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'ﬁi{&'ﬂﬂ)‘ QUESITO CLINICO 3: Nelle pazienti in postmenopausa con carcinoma

om0 mammario HR positivo/HER2 negativo non candidate a chemioterapia,

con lungo intervallo libero di malattia, metastasi solo ossee, é
opportuno considerare la combinazione antiaromatasico+inibitore di
CDK 4/6 rispetto al solo antiaromatasico?
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Figura 14 — CARCINOMA MAMMARIO METASTATICO ER+/HER2-: Terapia ormonale in
postmenopausa
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CARCINOMA
MAMMARIO:

QUALI NOVITA" PER IL 2019?

“Saper leggere” uno studio clinico per migliorare la pratica dinica

oordinatori scientifici:
Stefania Gori

Giavanni L. Pappagallo

QUESITO CLINICO 3: Nelle pazienti in postmenopausa con carcinoma

mammario HR positivo/HER2 negativo non candidate a chemioterapia,

con &
opportuno considerare la combinazione antiaromatasico+inibitore di

CDK 4/6 rispetto al solo antiaromatasico?



Bone Metastasis Pattern in Initial Metastatic Breast Cancer
Cancer Management and Research 2018:10 287-295| doi.org/10.2147/CMAR.S155524
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HR+/HER2- 5128 3454 1589 520 0
HR+HER2+ 1150 792 255 125 0
HR-HERZ2+ 452 250 107 45 0
TNBC 715 214 66 24 0
Unknown 1456 606 276 86 0



Patterns and Prognosis among Distant Metastatic Breast Cancer Patients
SClentIfIC REpoRTS | 7: 9254 | DOI:10.1038/s41598-017-10166-8
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1-year 2-year MST (months) |
Bone only 81.9% 66.5% 37
Brain only 95.9% 43.7% 14
Liver only 70.3% 54.0% 25
Lung only 68.7% 51.1% 24

Multiple sites 61.1% 45.2% 20




Overall survival from first metastasis diagnosis by number of bone metastases among patients with breast cancer
and bone-only metastases (n = 1,445).
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Cyclin-dependent kinase 4/6 inhibitors as first-line treatment

for post-menopausal metastatic hormone receptor-positive breast
cancer patients: a systematic review and meta-analysis of phase |
randomized clinical trials

Allan Ramos-Esquivel'-2 - Hellen Hernandez-Steller' - Marie-France Savard? - Denis Ulises Landaverde?*
Breast Cancer (2018) 25:479-488

Hazard Ratio Hazard Ratio

Study or Subgroup IV, Random, 95% ClI IV, Random, 95% ClI
MONALEESA-2 0.57 [0.46, 0.70] . 3
MONARCH-3 0.54 [0.41, 0.72] ——
PALOMA-2 0.58 [0.46, 0.73] -
Total (95% CI) 0.57 [0.50, 0.65] ¢

i ¢ = - Chi® = - - 2 = : i i i
Heterogeneity. Tau® = 0.00; Chic = 0.16, df = 2 (P = 0.92); I = 0% 501 o1 1 % 100

Test for overall effect: Z = 8.28 (P < 0.00001) Favours [experimental]- Favours [control]

Fig. 2 Forest plot for progression-free survival



Subgroup

Palbociclib—Letrozole

Placebo—Letrozole Hazard Ratio (95%& Cl)
no. of patients (&)

All randomly assigned patients 444 (100) 222 (100) I—*—I 0.58 (0.46—0.72)
Disease-free interval .
Mewly metastatic disease 167 (37.6) 81 (36.5) i : L 0.67 (0.46—0.99)
=12 mo 99 (22.3) 48 (21.6) b - i 0.50 (0.33—0.76)
>12 mo 178 (40.1) 93 (41.9) I - 0.52 (0.36—0.73)
I | | .I I L]
0.15 0.20 0.40 0.60 0.80 1.00 2.00
Palbociclib—Letrozole Placebo—Letrozole
Better Better
Subgroup No. of Patients Hazard Ratio (95%6 CI)
All patients 668 -’4 0.56 (0.43—-0.72)
Newly diagnosed disease ;
No 441 b 0.60 (0.45—0.81)
Yes 227 —! 1 0.45 (0.27—-0.75)
I I 1 ]
0.1 0.56 1.0 10
Ribociclib Better Placebo Better
No. of Hazard Ratio
Subgroup Patients (95% CI)
All patients 493 L ‘ 1 0.54 (0.41 to 0.72)
Treatment-free interval*t I
De novo metastatic 196 ' <@ 1 0.49 (0.31 to 0.76)
Recurrent with treatment-free interval < 36 months 74 I 0.48 (0.25 to 0.91)
Recurrent with treatment-free interval = 36 months 134 ' t . 1 0.83 (0.46 to 1.52)
Recurrent with no adjuvant endocrine therapy 89 < : 0.51 (0.25 to 1.04)
0.25 0.5 1 2
- =

