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La carenza di informazioni ‘Ehi'i

®» | e pazienti con BC sono a rischio di secondi fumori, in
particolare fumori controlaterali della mammella

» Rischio stimato 0.5% per anno

» RCT e le meta-analisi: riduzione del rischio connessa alle
terapie endocrine adiuvanti

®» Mancano trial prospettici per valutare beneficio e rischi
associati a mammografia in con pregresso BC

» Poche informazioni su eventi tardivi

» Studi precedenti e modificazioni del rischio connesso
alle terapie

Freedman RA, et al. JAMA Oncol. 2021 Jan 28. doi: 10.1001/jamaoncol.2020.7582. Epub ahead of print. [#1]



Rischio di recidiva in rapporto a tipo
tumorale in 2 coorti temporali
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CossettiRJ, et al. J Clin Oncol. 2015;33(1):65-73. [#1738.pdf].
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Trend temporale del rischio

di BC

controlaterale 12 registri SEER USA1992-2016.

SIRs and 95% Cls for CBC

SIRs and 95% Cls for CBC

A Overall

- Excluding CPM

T
1992-1997 1998-2003 2004-2009 2010-2015

p-trend for cverall <0.001; excluding CPAS<0.001

D ER-positive by age at diagnosis
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Ramin C, et al. Breast Cancer Res 2021; 23:24 [#5]
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‘ Letrozole 2.5 mg p.o. 0.d. |

Any duration of prior 4.5-6 years of Aromatase
Tamoxifen Inhibitor

[ Placebo

mMmMN—=Z00Z>2
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5yrs

/

Letrozole (N=959) |Placebo (N=959)

Local breast 8 (0.8%) 10 (1.0%)
Local chest wall 6 (0.6%) 7 (0.7%)

Regional 5 (0.5%) 13 (1.4%)
Confrolateralt 13 (1.4%) 31 (3.2%)

* Patients may have had more than one site of recurrence. T One patient in each group
had both local recurrence and contralateral breast cancer

Goss PE, et al. N Engl J Med. 2016;375(3):209-19. [#6]
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Figure 2. Cumulative Incidence of Contralateral Breast
Cancer.



Recidiva trasdiva: NCCTG N9831 e NSABP B-
31: CHT +/- trastuzumab
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HR+ 905 744 650 564 521 475 434 380 300 236 HR+ 826 811 785 747 728 691 613 5356 428 338

Chumisri S, et al. J Clin Oncol 2019; 37:3425-3435. [#7]




BC specific survival: unilateral vs bilaterail:
Analisi dei dati SEER.
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Xiong Z, et al. J Clin Med 2018, 7, 133. [#14]




Impatio sulla sopravvivenza del rilievo
precoce della recidiva locale

Studies ) Hazard Ratio (fixed) Hazard Ratio (fixed) SaS'FF"E
log[Hazard Ratio] (SE) ases Cl o5°. Cl 1ze
Ciatto S 0.7134 (0.7301) = 2.04 [0.49, 8.54] 339
Kaas R 1.10%2 (0.4461) = 3.03 [1.26, 7.27] 275
Te Boekhorst S 0.5067 (0.1354) —=— 1.66 [1.27, 2.16] 270
Voogd AC 0.7362 (0.2741) = 2.0% [1.22, 2.57] 266
Tomin B 0.4706 (0.1439) —_— 1.60 [1.21, 2.12)] 248
Perrone MA 0.5102 (0.1549) 1.67 [1.23, 2.26] 221
Kindler M 0.2352 (0.16896) = 1.27 [0.91, 1.76] 175
Stierer M 0D.5712 (0.3504) I e — 1.77 [0.83, 3.52] 133
Doyle T 0.9743 (0.5172) = 2.65 [0.96, 7.30] 112
Orel SG 0.7663 (0.7082) = 2.15 [0.54, B.62] 72
Imoto S 0.2519% (0.3556) E— 1.29 [0D.64, Z.58) 65
Wagman LD 0.7657 (0.2879) — 2.15 [1.22, 3.78] 64
Hussain ST 2.2557 (0.7454) —® 5. 54 [2.21, 41.13] 33
(o]
Total (95% Cl) _ _ \ 4 1.68 [1.48, 1.91]
Test for heterogeneity: Chi square= 13.02, df = 12 (P = 0.37),
Test for overall effect: Z=7.93 (P < 0.00001) |
0.1 0.2 0.5 1 2 5 10
Late detected Early detected

Lu WL, et al. Breast Cancer Res Treat 2009;114(3):403-12. [#12]




Rischio di tumore controlaterale: Analisi dei
dati SEER.

