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Czy faktycznie mamy
niezaspokojone potrzeby?
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European cancer mortality predictions for the year
2019 with focus on breast cancer

M. Malvezzi', G. Carioli’, P. Bertuccio?, P. Boffetta®, F. Levi®, C. La Vecchia'~ & E. Negri®
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Figure 1. Bar plots of age-standardized (world population) death rates per 100 000 persons for the year 2014 (blue, dark grey) and predicted
rates for 2019 (orange, light grey) with 95% prediction intervals (Pls) for total cancer and the 10 major cancer sites in EU men and women.
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Figure 2. Age-standardized (world population) cancer mortality rate trends in quinquennia from 1970-1974 to 2010-2014 and predicted
rates for 2019 with 95% prediction intervals (Pls), for all neoplasms and both sexes (left) and each cancer site under study for men (centre)
and women (right), in the EU.
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Table 2. Age-standardized breast cancer mortality rates for all ages in selected European countries, and for the EU as a whole for all ages, 2049, 50-69
and 70-79 years in the 2005-2009, 2010-2014 quinquennia and predicted for 2019, with percentage differences between 2010-2014 and 2019

WWW.COI.PL

ASR® 2005-2009 ASR" 2010-2014 Predicted ASR® % difference
2019 (95% PI) 2019/2010-2014
France 1698 15.39 1352 (1298-14.06) -121
Germany 1708 16.1 1409 (1344-14.73) =125
Italy 1606 1482 1338 (1289-1388) =97
Poland 1461 1434 1521 (1449-1593) 6.1
Spain 1268 11./3 104 (982-1099) =113
UK 1839 1619 1333 (1285-1381) =177
EU All ages 1644 1515 1336 (13.12-136) -118
Truncated 20-49 years 759 6.86 591 (5.66-6.17) -138
Truncated 50-69 years 5452 4882 4081 (39.54-42.08) -164
Truncated 70-79 years 055 0281 87.12 (8501-89.22) —6.1

*ASR, age-standardized mortality rates using the world standard population.
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Breast cancer
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Figure 3. Age-standardized (world population) cancer mortality rate trends for women in quinguennia from 1970-1974 to 2010-2014 and
predicted rates for 2019 with 95% Pls for breast cancer in studied countries and in the EU as a whole.
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e i A . @]
~— HER2 negative) negative) \\ B Q
__— o — - =
=
Offer BRCA testing (also =
~ without family history—
Lymph node involvement; grade; KiG7; in case of therapeutic
multigene signature or uPA/PAI-1 test consequences)

Indication for chemotherapy if tumour stage =T1b NO:

Luminal A or low risk Luminal B or high risk preferably necadjuvant
(only in pNO-1) (ahways in pN2-3) U
< . Anthracycline and taxane- Chemotherapy
containing chemotherapy +trastuzumab
Endocrine therapy Chemotherapy (offer to add necadjuvant (and pertuzumab)*
— endocrine therapy platinum) +endocrine therapy

Figure 1: Principles of systemic therapy in early breast cancer

Summary of general treatment strategies, updated after the publication of Harbeck and colleagues, 2010.* For an
individual patient, therapy decisions can differ since tumour and disease characteristics and patients’ preferences
are key elements in deciding the individual treatment strategy. ER=oestrogen receptor. PgR=progesterone
receptor. *Dual HER2 blockade only registered for necadjuvant setting. Endocrine therapy always indicated if ER or

PgR positive, or both.
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Recurrence in TNBC correlates with volume of
residual disease
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Post-Neoadjuvant setting
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e Capecitabine achieved significantly higher 5-yr DFS
and OS in HER2- BC pts with residual disease

Capecitabine No Capecitabine HR

Characteristic, % (n = 440) (n = 445) (95% Cl1) P Value
0.70
5-yr DFS 74.1 67.7 (0.53-0.93) .00524

0.60

(0.40-0.92)