Favors Abemaciclib Arm Favors Placebo Arm




Inibitori di CDK 4/6 + Al Vs Al

Analisi combinata degli studi di 1a linea:
PFS nelle pazienti con malattia solo ossea

Hazard Ratio Hazard Ratio

Study or Subgroup  Weight Exp[(O-E) / V], Fixed, 95% CI Exp[(O-E) / V], Fixed, 95% CI
Monarch 3 16.2% 0.58 [0.27, 1.25] —
Moonaleesa 2 44 .5% 0.64 [0.40, 1.02] —l
Paloma 2 39.2% 0.36 [0.22, 0.59] ——
Total (95% CI) 100.0% 0.50 [0.37, 0.69] ‘
Total events

itv: Chi? = = = - 12 = 339 I i i I
Heterogeneity: Chic = 2.96, df = 2 (P = 0.23); I = 33% 001 01 1 10 100

Test for overall effect: Z = 4.36 (P < 0.0001) Favours CDK 4/6 Inhibitor- Al

G.L. Pappagallo, 2019



Cyclin-dependent kinase 4/6 inhibitors as first-line treatment

for post-menopausal metastatic hormone receptor-positive breast
cancer patients: a systematic review and meta-analysis of phase |
randomized clinical trials

Allan Ramos-Esquivel'? - Hellen Hernandez-Steller' - Marie-France Savard? - Denis Ulises Landaverde?*
Breast Cancer (2018) 25:479-488

Odds Ratio Odds Ratio
Study or Subgroup M-H, Fixed, 95% ClI M-H, Fixed, 95% ClI
MONALEESA-2 8.84 [6.18, 12.65] -
MONARCH-3 4.41 [2.86, 6.80] ——
PALOMA-2 9.68 [6.65, 14.09] ——
Total (95% CI) 7.51 [6.01, 9.38] ¢
Total events
Heterogeneity, Chi® = 8.36, df = 2 (P = 0.02); I° = 76% | l

0.01 0.1 1 10 100

Test for overall effect: Z = 17.76 (P < 0.00001) Control Experimental

Fig. 5 Forest plot for treatment-related side effects




Comparative Toxicities of CDK4/6 Inhibitors

Neutropenia 79.5 56.1 10.4 76.9 524 9.6 41.3 19.6 1.5
QTcF prolongation
= >60 msvs BL NR NR NR 3.0 -- - NR NR NR
= >1] post-BL>480 ms NR NR NR 3.6 -- -- NR NR NR
= >1] post-BL>500 ms NR NR NR 0.6 -- -- NR NR NR
Gastrointestinal
= Diarrhea 26.1 1.4 0 38.3 2.4 0 81.3 9.5 0
= Vomiting 15.5 0.5 0 33.5 3.6 0 28.4 1.2 0
= Abdominal pain 11.3 0.9 0 NR NR NR 29.1 1.2 --
= Decreased appetite 14.9 0.7 0 20.7 1.5 0 24.5 1.2 0
LFTs
® |ncreased ALT 43 2 <1 NR NR NR 15.6 5.8 <1
® |ncreased AST 52 3 0 NR NR NR 15 3 0
» |ncreased ALT, AST, NR NR NR 20.1 8.4 1.8 NR NR NR

and/or blood bilirubin

*Any-cause AEs for PALOMA-2 and MONALEESA-2; TEAEs for MONARCH 3, except for any-cause increased ALT/AST. a8

Slide credit: clinicaloptions.com

1. Finn. NEJM. 2016;375:1925. 2. Palbociclib PI. 3. Hortobagyi. Ann Oncol. 2018;29:1541. 4. Goetz. J Clin Oncol. 2017;35:3638. 5. Abemaciclib PI.
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[¢s] ONCOLOGY
Your Patient Case