Umivariate B ultivariate =
Variable HERE o5%% CI P Value HER 95 CI P Value
A e
= L] 1 1
JE N ] O.70S 06560763 < W1 O.707 06520 768 <0001
S50—549 706 D.656—0.760 < M1 0. 709 06540 7es <0001
BI—a0 0. 747 0694 0. 805 < 1 0759 0. 70— 824 < 0001
=70 o703 06520758 < W1 0.7 446 D.686—0. 811 <0001
Raoe
| 'El'-lr.:-::k.l 1 1
SR 739 069307858 < M1 0762 0. 70— 819 <0001
Oreher 0.734 0.6870—0.803 < 1 0. 744 D674 822 < 0001
Year of diagnosis
1990—196G4 1 1
199519909 1.062 1.011-1.115 0016 1.03& 0. 9831 005 0.1581
2OOO—20 1.04 0.985—1.097 N.158 0.99q 0.937—1.055 .85
2OOE—2 NS DEB&7 O_S08—0 D3 < W1 O.837 0. 7750 o3 <0001
Stage
I 1 1
I~ DoFS D.889—0. 959 .01 0.91 0. 68— G54 <0001
B O35 0.872—1.002 D056 0,936 0. 8681 S 0079
Hormone rece plor status
| + ws. — os14 07750855 < W1 0O.g39 0. 7o97—0 883 <0001
Radiotherapy
I Yes vws. Noy Refased 1.261 1.213-1.310 <M1 1.Z25& 1.208—1.312 <0001
Sex
Male vs. Fermale 0.232 0.209-0.526 < M1 0.363 02150613 <0001
2 Co-wvariates for multivariate adjustrment: age, Hispanic origin, race, sewx, marital status, year of diagnosis,
tumor grade, stage, hormone receptor status, and RT. BC = breast cancer; CBC = contralateral breast cancer;
ET = radicotherapy; HE = hazard ratio; 95% CI = 95% confidence interval

Xiong Z, et al. J Clin Med 2018, 7, 133. [#15]




Incidenza e rischio di CBC dalla prima
diagnosi di BC

No. of omen Incdence Reper No. of Women Incdence Rate per

(ontbuting ~~ No.of Noof 1000 Persin Yeaﬁ Cumultve sk % (ontributing ~~ No.of Noof 1000 Person-Years ~~ Comltive sk %
lewsSce it et Cncer Dlgmss~—~—+— ooy Poronlers ks (05K (94() VoursSnce Firt Breast Cancer Dignosis:~—~—~ inCateqory~~ Porsonfems Euents (55 (05%0)
BRCAl BRCA2
3 ] Al 0 BQIR) (M 3 o) 1468 )] 184(126-168) §(6-1)
Rl bl Ul B BO(IeRY B 50 7 154 1o 169(115-248)  16(12-20)
D i b B V(e D (134 1 80 1l 125(69-226) 1(17-28)
5 i s T B () *15-00 13 1 5 141(.9338) 5(20-33)
A 11 bl 0 BIELBY) B 203 b 200 ] 103(33321) 65 (215-8)

Kuchenbaecker KB, et al. JAMA. 2017;317(23):2402-2416 [#25]




Rischio di CBC: ruolo stile di vita e fattori
riprodutfivi

B

Factor Subgroup Npapers | p-value Estimate (95% Cl) Factor Subgroup Npapers 2 prvalue Estimale (95% C))
Menarche (yrs): 213 vs. <13 3 0 531 - 0.94 (0.83, 1.06)
Body mass index (kg/m?): 225 vs. <25 5 75.4 003 [ 1.22(1.01,147) Oral contraceptive use: ever vs. never 3 0 967 -+ 0.90(0.79,1.03)
Gravidity: ever vs. never 2 0 912 - 092(0.77,1.09)
25-<30vs. <25 4 62 048 —_— 1.13(0.85,1.49) L
Age at primiparity (yrs): 225 vs. <25 4 0 912 * 1.06(1.02, 1.10)
Parity: 21 FTPs vs. nulliparous 3 0 664 - 0.92(0.80, 1.05)
230 vs. <25 3 60 082 T+ 1.23(0.88,1.72)
1-3 FTPs vs. nulliparous 2 0 2908 -+ 086 (0.82, 1.11)
Alcohol use: ever vs. never 3 0 588 na 1.15(1.02,1.31) 24 FTPs vs. nulliparous 2 216 250 —— 056 (0.42, 0.76)
Breastfeeding: ever vs. never 2 0 578 — 0.87(0.74,1.01)
Smoking: ever vs. never 4 0 792 - 1.07(0.97,1.18)
Menopausal status: postmenopausal vs. premenopausal 4 0 433 H— 1.12(0.97,1.30)
Age at menopause (yrs): <45 vs. 245 2 0 928 - 0.79(0.67, 0.93)
I . T [
5 1 152 5 1 152

Akdeniz D, et al. Cancer Causes & Control 2020; 31:403-416 [#15]




