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EPIDEMIOLOGIA

• In Italia nel 2020 stimati 55.000 nuovi casi (le stime per il 2021 non 
sono disponibili)

• Nel 2021 stimati 12.500 decessi

• Sopravvivenza netta a 5 anni dalla diagnosi 88%

AIOM: I numeri del cancro in Italia 2021



D.A. Berry NEJM 2005



Gene expression array-identified 
subtypes of Breast Cancer

Unsupervised Hierarchical Clustering of Primary Breast Cancers

Perou et al. Nature 2000;406:747-52



MALATTIA LUMINALE



Finn RS et al. N Engl J Med 2016
Hortobagyi GN et al. N Engl J Med 2016
Goetz MP et al. J Clin Oncol 2017



Focus on 1st line
PALOMA-2 MONALEESA-2 MONARCH-3 MONALEESA-3 MONALEESA-7

Setting 1st line 1st line 1st line 1st and 2nd line 1st and 2nd line

ORR (%) 42.1        34.7 42.5        28.7 48.2 34.5 32.5 21.5 41 30

ORR meas disease (%) 55.3        44.4 54.5       38.8 59.2 43.8 40.9 28.7 51 36

PD (%) NR 5.1 12.7 3.7 7.3 9.9 16.5 7 15

CBR (%) 84.9        70.3 79.6       72.8 78             71.5 70.2 62.8 79 70

PFS (months) 27.6        14.5 25.3 16 28.1          14.7 20.6 12.8 23.8 13.8

HR 0.56 0.56 0.54 0.55 0.55

Visceral involvement (%) 48.2       49.5 59         58.7 52.4          53.9 60.5 60.3 58 56

Previous CT (neo/adj) (%)
Previous CT adv (%)

48          49.1
- -

43.7       43.4
- -

38.1 40
- -

43.2 41.7
- -

41 41
14 14

Previous ET (neo/adj) (%)
Previous ET adv (%)

56.1       56.8 52.4       51.2 45.7 48.5 59.7 58.7
22.7 16.5

38 42
- -

Finn RS et al. N Engl J Med 2016; Rugo H et al BCRT2019; Hortobagyi GN et al. N Engl J Med 2016; Ann Oncol 2018; ESMO 2021; Goetz MP et al. JCO 2017; 
Johnston NPJ Breast Cancer 2019; Slamon DJ JCO 2018 & NEJM 2020, ASCO 2021; Tripathy Lancet Oncol 2018; Im SA et al.  NEJM, 2019

OS (months) Pending 63.9 vs 51.4 Pending
53.7 vs 41.5
NR vs 51.8

39.7 vs 33.7
NR vs 40.9









monarchE Study Design (NCT03155997)

Copyright (C) 2021 Eli Lilly and Company. All rights reserved

aRecruitment from July 2017 to August 2019; bEndocrine therapy of physician’s choice [e.g. aromatase inhibitors, tamoxifen, LHRH agonist]; cKi-67 expression centrally assessed in all patients from both cohorts with suitable untreated 
breast tissue using Ki-67 immunohistochemistry Assay by Dako/Agilent
Abbreviations: ALN = positive axillary lymph nodes; CPF = clinicopathological features; HER2 = human epidermal receptor 2; HR = hormone receptor; ITT = intent-to-treat population; N = number of patients in the ITT population; R = 
randomized; SOC = standard of care

Joyce O’Shaughnessy



IDFS Benefit Maintained with Additional
Follow-up in ITT population

Copyright (C) 2021 Eli Lilly and Company. All rights reserved

30.4% reduction in the risk of developing an IDFS event.
The absolute difference in IDFS rates between arms was 5.4% at 3 years.

Joyce O’Shaughnessy



Benefit of DRFS Maintained with Additional
Follow-up in ITT population

31.3% reduction in the risk of developing a DRFS event.
The absolute difference in DRFS rates between arms was 4.2% at 3 years.

Copyright (C) 2021 Eli Lilly and Company. All rights reservedJoyce O’Shaughnessy



Abemaciclib Treatment Effect Over Time

* Piecewise hazard ratio was estimated using piecewise exponential model to assess the yearly treatment effect size
** 95% credible intervals were calculated by equal tails in the posterior samples of Bayesian exponential models

Increasing magnitude of IDFS and DRFS effect size from the first year to the second year,
with maintained treatment benefit beyond the 2-year study treatment period. 