Masuda N, NEJM 2017
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Disease Free Survival
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Association of pCR With EFS in HER2+ Subtypes

| A| EFS by hormone receptor status groups

pCR No pCR
Source Events/N Events/N Favors pCR  Favors No pCR
|
Esserman et al,® 2012 2/19 6/14 '
4/11 4/22 - .
Krishnan et al 3! 2013 2/13 22/42 s |
1/9 17/38 : -
Natoli et al, 33 2013 7/44 13/36 2
Sinchez-Mufoz et al, %€ 2013  1/8 2/8 : -
1/5 9/17 . - :
de Azambuja et al,>3 2014 14/87 47/124 = i
6/50 36/150 = i
Hormone receptor status !
Cortazaretal,> 2014 48/325 223/510 . = —- I
' Negative HR=0.29 !
43247 243839 Il Negative - |
[] positive  HR=0.52 |
Takada et al,3? 2014 35/281 62/158 —;— i
11/120  54/214 ¥ |
|

0.01 0.02 G.IUS D.II.G II].I.'-!D G.ISII] 1.00 200 300
EFS Hazard Ratio (95% Probability Interval)

Broglio K, et al. JAMA Oncol. 2016,2(6):751-760.



Jak zwiekszyc odsetek pCR w HER2 pos
raku piersi?

4% Increase in pCR
65%

48%
45%

38%
25%

Short CHT +

trastuzumab

20%
15%




Era of Dual Anti-HER2 Therapy -
Aim Is to Achieve pCR

Increasing NA duration
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[ ER-positive; lapatinib plus trastuzumab studies

I ER-positive; pertuzumab plus trastuzumab studies
100 — [ ER-negative; lapatinib plustrastuzumab studies
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Figure: Pathological complete responses by cestrogen receptor status in the era of neoadjuvant dual HERZ blockade
Stwdies arranged by increasing duration of neoadjuvant treatmentwith chemotherapy. ER+=oestrogen receptor-positive. ER-=oestrogen receptor-negative. For
further details of and references for the tials, see the appendix.

Loi S. Lancet Oncol. 2018;19(12):1551-1554.
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KATHERINE: Study Design

» ¢cT1-4/N0-3/MO0 at presentation (cT1a-b/NO excluded)
» Centrally confirmed HER2-positive breast cancer
» Neoadjuvant therapy must have consisted of

. . T-DM1
Mlnlm_ur-n of 6 cycles of chemotherapy 3.6 markg IV q3w
* Minimum of 9 weeks of taxane 14 cycles
* Anthracyclines and alkylating agents
allowed
+ All chemotherapy prior to surgery N =1486 Trastuzumab
— Minimum of 9 weeks of trastuzumab . mﬂkgyg'efw
+ Second HER2-targeted agent allowed
» Residual i ive t inb t ill d
esidual invasive tumor in breast or axillary nodes Radiation and endocrine
= Randomization within 12 weeks of surgery therapy per protocol and local

guidelines

Stratification factors:
» Clinical presentation: Inoperable (stage cT4 or cN2-3) vs operable (stages cT1-3N0-1)
* Hormone receptor: ER or PR positive vs ER negative and PR negative/unknown
* Preoperative therapy: Trastuzumab vs trastuzumab plus other HER2-targeted therapy
» Pathologic nodal status after neoadjuvant therapy: Positive vs negative/not done

Geyer CE, et al. Cancer Res. 2019;79(4): Abstract GS1-10. von Minckwitz G, et al. N Engl J Med. 2019;380(7):617-628.



KATHERINE: IDFS

Invasive Disease—Free Survival
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1)) > .
2 40 (n=743) (n=743)
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&)
g Unstratified HR=0.50 (95% Cl, 0.39-0.64)
: 20 P<0.0001
= 3-year IDFS 77.0% 88.3%
u-. ] L T L] L} L] L] L] LI Ll
0 6 12 18 24 30 36 42 48 54 60
No. at Risk Time (months)
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4
T-DM1 743 707 681 658 633 561 409 255 142 44 4

Geyer CE, et al. Cancer Res. 2019;79(4): Abstract GS1-10. von Minckwitz G, et al

. N Engl J Med. 2019;380(7):617-628.