Predittori di CBC occulto alla mastectomia
controlaterale profilattica

Variable Patients With Patients With Univariate Univariate Muhltivariate
Mo or Low-risk Malignant Findings P Value Odds Ratio Odds Ratio (P)
Findings n = 435 (9%%™) n = 25 (Yo™)
Age at index tumor, Yy 01
Mean as.2 54.3
Median (range) a7 (22-85) 56 (26-7a)
Age, v
=50 247 (B6.7) 8 (2.8)
=50 188 (F3.2) 17 (6.6) Ne=d 2.8
Ipsilateral tumor stage
o TTFANFTT-8) 5 (5.0)
1 153 (76.5) 12 (5.0) T3 1.2
n 151 (B3.4) 6 (3.3) tc K=
m 54 (B7.1) 2 (3.2) .51 .6
Ipsilateral invasive lobular histology
Mo 383 (B1.8) 17 (3.6)
Yes S52 (FO0.3) a8 (10.8) 006 3.5 3.4 (01)
Additional ipsilateral moderate to high-risk lesions
MNo 392 (B84.5) 16 (3.5)
Yeas 43 (55.1) D 1.5) =.0001 S.1
Ipsilateral multicentric tumor
Mo 398 (B0.7) 20 «@.1)
Yes 37 (75.5) 5 (10.2) el 2.7 3.1 (.04)
ER status ipsilateral tumor
Positive 233 (F7.2) 16 (5.3)
Negative 126 (B8.1) 5 (3.5) .30
Uir kan o 45 (B80.4) a4 (7.1)
PR status ipsilateral tumor
Positive 198( 77.3) 13 (5.1)
Negative 156 (B5.7) 8 (4.4) .59
Un kmowwrn S1 (B0.0) 4 (6.3)
Gail risk
=1 .67 % 286 (B2.2) 10 (2.9)
=1.67% 101 (FO.1) 13 (2@.0) 0003 3.7 3.5 (J005)
Hormone replacement
Yes 135 (F5.4) 11 (82)
No 285 (B2.6) 13 (3.8) AT
Lim ko onrm 15 (B3.3) 1 (5.6)

Yi M, et al. Cancer 2009;115:962-71. [#19]




Fattori di rischio anatomo-clinici per
recidiva locoregionale

Table 3 Significant prognostic factors for 5-year LER by
multivariate regression analyses

Mulfivariate J iATO Variables Multivariate analyses

LRR

HR 95%0CI1 P

Age< S0y 138 LI{04-14) 19992007 1923 13802688 <0001

wvs, 2008-2014

Posive sl margs 0] LIG3 (06-11) B aovdar o er tememior s moeo
Inner location 2236 1.787-2798 < 0001

0 | ws. Non-inner location
Posivefymphovaseulr pemetons 010 L0671 - ffagc e eerimes oo

ws. T1 stage

Slﬂgelvg — — ER/PR (—) 1.485 1042-2117 0029
' vs. ER and PR(+)

LW 1053 0879-1262 0. 575
i 193 10604 = withou L
Grade I 1237 0.8861.726 0. 212

vs, Grade | and Il

Slage I 00% iyl (08‘]3]) IDC 0848 0715-1006 0059

ws. other pathology tyvpe

Swge W 0,152 5,45 (0,5-55—5) ij_.ijrl;I;?1[:|ér_;;j:g;rl:ftrrjﬁé?ﬁith erapy 1422 eosimaIer eose
Endocrine therapy 0728 0524-1012 0.059

i vs. non- Endocrine therapy
Lumlmm 0193 0482 (02'14) Anti-Her2 target therapy 0606 02461492 0276

vs., non- Anti-Her2 target therapy

Noadvat AT 000l 388 (21-199 Hasard ratio, IDC thasive ductal carcinoma, LAR Locoragional recunence LVI

Lymphovascular invasion, PR Progesterone receptor

Merino T, et al. Oncotarget, 2018; 9(54): 30355-30362 [#21]. Wang J et al. BMC Cancer 2020; 20:1132 [#22]




Fattori di rischio anatomo-clinici per
recidiva locoregionale

TABLE 2. Multivariable Analysis

Characteristic OR (95% CI) P § 1]
Breast density g 3
Mondansa Referance o @
Dense 1.80 (1.22-2.64° <01 E
Body mass index 1.04 (1.00-1.07) 02 28|
Histologic subtype 50
Ductal Raferance 2
Other® 1.84 (1.19-2.84 <0 3 ~
Chemotharapy ol
Mot recehvad Referance
Received 0.50 (0.34-0.75 <.01 = —— Lobuler
Endocrine therapy g 1 e Ductal
Mot recehved Referance
Recahad 014 {0.06-0.33 = 8
|
Abbreviations: 95% G|, 95% confidence interval; OR, odds ratio. ST X A i
2 Adjustad for body mass indax, histologic subtype, receipt of chemothera- 0 30 100 150
py, and receipt of endecrine therapy. Time to diagnosis of contralateral breast cancer (Months)

® Other includes invasive lebular, invasve mudnous, and invasiva tubular

Raghavendra A, et al. Cancer 2017;123:1935-40 [#27]. Langlands F, et al. Clinical Radiol 2016; 71: 159-163 [#26]




Sottotipo biologico e rischio recidiva

locoregionale
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Rischio recidiva locoregionale dopo CHT
neoadiuvante