Copyright (C) 2021 Eli Lilly and Company. All rights reservedJoyce O’Shaughnessy





MALATTIA HER2+





DESTINY-Breast03

Patients
• Unresectable or metastatic HER2-positivea

breast cancer 
• Previously treated with trastuzumab and 

taxane in advanced/metastatic settingb

• Could have clinically stable, treated brain 
metastases

Stratification factors
• Hormone receptor status 
• Prior treatment with pertuzumab 
• History of visceral disease

DESTINY-Breast03: First Randomized Ph3 Study of T-DXd
An open-label, multicenter study (NCT03529110)

R
1:1

T-DXd 
5.4 mg/kg Q3W

(n = 261)

T-DM1 
3.6 mg/kg Q3W

(n = 263)

Primary endpoint
• PFS (BICR)

Key secondary endpoint
• OS 

Secondary endpoints
• ORR (BICR and 

investigator)
• DOR (BICR)
• PFS (investigator)
• Safety

Interim analysis for PFS (data cutoff: May 21, 2021)
• Efficacy boundary for superiority: P < 0.000204 (based on 245 events)
• IDMC recommendation to unblind study (July 30, 2021)
Key secondary endpoint, OS: boundary for efficacy: P < 0.000265 (based on 86 events)

BICR, blinded independent central review; DOR, duration of response; ORR, objective response rate; OS, overall survival; PFS, progression-free survival; Ph3, phase 3; 
Q3W, every 3 weeks. 
aHER2 IHC3+ or IHC2+/ISH+ based on central confirmation. bProgression during or <6 months after completing adjuvant therapy involving trastuzumab and taxane 



DESTINY-Breast03

Primary Endpoint: PFS by BICR

Median PFS follow-up for T-DXd was 15.5 months (range, 15.1-16.6) and for T-DM1 was 13.9 months (range, 11.8-15.1)
HR, hazard ratio; INV, investigator; mo, month; NE, not estimable; NR, not reached.
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Censor
T-DXd (n = 261)
T-DM1 (n = 263)

T-DXd T-DM1 
mPFS, mo (95% CI) NR (18.5-NE) 6.8 (5.6-8.2)

12-mo PFS rate, % 
(95% CI)

75.8
(69.8-80.7) 

34.1 
(27.7-40.5) 

HR (95% CI)
0.28 (0.22-0.37)
P = 7.8 × 10-22



DESTINY-Breast03

Secondary Endpoint: PFS by Investigator Assessment
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Censor
T-DXd (n = 261)
T-DM1 (n = 263)

T-DXd T-DM1 
mPFS, mo (95% CI) 25.1 (22.1-NE) 7.2 (6.8-8.3)
12-mo PFS rate, % 
(95% CI)

76.3
(70.4-81.2) 

34.9
(28.8-41.2) 

HR (95% CI)
0.27 (0.20-0.35)
P = 6.5 × 10-24



DESTINY-Breast03

PFS in Key Subgroups

HR (T-DXd vs T-DM1)
aRapid progressors on (neo)adjuvant therapy were included. Line of therapy does not include endocrine therapy. 

Number of Events Median PFS (mo, 95% CI) HR (95% CI)

T-DXd T-DM1 T-DXd T-DM1

All patients 87/261 158/263 NE (18.5-NE) 6.8 (5.6-8.2) 0.2840 (0.2165-0.3727)

Hormone Receptor 
Status

Positive (n = 272) 46/133 84/139 22.4 (17.7-NE) 6.9 (4.2-9.8) 0.3191 (0.2217-0.4594)

Negative (n = 248) 41/126 73/122 NE (18.0-NE) 6.8 (5.4-8.3) 0.2965 (0.2008-0.4378)

Prior Pertuzumab 
Treatment

Yes (n = 320) 57/162 98/158 NE (18.5-NE) 6.8 (5.4-8.3) 0.3050 (0.2185-0.4257)

No (n = 204) 30/99 60/105 NE (16.5-NE) 7.0 (4.2-9.7) 0.2999 (0.1924-0.4675)

Visceral Disease Yes (n = 384) 72/195 123/189 22.2 (16.5-NE) 5.7 (4.2-7.0) 0.2806 (0.2083-0.3779)

No (n = 140) 15/66 35/74 NE (NE-NE) 11.3 (6.8-NE) 0.3157 (0.1718-0.5804)

Prior Lines of 
Therapya

0-1 (n = 258) 46/132 75/126 22.4 (17.9-NE) 8.0 (5.7-9.7) 0.3302 (0.2275-0.4794)