Schematy preferowane w leczeniu
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okotooperacyjnym
Rak TNBC, raki luminalne Raki HER2 pos
Sekwencja: TCH +/- pertuzumab

4 x ACdd/12 PCL,
4 x AC/12 PCL,
4 x AC/ 4 x DCL

Sekwencja:

* 4 xAC, 4 x DCL +
trastuzumab +/- pertuzumab

LS Postneoadjuwant:

CMF e trastuzumab,
Post-neoadjuwant: e pertuzumab + trastuzumab,
kapecytabina (TNBC) * TDM1
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Bisfoniany w leczeniu uzupetniajacym raka
piersi
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Breast Cancer mortality:
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Goals of Treatment of
Advanced Breast Cancer (ABQC)
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Live longer Live better
* Prolong survival * Symptom palliation or delay
» Favorable tradeoff profile

EQUILIBRIUM — Toxicity

— Convenience
—Gost

@ CENTRUM ONKOLOGII - INSTYTUT
IM. MARII SKLODOWSKIEJ-CURIE



'II/—
@ £KISQALI®

'
mnc‘o coated tabets

COMIATaing Mtodetr ts, 0N Vabs (edaluied

ridocichd

Hlmaia  Fxoe € novants

O Y i om o
) Nt LWL A e St A LA e

O

itor /
CENTRUM ONKOLOGII — INSTYTUT

IM. MARIl SKELODOWSKIEJ-CURIE

3
. -
I

LSl F e S

J
Verzenp

ROy ey

- f - Xer —
VUL
LA RS ]

|

2
Yer2enio

1T L R L



Abemaciclib
(LY-2835219)

CDK1: >1 uM
CDK2: >500 nM
CDK4: 2 nM
CDKS: ND
CDK6: 5 nM
CDK7:300 nM
CDK9: 57 nM

O

)

o O

N N NH

=
A N

Palbociclib
(PD-0332991)

CDK1: >10 uM
CDK2: >10 uM
CDK4:9-11 nM
CDK5: >10 uM
CDK®6: 15 nM
CDK7:ND
CDK9: ND

(\N

HN

w

H ;
N N N N f0)
ISRbPvaE
= N__~
Ribociclib
(LEEO11)

CDK1: >100 uM
CDK2: >50 uM
CDK4: 10 nM
CDK5: ND
CDK6: 39 nM
CDK7:ND
CDK9: ND

Nature Reviews | Clinical Oncology

O'Leary, Finn and Turner; Nature Reviews Clinical Oncology 13, 417-430 (2016)
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Hematologiczne dziatania niepozadane

Palbocyklib + LET placebo + LET Rybocyklib + LET placebo + LET Abemacyklib+NSAl placebo + NSAI
(n=444) (n=222) (n=334) (n=330) (n=327) (n=161)
Total | G3 G4 | Total G3 G4 Total | G3 G4 | Total G3 G4 Total | G3 G4 | Total G3 G4
% % % % % % % % % % % % % % % % % %
Neutropenia 795 §56.1 10.4) 6.3 0.9 05 743 §49.7 9.6 5.2 09 0 41.3 § 19.6 1.5 1.9 0.6 0.6
Leukopenia 39.0 § 241 0.7 2.3 0 0 329 §19.8 1.2 3.9 0.6 0 20.8 || 7.3 0.3 2.5 0 0.6
Niedokrwistosé 241 | 5.2 0.2 9.0 1.8 0 18.6 | 0.9 0.3 4.5 1.2 0 28.4 || 5.8 0 5.0 1.2 0
inn I WSp. ng ed. ; Hortobagyi etal. ng e ; Goetz , etal. in Onco
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Niehematologiczne dziatania niepozadane