Wariable Level Patients Events Uniwvariate MMuluple
HEF Q59 L | o walue HER Q5% L | o wvalue
A e — 41 118 12 Ref. 0.a0s Ref. 0.1z
4247 (LR = LR 027 1.34 .62 027 .44
4856 111 2 .50 02> 1.1 LR 0.25 1.4
5T 4 13 4 o214 Ou0E o722 027 LN L= 082
ER i 173 20 Ref. LU
1 250 1o .52 028 L=
[-status 0 355 26 Ref. 0.0l
1 TT 13 2.3 I 22> 4l
Multifocal LA 3D 28 Ref. LU Ref. LR
1 T2 11 2.14 I .G 4351 2.50 1.2 5.2
CPsS +EBEG i 30 o — — — LU ] — — — LLEL
1 T = o.1s oL LY | L (RN oosT
2 L&l 14 G6S .31 1.234 0. 74 0545 1.55
3 1O E 15 Ref. Ref.
4 44 5 108 0.4 27D 1.2 O_45 317
S 3 2 543 .24 238 B.25 1.5 379

Bold represents probability walue s under O0.05
HK hazard rato,. CF confidence inErval, £F estrogen rece plor

Michel LL, et al. Breast Cancer Res Treat 2019; 177:437-446 [#25]




Rischio recidiva: signature prognostiche e
stato nodale negli anni 5 -10 dalla diagnosi

Patient Group

Node-Negative Disease
(n =535)

Node-Positive Disease
(n = 154)

Eii]r:::lture HR (95% C1)* C Index (95% CI) HR (95% CI)* C Index (95% CI)

CTS 1.95 (1.43-2.65) 0.721 (0.654-0.788) 1.61 (1.05-2.47) 0.644 (0.534-0.753)
IHC4 1.59 (1.16-2.16) 0.660 (0.576-0.745) 1.20 (0.79-1.81) 0.579 (0.460-0.697)
RS 1.46 (1.09-1.96) 0.585 (0.467-0.702) 1.24 (0.81-1.90) 0.555 (0.418-0.693)
BCI 2.30(1.61-3.30) 0.749 (0.668-0.830) 1.60 (1.04-2.47) 0.633 (0.514-0.751)
ROR 2.77 (1.93-3.96) 0.780 (0.724-0.854) 1.65 (1.08-2.51) 0.643 (0.528-0.758)
EPclin 2.19 (1.62-2.97) 0.768 (0.701-0.835) 1.87 (1.27-2.76) 0.697 (0.594-0.799)

Sestak I, et al. JAMA Oncol. 2018:4(4):545-553 [#30]



Predittori molecolari di recidiva

locoregionale.

A

ARTIC in RT Arm

HR, 3.4; 95% CI, 2 t0 5.9; P < .001
10-year rate:
ARTIC score low: HR, 0.06; 95% CI, 0.04 to 0.1

° | ARTIC score high: HR, 0.25; 95% CI, 0.16 to 0.35
P 0.4
o
— —— ARTIC score low
% 0.3 {— ARTIC score high
= £
o 55 0.2
=
—
© 0.1 -
=
E f'_,—/_f_f_/—'_'_—'_ﬁ
p—}
u 1 1 1
0 5 10 15
Time (years)
No. at risk
ARTIC score low 272 240 200 91
ARTIC score high 84 66 51 29

Martin Sjostrom, et al. J Clin Oncol 20219; 37:3340-3349. [#20].

W

ARTIC in No RT Arm

HR, 1.6; 95% CI, 1 to 2.3; P=.028
10-year rate:

——
E 0.4  ARTIC score high: HR, 0.32; 95% Cl, 0.24 to 0.42
[
>
= 0.3 +
= &£
> 5 0.2 +
=
-
L 0.1 +
= — ARTIC score low
g —— ARTIC score high
(o T T T
0 5 10 15
Time (years)
No. at risk
ARTIC score low 289 231 182 82
ARTIC score high 103 64 53 28

ARTIC score low: HR, 0.21; 95% CI, 0.17 to 0.26



Cosa dicono le linee guida

Linee-guida Raccomandazione MX | Raccomandazioni eta specifiche e
long term FU

ASCO 2013 (1 Annuale NO
ASCO survivorship 201612 Annuale NO
ESMO 2019 ©) Annuale NO
ESMO 2020 (young) Annuale NO
AIOM 2020 ) Annuale Non soglia di etd da consentire

eventuale stop dell'imaging mammario
(se ragionevole aspettativa di vitq)

NCCN 2021 (¢ Annuale NO

1) Khatcheressian JL, et al. J Clin Oncol 2013;31(7):961-5. 2) Runowicz CD, et al. J Clin Oncol 2016; 20;34(6):611-35. 3) Cardoso F, et al. Ann Oncol
2019; 30: 1194-1220. 4) Paluch-Shimon S, et al. Ann Oncol. 2020;31(6):674-696. 5) https://www.diom.it/linee-guida-aiom-2020-neoplasie-della-
mammella/ . 6) https://www.nccn.org/professionals/physician gls/pdf/breast.pdf
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Aderenza dlla sorveglianza mammografica
nel corso del FU
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Surveillance Year Since Completion of Treatment (n)