≥2 (n = 266) 41/129 83/137 NE (16.8-NE) 5.6 (4.2-7.1) 0.2828 (0.1933-0.4136)

Brain Metastases Yes (n = 114) 31/62 31/52 15.0 (12.6-22.2) 5.7 (2.9-7.1) 0.3796 (0.2267-0.6357)

No (n = 410) 56/199 127/211 NE (22.4-NE) 7.0 (5.5-9.7) 0.2665 (0.1939-0.3665)

0.0 0.5 1.0 1.5 2.0



DESTINY-Breast03

Key Secondary Endpoint: OS

Early OS data with relatively few events (33 in the T-DXd arm, 53 in the T-DM1 arm)
aP = .007172, but does not cross pre-specified boundary of P < .000265
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HR (95% CI)
0.56 (0.36-0.86)

P = .007172a
Censor
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DESTINY-Breast03

Confirmed ORR and Best Overall Response
T-DXd

(n = 261)
T-DM1 

(n = 263)

Confirmed ORR
n (%)b

[95% CI]

208 (79.7) 
[74.3-84.4]

90 (34.2) 
[28.5-40.3]

P < .0001

CR 42 (16.1) 23 (8.7)

PR 166 (63.6) 67 (25.5)

SD 44 (16.9) 112 (42.6)

PD 3 (1.1) 46 (17.5)

Not evaluable 6 (2.3) 15 (5.7)

CR + PR + SD 
(DCR)

252 (96.6) 202 (76.8)Be
st
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CR, complete response; DCR, disease control rate; PD, progressive disease; PR, partial response; SD, stable disease.
aOnly subjects with measurable disease at baseline and at least one postbaseline target lesion assessment are included. bBased on BICR.
Red line at 20% indicates progressive disease; black line at -30% indicates partial response.



DESTINY-Breast03

Drug-Related TEAEs in ≥20% of Patients
System Organ Class

Preferred term, n (%)
T-DXd (n = 257) T-DM1 (n = 261)

Any Grade Grade ≥3 Any Grade Grade ≥3
Blood and lymphatic system disorders

Neutropeniaa 110 (42.8) 49 (19.1) 29 (11.1) 8 (3.1)
Anemiab 78 (30.4) 15 (5.8) 37 (14.2) 11 (4.2)
Leukopeniac 77 (30.0) 17 (6.6) 20 (7.7) 1 (0.4)
Thrombocytopeniad 64 (24.9) 18 (7.0) 135 (51.7) 65 (24.9)

Gastrointestinal disorders
Nausea 187 (72.8) 17 (6.6) 72 (27.6) 1 (0.4)
Vomiting 113 (44.0) 4 (1.6) 15 (5.7) 1 (0.4)
Diarrhea 61 (23.7) 1 (0.4) 10 (3.8) 1 (0.4)
Constipation 58 (22.6) 0 25 (9.6) 0

General disorders
Fatiguee 115 (44.7) 13 (5.1) 77 (29.5) 2 (0.8)

Investigations
AST increased 60 (23.3) 2 (0.8) 97 (37.2) 13 (5.0)
ALT increased 50 (19.5) 4 (1.6) 71 (27.2) 12 (4.6)

Metabolism and nutrition disorders
Decreased appetite 67 (26.1) 3 (1.2) 33 (12.6) 0

Skin and subcutaneous tissue disorders
Alopeciaf 93 (36.2) 1 (0.4) 6 (2.3) 0

Adverse events were managed according to the protocol.
aThis category includes the preferred terms neutrophil count decreased and neutropenia. bThis category includes the preferred terms hemoglobin decreased, red blood cell count decreased, anemia, and 
hematocrit decreased. cThis category includes the preferred terms white blood cell count decreased and leukopenia. dThis category includes platelet count decreased and thrombocytopenia. eThis category 
includes the preferred terms fatigue, asthenia, and malaise. fGrade 1 alopecia: T-DXd = 26.5%, T-DM1 = 2.3%; grade 2, T-DXd = 9.3%.