Palbocyklib + LET

placebo + LET

Rybocyklib + LET

placebo + LET

Abemacyklib+NSAI

W.COI.PL

placebo + NSAI

(n=444) (n=222) (n=334) (n=330) (n=327) (n=161)
Total G3 G4 Total G3 G4 Total G3 G4 Total G3 G4 Total G3 G4 Total G3 G4
% % % % % % % % % % % % % % % % % %
Zmeczenie 37.4 1.8 0 27.5 0.5 0 36.5 2.1 0.3 30 0.9 0 40.1 1.8 - 31.7 0 -
Nudnosci 35.1 0.2 0 26.1 1.8 0 51.5 2.4 0 28.5 0.6 0 38.5 0.9 = 19.9 1.2 =
Boéle stawow 33.3 0.7 0 33.8 0.5 0 27.2 0.6 0.3 28.8 0.9 0 - - - - - -
Lysienie 329 0 0 15.8 0 0 33.2 - - 15.5 - - 26.6 - - 10.6 - -
Biegunka 26.1 1.4 0 19.4 1.4 0 35 1.2 0 22.1 0.9 0 81.3 9.5 0 29.8 1.2 0
Kaszel 25.0 0 0 18.9 0 0 19.5 0 - 17.9 0 - - - - - - -
Bole gtowy 21.4 0.2 0 26.1 1.8 0 22.2 0.3 0 19.1 0.3 0 15.6 0.6 - 14.9 0 -
Uderzenia goraca 20.9 0 0 30.6 0 0 21.0 0.3 0 23.6 0 0 - - - - - -
Wymioty 15.5 0.5 0 16.7 1.4 0 29.3 3.6 0.6 42.4 2.1 0.3 28.4 1.2 0 11.8 1.9 0
Zwiekszona aktywnos¢ AIAT - - - - - - 15.6 7.5 1.8 3.9 1.2 0 15.6 5.8 0.3 6.8 1.9 0
Zwiekszona aktywnosc AspAT - - - - - - 15 4.8 0.9 3.6 1.2 0 - - - - - -
AIAT — aminotransferaza alaninowa; AspAT — aminotransferaza asparaginianowa; ,-” — brak danych lub

brak takiego stopnia dziatania niepozgdanego

O

Finn RS i wsp. N EnglJ Med. 2016; Hortobagyi GN et al. N EnglJ Med 2016; Goetz MP, et al. J Clin Oncol 2017

CENTRUM ONKOLOGII — INSTYTUT

IM. MARIl SKELODOWSKIEJ-CURIE



Current Indications for CDK4&6 Inhibitors for the Treatment of
HR+/HER2-Negative Advanced or Metastatic Breast Cancer

Abemaciclib®?! Ribociclib“®! Palbociclib™]

First-line endocrine-based First-line endocrine-based First-line endocrine-based
therapy, with an Al, post- therapy, with an Al, pre/peri- or therapy, with an Al, post-
menopausal women post-menopausal women menopausal women
Second-line with fulvestrant First-line endocrine-based Second-line with fulvestrant
United after disease progression therapy, with fulvestrant, post- after disease progression
States following endocrine therapy menopausal women following endocrine therapy

Monotherapy for adult patients
after progression following
endocrine therapy and prior

Second-line with fulvestrant
after disease progression
following endocrine therapy

chemotherapy
First-line endocrine-based First-line endocrine-based o .
. ” : . i’ ; First-line endocrine-based
therapy, with an Al* or with therapy, with an Al* or with 3 4
therapy, with an Al
fulvestrant fulvestrant
European Second line with fulvestrantin  Second line with fulvestrantin ~ Second-line with fulvestrant
women who have received women who have received after disease progression
prior endocrine therapy prior endocrine therapy following endocrine therapy*

*Pre- and perimenopausal women should receive a LHRH agonist.

a. Verzenio™ Pl 2018; b. Verzenios® SmPC 2018; c. Kisgali® PI 2018; d. Kisgali® SmPC 2018; e. ESMO.
https://www.esmo.org/Oncology-News/EMA-Adopts-an-Extension-to-the-Existing-Indication-for-Ribociclib.
Accessed January 26, 2018. f. Ibrance® Pl 2018; g. Ibrance® SmPC 2018.



PFS in PALOMA-2 and MONALEESA-2

100~
90+ g 1.0+
g 80+ s 0.9+
'§ 70 0.8+
z Palbociclib-Letrozole 0.7 Ribociclib group
60 o
'g 50 2 06
e 0.5+
E_ . 4 40 Placebo-Letrozole g 0.4 S -
= 304 ’ ———
Hazard ratio, 0.65 s 034
204 " (95% Cl, 0.51-0.84) Z o, Hazard ratio. 0.56 (95% CI, 0.43-0.72)
104 Two-sided P=0.001 3 O.l | P=3.29%10°¢ for superiority Placebo group
o T T T T T T T T T T T )
0 3 6 9 12 15 18 21 24 27 30 33 0.0 T T T T T T T T T T T 1
Mceiths o 2 a 6 8 10 12 14 16 18 20 22 24
Month
No. at Risk
Palbociclib~ 444 384 344 319 281 252 228 149 68 31 9 2 No. at Risk
Letracole Ribociclib 334 204 277 257 240 226 164 119 68 20 6 1 0
Placebo- 222 167 144 131 111 94 76 49 22 12 3 2 Placebo 334 279 264 237 217 192 143 88 44 23 5 O O
Letrozole