Wirtz HS, et al. Breast Cancer Res Treat 2014; 143:541-550. [#10]




Partecipazione screening mammografico (Danish
Quality Mammography Screening Database)

Years since previous breast cancer Age group
Total 50-54 years 559 years 6064 years 6569 years
No previous breast cancer 80.3% 186 798 818 81.6
[331,996/662,168] [158,569/201,788] [127,983/160,367] [121,833/148 963 [123,611/151,050]
2-4 63.3% 571 68.6 66.2 b3.0
[1617/2554] |368/643] [321/d68] |412/622] [516/819]
4-6 71.9% 597 746 745 139
[2352[3270] |314)526] [33112] |633/850] |874/1182
6-10 19.4% 649 82.1 825 81.7
[3768/4743) |466/718] [851/1037] [1031/1250] 1420/1738]
>10 80.3% 674 186 824 824
[3828/7255) |[477[708] [914/1163] [17392111] |2698/3273]

Larsen MB, et al. Breast 2020 ;54:31-36. [#11]




Prognosi neoplasia e mammografia (biennale
vs annuale), eta.

Screening Interval® by Age Range, Years, 24

40-49 50-59 60-69 70-85
Tumor Characteristic Annual Biennial Annual Biennial Annual Biennial Annual Biennial
Breast cancers, Mo. (n = 15 440) 1645 6132 3579 Q23 3549 853 3297 a81
DCIS (n = 32240) 26.3 27.4 24.4 22.0 20.7 18.6 18.6 16.0
Invasive (n = 12 100) 7327 726 75.6 78.0 79.2 81.4 81.4 84.0
AJCC stage
Invasive cancers, No. 1137 A1 6 2460 665 2542 44 2429 735
Stage | 54.9 51.0 57.2 56.4 62.3 64.0 68.2 65.7
Stage 1A 22.6 24 .3 227 24 .4 21.0 20.8 17.9 21.6
Stage IIB 12.3 13.2 10.9 9.6 8.9 7.5 7.3 &4
Stage Il or IV 9.2 11.5 9.2 9.6 7.8 7.8 6.6 6.3
AJCC stage 1IB or higher®
Invasive cancers, No. 1155 A425 2532 580 2616 G666 2506 782
Yes 21.3 24 .2 19.7 19.0 16.4 14.7 12.6 12.1
Mo 787 75.8 80_32 81.0 83.6 85.3 86.4 87.9
Tumor size, mm
Invasive cancers, No. 1171 426 2597 590 2673 668 2569 TT76
=10 237 20.2 27.8 23.9 30.6 25.9 23.8 28.2
10 to <15 22.6 17.1 22.9 242 24.3 23.8 24.8 26.3
15 to 20 22.0 28.6 21.0 24.1 20.4 26.2 20.0 24.2
=20 30.7 34.0 28.2 27.8 24.8 24.1 21.4 21.3
Lymph node, 24
Invasive cancers, No. 1189 435 2621 692 2725 672 2603 800
Positive 32.5 35.9 28.9 320.5 24 3 22.6 19.2 18.6
MNegative 67.5 64.1 F1l.1 69.5 5.7 774 80.8 281.4
=1 Less favorable characteristic®
Invasive cancers, No. 1171 A425 2545 685 2627 &62 2505 T4
Any 59.1 63.1 54.0 5327 48.6 49 . 7F 4.0 44 .6
MNone 40.9 36.9 46.0 46.3 51.4 50.2 56.0 55.4
Abbreviations: AJCC, American Joint Committee on Cancer: DCIS. ductal B AJCC stage IIB or higher was imputed based on tumor size or extension, nodal
carcinoma in situ. status. metastasis. or Surveillance. Epidemiclogy. and End Results summanry
2 Annual includes cancers diagnosed within 12 months of screening examination stage. when available. for women missing AJCC stage.
performed 11 to 14 months after prior mammogram. Biennial includes cancers = Stage IIB or higher, tumor size greater than 15 mm, or positive node status.

diagnosed within 24 months of screening examination performed 232 to 26
months after prior mMmammogranm.

Miglioretti DL, et al. JAMA Oncol 2015;1(8):1069-1077 [#13]