Most drug-related TEAEs were gastrointestinal or hematological in natureILD  10.5%



HER2CLIMB trial design

Tucatinib + Trastuzumab + Capecitabine
(21-day cycle)

Tucatinib 300 mg PO BID 
+ 

Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1) 
+

Capecitabine 1000 mg/m2 PO BID (Days 1-14)

Tucatinib + Trastuzumab + Capecitabine
(21-day cycle)

Tucatinib 300 mg PO BID 
+ 

Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1) 
+

Capecitabine 1000 mg/m2 PO BID (Days 1-14)

Key Eligibility Criteria
• HER2+ metastatic breast cancer
• Prior treatment with trastuzumab, 

pertuzumab, and T-DM1
• ECOG performance status 0 or 1
• Brain MRI at baseline

• Previously treated stable brain 
metastases

• Untreated brain metastases not 
needing immediate local therapy

• Previously treated progressing brain 
metastases not needing immediate 
local therapy

• No evidence of brain metastases

Placebo + Trastuzumab + Capecitabine
(21-day cycle)

Placebo
+ 

Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1) 
+

Capecitabine 1000 mg/m2 PO BID (Days 1-14)

Placebo + Trastuzumab + Capecitabine
(21-day cycle)

Placebo
+ 

Trastuzumab 6 mg/kg Q3W (loading dose 8 mg/kg C1D1) 
+

Capecitabine 1000 mg/m2 PO BID (Days 1-14)

N=410

N=202

*Stratification factors: presence of brain metastases 
(yes/no), ECOG status (0 or 1), and region (US or Canada or 
rest of world)

R*
(2:1)

HR+ ~60%; median previous lines of Tx 4; 100% received trast, pert and T-DM1



Events/pts mPFS HR (95%CI)

Tucatinib combination 178/320 7.8

Placebo combination 97/160 5.6 0.54 (0.42-0.71)

Events/pts mOS HR (95%CI)

Tucatinib combination 130/410 21.9

Placebo combination 85/202 17.4 0.66 (0.50-0.88)

HER2CLIMB: PFS and OS results

Murthy RK, et al. N Engl J Med 2020



Median
survival

Tucatinib

Median survival 
Placebo

1-yr survival 
Tucatinib

1-yr survival 
Placebo HR (95% CI)

PFS 7.6 5.4 25% 0% 0.48 (0.34-0.69)

CNS-PFS 9.9 4.2 40.2% 0% 0.32 (0.22-0.48)

CNS-PFS active BM 9.5 4.1 35.0% 0% 0.36 (0.22-0.57)

CNS-PFS stable BM 13.9 5.6 53.3% 0% 0.31 (0.14-0.67)

OS 18.1 12.0 70.1% 46.1% 0.58 (0.40-0.85)

OS active BM 20.7 11.6 71.7% 41.1% 0.49 (0.30-0.80)

OS stable BM 15.7 13.6 67.6% 55.6% 0.88 (0.45-1.70)

Outcome in patients with Brain Metastases 

Lin NU et al, J Clin Oncol 2020



MALATTIA Triplo negativa



KEYNOTE-522 Study Design (NCT03036488) 

aMust consist of at least 2 separate tumor cores from the primary tumor. 
bCarboplatin dose was AUC 5 Q3W or AUC 1.5 QW.
cPaclitaxel dose was 80 mg/m2 QW.

Schmid MK-3475 KN522 ESMO Virtual Plenary 2021

dDoxorubicin dose was 60 mg/m2 Q3W.
eEpirubicin dose was 90 mg/m2 Q3W.
fCyclophosphamide dose was 600 mg/m2 Q3W. 

Primary endpoints
pCR ITT; EFS ITT



Schmid P, ESMO Virtual Plenary 2021



Schmid P, ESMO Virtual Plenary 2021







PFS











Mutazione BRCA1 e BRCA2

OLAPARIB rimborsato in monoterapia per il trattamento di pazienti con carcinoma mammario localmente avanzato o
metastatico HER2-, HR- e con mutazione di BRCA1 o BRCA2, pretrattate con antracicline, taxani e platino nel setting
neo/adiuvante o metastatico.

TALAZOPARIB rimborsato in monoterapia per il trattamento di pazienti con carcinoma mammario localmente avanzato o
metastatico HER2-, e con mutazione di BRCA1 o BRCA2, pretrattate con antracicline e/o taxani nel setting neo/adiuvante
o metastatico.
Le pazienti con malattia HR+ devono essere state precedentemente trattate con terapia endocrina e devono aver
ricevuto un inibitore delle chinasi ciclino-dipendenti.
Le pazienti con malattia HR- devono essere state precedentemente pretrattate con chemioterapia a base di platino.





Conclusioni

• Programmi di screening
• Terapie adiuvanti
• Caratterizzazione molecolare
• Nuovi farmaci
• Multidisciplinarietà
• Presa in carico