What is your patient’s tumor phenotype? HR positive, HERZ negative

Does your patient have a germline BRCA1/2 mutation? No

Does your patient have a history of systemic therapy for breast cancer? No

What systemic therapy do you plan to use for this patient? Palbociclib + NSAI (anastrozole or letrozole)

Recommendations

Recommendations Comments

Expert 1 CDK4/6 inhibitor + letrozole Would not use ribociclib for patients with arrhythmia

Expert 2 CDK4/6 inhibitor + NSAI Consider abemaciclib for CNS metastases or poor bone
(anastrozole or letrozole) marrow function

Expert 3 CDK4/6 inhibitor + NSAI Consider an Al or fulvestrant alone in some patients with
(anastrozole or letrozole) comorbidities or long natural history

Expert 4 CDK4/6 inhibitor + NSAI
(anastrozole or letrozole)

Expert 5 CDK4/6 inhibitor + NSAI
(anastrozole or letrozole)




GO SEIEMCE Annals of Oncology 29 1634—1657, 2018
BETTER MECICINE doi: 10,1093 annonc/mdy 152
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Published online 19 July 2018

SPECIAL ARTICLE

Section IV: ER-positive/HER2-negative (luminal) ABC

Guideline statement LoE/GoR Consensus

The addition of a CDK 4/6 inhibitor to an Al, in patients naive or pre-exposed to ET, provided a significant I/A 90%
improvement in median PFS (-10 months), with an acceptable toxicity profile, and is, therefore, one of the

preferred treatment options for pre- and peri-menopausal women with OFS/OFA, men (preferably with

LHRH agonist) and post-menopausal women. Patients relapsing <12 months from the end of adjuvant Al

were not included in the published studies and may not be suitable for this combination. OS results are

still awaited. QoL was comparable to that with ET alone.

ESMO-MCBS vl.1 score: 3



ESMO-Magnitude of Clinical Benefit Scale

ESMU-MICBS

ESWMI-Megailude of Cliicel Baneft Scaks

Fromoting clear and evidanca-based
commiumication about the benafil of
carcE reamenis

Palbociclib

Indication details
Tumour Type Breast Cancer

Tumour Sub- Breast Cancer
type

Tumour Sub- HR+ HER2-
Group

Tumour stage Metastatic

Combined Letrozole

Agent(s)

Control Arm Letrozole + placebo

Treatme! 1st line metastatic HR+ HER2-
Setting

Trial Name PALOMA-2

Primary Outcome(s)

Prima
Outcorn):e s) PFS

Qutcome data

PFS Control 14.5 months

10.3 months

0.58 (0.46-0.72)

f [w]S]in]<|

Agent Score

Scorecard version: 1
ESMO-MCBS v1.1

f w|S]in]e

A tool to assist in the prioritisation
of medicines in cancer care

Ribociclib

Indication details

Tumour Type Breast Cancer

Tumour Sub- Breast Cancer
pe

Tumour Sub- HR+ HER2-

Group

Tumour stage Metastatic

Combined Letrozole
Agent(s)

Control Arm Letrozole + placebo

Treatment 1st line metastatic post-menopause HR+ HER2-
Setting

Trial Name MOMALEESA-2

Primary Outcome(s)

Primary
Qutcome(s) PFS

Outcome data

PFS Control 16 months
9.3 months
0.57 (0.46-0.70)

Not mature data

£ [w]s]in] <]

Agent Score

Scorecard version: 1
ESMO-MCBS v1.1



Does each patient need a combination ET from the beginning?

Endocrine Therapy Plus CDK4/6 in First or Second Line for Hormone (SONIA) Receptor Positive Advanced Breast Cancer:

NCT03425838

* HR+/HER2- advanced
breast cancer

« No prior treatment for
advanced disease

Non-steroidal Al +
CDK4/6 inhibitor

Fulvestrant

Primary endpoint:
Progression-free survival
after two lines (PFS2)

>

Non-steroidal Al

Fulvestrant +
CDK4/6 inhibitor

Secondary endpoints:
Quality of life

Overall survival
Cost-effectiveness




Considerazioni finali

* Pazienti con MBC bone-only, asintomatiche e lungo DFI identificano
pazienti comunqgue a miglior prognosi

* La maggioranza delle pazienti con MBC ha un’eta > 60 aa: comorbidita e
la conseguente polifarmacia rendono indispensabile uno stretto
monitoraggio dei pazienti, non solo per gli eventi collaterali

* La tossicita finanziaria dei trattamenti deve essere presa in
considerazione nel processo decisionale