Prognosi neoplasia e mammografia (biennale
vs annuale), stato menopausale

Menopausal Status Type of HT Use®™
Postmenopausal Estrogen +
Premenopausal Without HT Use With HT Use Progestogen Usea Estrogen Only Use
Tumor Characteristic T B Ly B A B A B A B
Breast cancers, 2 (n = 11 850) 1525 502 S1=20 1253 2632 FOs 584 273 L=< 226
DCIS, 26 (n = 2469) 241 2F.7F 21.6 16.9 18.9 18.4 144 15.4 20.=2 199
Invasive., 26 (N = 9281) F5.9 TF2.2 78.4 8=2.1 81.1 8l1.6 85.6 84.6 ra=Nra 80.1
ANCC stage, 25
Invasive cancers, NMo. 1074 239 2605 1027 1930 524 B e 211 q456=2 166
Stage | 542 469 64 4 6=2.5 61.9 6l.6 e6l1.0 621 e0.0 &60.8
Stage 1A 25.8 26.8 l19.5 22.9 20.9 20.2 22.5 21.=2 21.8 19.9
Stage IIB 10.5 1=2.6 9.0 a5.8 3.7 S.4 3.8 3.5 9.9 9.0
Stage 11l or IV a.5 127 7.1 5.8 8.5 L= g F.T 8.1 8.2 102
AJCC stage 1B or higher, 26
Invasive cancers., No. 1095 246 3720 1071 1982 547 454 224 482 174
Yes 19.8 25.7F 15.8 1=2.2 16.9 17.6 1.1 16.1 17.6 18.4
Mo 80.2 4.2 B54.2 S56.8 s53.1 S52.4 3.9 3532.9 s82.4 8l1.6
Tumor size, mim, 24
Invasive cancers, NMo. 1122 249 2841 1072 2040 546 A4T5 220 508 176
=10 22.4 21.2 232 .2 29.1 28.0 23.1 29._ = 25.5 25.8 153
10 to <15 231 1=2.5 23 .6 25_0 26.5 27.1 240 25.0 264 212
15 to 20 24.1 26.9 18.6 22.6 22.2 27.5 22.5 27.2 21.1 20.1
=20 320.5 384 24 6 234 23 3 223 249 2 223 26.8 233
Lymph node, 24
Invasive cancers, No. 11=20 355 2882 1088 2066 556 A4T9 224 511 180
Positive 21.=2 26.6 21.=2 20.7 26.5 28.4 25.5 25.0 26.4 29.49
Megative e8.7 5324 F8.F Fo.3 F3.5 F1.6 T4.5 F5.0 TF2.6 FO.6e
Composite measure of any less
favorable characteristic, 269
Invasive cancers, NMo. 1105 249 2TF25 1062 1995 547 452 222 483 176
Ay 59.7 B55.6 465.5 46.5 S0.4 50.8 49 1 a4F.F 51.6 S54.0
MNone 40.=2 24 4 535 53 5 49._6 A4S 2 50.9 52.3 A48 4 460
Abbrewviations: AJCC, American Joimnt Committee on Cancer: DCIS, ductal diagnosed within 24 months of screening examination perfornmed 22 to 26
carcinoma in situ; HT. hormone therapw. months after prior mamimogran.
=2 Analysis restricted to women with knowwn hysterectomy status. Wormen wwith a = ANCC stage 1B or higher was imputed based on tumor size or extension. nodal
uterus were assumeed to be using estrogen plus progestogen. Women without status. Mmetastasis. or Surveillance. Epidemioclogy. and End Results surmimanry”
a uterus were assumed to be using estrogen omniy. stage., when awvailable, for wormen missing AJCC stage.
= Aannual includes cancers diagnosed within 12 months of screening examination 9 sStage IIB or higher. tumor size greater than 15 mm. or positive node.

perfornmed 11 to 14 months after prior mammogranm: biennial includes cancers

Miglioretti DL, et al. JAMA Oncol 2015;1(8):1069-1077 [#13]




Predittori dell’efficacia della sorveglianza
mammografica nelle pz con stria personale di BC

Ddd= ratic (95 %
C I urndwvarizabe

g wvamluwe CLTmi— Crhdd= ratic (D5FL CIy er wvalose
weErisbe ) multivariate ™ (ATl varimte™)

A e at diagnosis = DM 1 L LR e
= S5 wears A1 1l 9 R .5 40 CLTF 9D 40
= S50 ywears R eferent e feErent
Family history O 63 0 .31 460 o321
B reast densi oy ™ O 033
MNon—dense (referent) R eferent Hefrent
e rmse 2.2 0l 03 O 1.5 (. S5—3.7F0
Ml o f detecthomn of PBOC a.1s
Scresen—detected DS (O3 1.2
Imtervalfclindcally detecie.d R eferent
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R eferent
2F L1 25 5%
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FFEC primary breast camoer

"Mluliivariate regression maoadsl with agse at diagnosis of primary B, breast densioy. T-stase. and AJTCC

Stage of pritmary BiOC entered using forsward se ke ctiom

ErMon—dense breast patterns include almost entireby fat and scattered fibroglandular densities: dense breast
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Lowry KP, et al. Breast Cancer Res Treat 2018;171(1):209-215. [#14]



Screening mammografico in pz con EBC:
fattori associati a misdiagnosi

Variables Univariate Multivariate
Odds ratio 05% Cl P value Odds ratio 05% Cl P value
Mammaographic breast density Fatty 1 <0001 1 0,001
Dense 3.236 1.754-5973 2959 1.581-5.540
Mammographic detectability Positive 1 1
E;{ Negative 3512 1.546-7 982 0.003 31013 1.2590-7 041 00N
MNA 1073 0457-2522 0871 1172 04584-2 840 0.725
NA not available

Yeom YK, et al. BMC Medical Imaging 2019; 19:2 [#29]




Contributo dell’esame fisico rispetto alla
mammografia nel follow-up del BC

Method of detection CBC (n=127) LRR_BCS" (n=35) LRR_Mastectomy* (n=23)
Routine physical examination alone 7(6) 6(17) 7 (30)

Routine mammography alone 42 (33) 7 (20) -

Both 26 (20) 11(31) -

Symptoms reported by patients 52 (41) 11(31) 16(70)

* Recurrences-based analysis.
® IRR_BCS: Loco regional recurrence in patients after breast conserving surgery
© LRR_Mastectomy: LRR in patients after mastectomy.

