY IN ENDOCRINE-SENSITIVE PTS 

3. The unanswered questions and the unmet clinical needs 
LOTS OF TRIALS ONGOING, WE WILL WAIT FOR RESULTS 

 

 

 

 