From N Engl J Med, Finn RS, et al., Palbociclib and Letrozole in Advanced Breast Cancer, 375., 1925-1936. Copyright © 2016
Massachusetts Medical Society. Reprinted with permission from Massachusetts Medical Society; From N Engl J Med, Hortobagyi GN, et
al., Ribociclib as First-Line Therapy for HR-Positive, Advanced Breast Cancer, 375., 1738-1748. Copyright © 2016 Massachusetts
Medical Society. Reprinted with permission from Massachusetts Medical Society.
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MONARCH 3

EEEESMD ™ Primary Endpoint (PFS) Met at Interim Analysis

Median PFS
abemaciclib + NSAI: not reached
placebo + NSAI: 14.7 months

HR (95% Cl): 0.543 (0.409, 0.723)
p=0.000021

Progression-free Survival (%)
o
S
I

T J

12 16 2 24 2%

o
nd
o

Patients at Risk Tone jmanés)
abemaciclib arm 328 pig) 234 205 125 25 1 0
placebo arm 165 127 105 82 45 7 0 0

PFS benefit confirmed by blinded independent central review: HR (95% Cl): 0.508 (0.359, 0.723); p=0.000102

2/
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GDZIE JESTESMY | DOKAD ZMIERZAMY?

s N

Badania kliniczne (faza
H/ns7

Pierwsze p-ciato Pierwszy inhibitor Inhibitory mTOR
. " Inne TKls
monoklonalne anty HER2 dimeryzacji HER2 Kombinacje terapii anty
(trastuzumab)1-2 (pertuzumab)* HER?

pNG

2006-2007 2012-2013

—
Pierwszy ADC (antibody-drug

Pierwszy |nhll:lvltt::-r_I'nm:zylr Trastuzumab conjugate)
tyrozynowej s C8 (trastuzumab emtansine)®
(lapatynib)? )

* Only first approved indications in mBC are shown here.

1. Slamon DJ, et al. N Engl J Med 2001; 344:783-792; 2. Marty M et ai. J Clin Oncol 2005, 23:4265-42T4;

3. Geyer C af al. N Engl J Med 2006, 355:2733-43; 4. Baselga J ef al. N Engl J Med 2012;366:109-159;

5 Verma et al. N Engl J Med. 2012 Nov 8;367:1783—1791. Erratum in: N Engl J Med. 2013 ;368:2442; 6.Gradishar. Ann Oncol.
2013;24:2492-2500; 7. Perez EA& Spano JP. Cancer. 2012;118:3014-3025 8. Ismael G. et al. Lancet Oncol. 2012,13: 869-378
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Broad Pan-Tumor Potential With Anti—PD-L1/PD-1
Inhibitors: Approximate Monotherapy Overall
Response Rate (ORR) in All-Comers

Melanoma = d

uBcC |
HNSCLC | /'/ .
[P

R
7 .

|
=
o
=
=
=
=

HCo

HMSCC

RCC

Small Cell Lung
Esophageal
THNBC

Gastric

nniﬂ!!iﬂ
A

Dwarian Cancer

CRC -

GEM a

Hedgkin b | it

HHL -

PDO-1, programmed cell death protein 1; PD-L1, programmed deathdigand 1
Chen D. Presented at: BieScience Forum; May 11, 2015: San Francisco, Califernia.
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/astosowanie lekow z grupy
inhibitorow Checkpoint
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* Anty-PD1/PD-L1 monoterapia wykazuje umirakowane
odpowiedzi w leczeniu raka piersi

* Wyzsze odsetki odpowiedzi stwierdzano
* W leczeniu pierwszej linii
e Z chemioterapig
* W guzach z wyrazng obecnoscig TIL
* W guzach z ekspresjg PD-L1 ?

* Odpowiedz jest dtugotrwata

 Leki sg bardzo dobrze tolerowane przez wiekszosc
pacjentow
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Bardzo dziekuje za uwage