LuW, etal. EJC 2011; 47:676-682 [#31]




ANN PARTRIDGE

Individualizzazione delle raccomandazioni
per le pazienti anziane

®» | e pazienti anziane muoiono prevalentemente per cause diverse dal
carcinoma mammario

» Molte delle loro neoplasie sono a basso rischio

» _ _Molte sono in terapia ormonale

» || rischio per molte rispecchia quello della popolazione generale (anche se molte
pazienti non riconoscono questo fatto)

» Sospendere i test diagnostici € complicato
» Tuttavia per la gran parte delle pz un beneficio € poco probabile (per etd)
» Effetti secondari della sorveglianza mammografica

» | o discussione & complessa: difficile affrontare question aspettativa di vita

Partridge A. St. GallenConference 2021



Screening mammografico nelle donne
anziane

% Pz =2 65 aa con pregresso BC che
hanno ricevuto mammografia in
rapporto ad aspettativa di vita

» RCT di screening mammografico non
hanno incluso pz > 74 anni

» Studi osservazionali e le linee guida USA
favoriscono lo screening per donne sane 100 - N
con aspettativa di vita > 10 anni. == zg 809 '
» Cisono effefti collaterali: falsi positivi, €5 107 . %
. . c o o @ _ .
over- diagnosi, ansia, disconforto, costi: 2 > gg
Previsioni ES .l
=
» 2 morti evitate per BC / 1000 donne > 70 =5 304
softoposte a screening bi-annuale TS 201
10 +
» Falsi positivi: circa 200/1000 0 . . , , ,

<b >b <10 =10

» Over-diagnosi (diagnosi senza beneficio Estimated Life Expectancy (years)

clinicO) Circa 13/1000

Walter LC, Schonberg MA. JAMA. 2014;311(13):1336-1347 [#28], Freedmann RA, et al. J Clin Oncol 35:3123-3130. [#33]




Linee guida di sorveglianza mammografica
nella popolazione anziana

Guideline Society

Year of Most Recent

Guideline Update Current Screening Guidelines for the Older Patient (Average Risk)

Screening Guidelines for Older Women

United States Preventative Services Task
Force (USPSTF)®-16

American Cancer Society (ACS)7-16.17

MNational Comprehensive Cancer Networlk
(NCCN) 18

Canadian Task Forcel®

United Kingdom-MNational Health
Service2?

Swiss Medical Board21-22

2016 Age 50-74 y: recommend biennial screening

Age =75 y: current evidence is insufficient to assess the balance of benefits and harms
of screening

Women 55 y and old should transition to biennial screening or have the opportunity to
continue screening annually

2015

Women should continue screening mammaography as long as their overall health is good
and they have a life expectancy of 10 y of Longer

2015 Age =40 y: Annual screening mMammogram

With the high incidence of breast cancer in the elderly population, the same screening
guidelines used for women who are age 40 y or older are recommended. Clinicians
should always use judgment when applying screening guidelines

2011 Age 50-74 y: Mammogram every 2-3 y

No guidelines for mammography at 75 y and older

2015 Age 50-70 y: Mammogram every 3 y
Routine screening not offered for age =70 vy

2014 Mo new screening programs; phase out all existing programs

Surveillance Mammography Guidelines for Older Women With a Personal History of Breast Cancer

MNCCMNZ3
MNCCM Senior Oncology Guidelines®?

American Society of Clinical Oncology
(ASCO) and ACS Breast Cancer
Survivorship Care Guidelines2=

2015 Annual surveillance without age specific guidance

2016 “Decisions about mammograms for older survivors of breast cancer should incorporate
discussions with patients about their risk of developing recurrent or new breast cancer,
the potential benefits of mammography in improving coutcomes, the potential harms of
mammography, and patients” values and preferences.. There likely is no benefit to
regular mammograms for older women with a life expectancy of less than 5 years. In this
group..harms likely outweigh any potential benefits™

2015 Annual mammography

Freeman RA, et al. JAMA Oncol. 2017;3(3):402-409. [#9]



Rischio di recidiva ipsilaterale e CBC nelle
pazienti anziane con pregresso CM

Clinical scenario for past diagnosis and treatment received?® Estimated cumulative risk of in-breast cancer events >10y, %
Surgery and cancer subtype Adjuvant therapy Ipsilateral breast Contralateral breast
Unilateral mastectomy
All cancer subtypes No endocrine therapy NA 3-5

Endocrine therapy NA 1-2
Breast-conserving surgery
Hormone receptor-positive breast Endocrine therapy 7-9 1-2
e Radiotherapy and endocrine therapy 1-2 1-2

Radiotherapy only 4-6 3-5
ERBB2-positive breast cancer®®? Chemotherapy or ERBB2-directed therapy 3-4 3-5

and radiotherapy

Radiotherapy only 10-15 3-5
Triple-negative breast cancer®® Chemotherapy and radiotherapy 3-5 3-5

Radiotherapy only 10-15 3-5

Freedman RA, et al. JAMA Oncol. 2021 Jan 28. doi: 10.1001/jamaoncol.2020.7582. Epub ahead of print. [#2]




Multidisciplinary Expert Panel and SIOG
Consensus Statement for older BC survivors |,

Breast cancer history

and risk considerations

Recommendations by age and life expectancy

Clinical scenarios
and definitions

Cancer risk

Ages 75-79 y©

Ages 80-84 yP

Ages 85 y or life
EKDEE’(’.‘:IHCE <5y
at any age

History of
lower-risk cancers,
such as most
HR-positive and
EREBZ2-negative
tumors and stage |
ERBBZ2-positive or
triple-negative
tumors*®

History of
higher-risk cancers,
such as stage 11-111
triple-negative or
ERBBZ2-positive
tumors and
higher-risk
HR-positive tumors®

In-breast cancer
risks are low but
steady over time
(for HR-positive
disease in
particular); overall
risks are lower
than the general
population
(especially with
use of endocrine
therapy)

Ipsilateral risk may
be higher for the
first 5 y but then
becomes similar to
the general
population

If life expectancy is 10 vy:

continue annual or
biennial surveillance
mammuography; if life
expectancy is <10 y:
consider discontinuation

Continue annual
surveillance
mammography unless
life expectancy is <5 y

If life expectancy is

10 y: continue annual
or biennial surveillance
mammography; if life
expectancy is <10 y:
consider
discontinuation

Consider
discontinuation of
surveillance
mammography unless
life expectancy is =5 y

Discontinue
surveillance
mammography unless
patient is in
extraordinary health
or has a strong desire
to continue

Discontinue
surveillance
mammography unless
patient is in
extraordinary health
or has a strong desire
to continue

Freedman RA, et al. JAMA Oncol. 2021 Jan 28. doi: 10.1001/jamaoncol.2020.7582. Epub ahead of print. [#1]
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COVID-19 Prognosis Information

WHAT WOULD YOU LIKE TO DO?

https://eprognosis.ucsf.edu/index.php

E-prognosis: infended as a rough guide to inform
clinicians about possible mortality outcome

Decision Aids that Consider Prognosis

Decision aid for colon cancer screening:

For women 70-74: English For men 70-74: English
Forwomen 75-79: English For men 75-79: English
For women 80-84: English For men 80-84: English

Purpose of this decision aid: This decision aid is designed to
help patients decide whether getting screened for colon

cancer is the right choice for them.

Decision aid for mammography screening for women aged 75
and older:

women (low
75-84: Literacy)

For English Spanish
women 85
and older:

Purpose of this decision aid: This decision aid is designed to
help women aged 75 and older weigh the benefits and risks of
mammography screening and to make a more informed
decision with their doctor about whether or not to continue

having mammograms.

®

Decision aid for device for patients with advanced heart

failure:
Booklet English Spanish Erench
Video: English

Purpose of this decision aid: LVADs are devices for patients
with advanced heart failure. This page is designed to help you
understand what an LVAD is and to help you, your family, and
your doctors think about what is best for you. Your values and
goals are the most important factors in making a decision.

Decision aid for patients considering ICD therapy for primary

prevention:
Booklet English Spanish
Video: English

Purpose of this decision aid: This decision aid is for patients
with heart failure considering an ICD who are at risk for
sudden cardiac death (primary prevention). This website will
lead you step-by-step through some information on ICDs that
may be helpful. We also hope this will make talking to your
doctor easier.


https://eprognosis.ucsf.edu/index.php

A quali condizioni la donna potrebbe W,
rientrare in un programma di screening? "Iem.m' )

,11 ‘\‘
: . : : » Stima del rischio
®» Assenza direcidive locoregionali
precedenti. » Stadio
» Possibilitdl individualizzazione = [sfologia: dutfale vs lobulare€
» F13 e stato menopausale = Biologia
» < 50 aa e premenopausa: non candidata ideale ® Rischio stimato di 2° neoplasia
» 50-70 (e postmenopausa) (eTO = gene’rlco)
» > 70 valutare aspettativa di vita: ipotesi anche di » Precedente terapia?
sospendere sorveglianza mammografica se .
breve aspettativa » QL.JC]dI’C.) mommpgrqﬂco .
(bilanciare per rischio falsi

» Attesa aderenza allo screening oositivi):

» Densitd & Mammary texture



