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Rak piersi jako choroba nieuleczalna

® Zaawansowany rak piersi to:

- choroba miejscowo zaawansowana, ktora
nie kwalifikuje sie do terapii miejscowe]
(chirurgii, radioterapii)

- choroba rozsiana do innych narzgdow

®Sredni czas przezycia wynosi ok. 3 lata

®25% chorych przezywa ponad 5 lat



Real World Data on OS in MBC

Year of Diagnosis

HR + HER2- 43.7 42.0 40.9 20 44.5 40.3

(N=9.908)  (40.2 —46.6) (38.9—44.6) (38.0—43.4) (39.2—45.0) (41.8—47.3) (37.8—ND)
HER2+ 38.6 42.3 40.1 42.3 B Not Reached

(N=2.861) (33.6 —44.6) (38.3—50.8) (35.2—45.6) (36.5-49.8) (46.5— ND)

HR- HER2- 15.1 | 15.1 | 14.7 | 140 | 13.9 | 14.1

| (N=2317) | (12.7-16.4) (13.0-17.4) (13.2-17.0) (11.4-15.9) (11.4-15.9) | (12.5-15.5)

Delaloge S, et al. ASCO 2017




Real World Data on OS in MBC

Year of Diagnosis

HR + HER2- 43.7 42.0 40.9 20 44.5 40.3

(N=9.908)  (40.2 —46.6) (38.9—44.6) (38.0—43.4) (39.2—45.0) (41.8—47.3) (37.8—ND)
HER2+ 38.6 42.3 40.1 42.3 B Not Reached

(N=2.861) (33.6 —44.6) (38.3—50.8) (35.2—45.6) (36.5-49.8) (46.5— ND)

HR- HER2- 15.1 | 15.1 | 14.7 | 140 | 13.9 | 14.1

| (N=2317) | (12.7-16.4) (13.0-17.4) (13.2-17.0) (11.4-15.9) (11.4-15.9) | (12.5-15.5)

Delaloge S, et al. ASCO 2017

Every ABC patient should:
e Have access to the most up-to-date Expert opinion/ 100%

treatments and to innovative therapies A
at accessible Breast Units/Centres.

e Be treated in Specialist Breast Units/ I/A
Centres/Services (SBUs) by a special-
ised multidisciplinary team including

specialised side effects management
and a nurse experienced in the treat-
ment of ABC.

ABC4 2018
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Czy mtode chore z rakiem piersi
wymagajg odmiennego
postepowania??
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Czy mtode chore z rakiem piersi
wymagajg odmiennego
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The age of the patient should not be the  I/E 100%
sole reason to withhold effective ther-
apy (in elderly patients) nor to overtreat
{in vounq patients). Age alone should
not determine the intensity of
treatment.

ABC4 2018
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®Mtode chore z rakiem piersi to kobiety do 40r.z.

® Zachorowania u mtodych stanowig ok. 7% sposrod
wszystkich zachorowan na raka piersi
- W niektorych krajach nawet do 20%

(czynniki genetyczne, srodowiskowe, pozny wiek posiadania
potomstwa)

®Rak piersi jest jednym z najczestszych
nowotworow litych u mtodych kobiet i plerwsza
przyczyng zgonu | 2




®Mtody wiek NIE pogarsza rokowania, ale...

- czesciej diagnozowane sg bardziej agresywne
podtypy biologiczne raka piersi (trojujemny, HER2
dodatni)

- czesciej choroba jest bardziej] zaawansowana

w chwili rozpoznania (czesto trudnosci diagnostyczne)

® Gorsze rokowanie moze wynikac z:
- suboptymalnej terapii
- braku compliance ze strony chorych (co pigta

chora nie kontynuuje hormonoterapii z powodu pogorszenia
jakosci zycia)



Chore przed menopauzg
MLODE KOBIETY

Chore po menopauzie
-
- WIEK =0U Ic

- wiek <60 lat i brak
miesigczki >12 m. bez
iInnych przyczyn

- w trakcie terapii
tamoksyfenem

pomenopauzalny poziom
FSH i estradiolu



Many trials in ER-positive ABC have not Expert opinion/ 95%

included PRE-MENOPAUSAL women A

Despite this, we recommend that young
women with ER-positive ABC should
have adequate OFS/OFA and then be
treated in the same way as post-meno-
pausal women, with endocrine agents
and with or without targeted therapies.

ABC4 2018
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Leczenie choroby zaawansowane:

®\Vydtuzenie przezycia (czasami do kilku/kilkunastu lat)
®\\ydtuzenie czasu do progresji choroby
®\Vydtuzenie czasu do wigczenia chemioterapi
®Poprawa jakosci zycia
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® Uszanowanie woli pacjentki!!!!
ABC4 2018



The addition of a CDK 4/6 inhibitortoan  I/A 90%
Al _in patients naive or pre-exposed to
ET, provided a significant improvement
in median PFS (~10 months), with an
acceptable toxicity profile, and is, there-
fore, one of the preferred treatment
options_for pre- and peri-menopausal
women with OFS/OFA, men (preferably
with LHRH agonist) and post-meno-
pausal women. Patients relapsing <12

The addition of a CDK 4/6 inhibitor to ful-  I/A 90%
vestrant, in patients previously exposed
to ET, provided significant improvement
in median PES (67 months) as well
as improvement in Qol, and is one of
the preferred treatment options, if a
CDK 4/6 inhibitor was not previously
used, for pre- and peri-menopausal
women with OFS/OFA and post-
menopausal women and men.

OS results are awaited.

ABC4 2018



Mtode chore w badaniach
klinicznych z inhibitorami kinaz
zaleznych od cyklin

Clinical Trials
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Trial Design

Population charac-
teristics

Setting

Primary PFS
endpoint

Paloma 1 [7] Open label, ran-
domized, phase
I1, palboci-
clib + letrozole

versus letrozole

Paloma 2 [§] Double blind, ran-
domized (2:1),
phase III, palbo=
ciclib + letrozole
versus pla-
cebo + letrozole

Monaleesa 2 [9] § Double blind, ran-
domized (1:1),
phase 111 trial,
ribociclib + letro-
zole vs pla-
cebo+ letrozole

Monarch 3 [12]

Double blind,
randomized
(2:1), phase III,
abemaciclib + Al
(letrozole or
anastrozole)
versus abemaci-
clib+ Al

HR+ HER2—, post-

HR+ HER2—, post-

HR+ HER2—, post-

HR+ HER2—, post-

PFS
menopausal pts,
ET in neoadjuvant
or adjuvant setting
allowed if com-
pleted > 12 months

PFS
menopausal pts,
ET in neoadjuvant
or adjuvant setting
allowed if com-
pleted > 12 months

PFS
menopausal pts,
ET in neoadjuvant
or adjuvant setting
allowed if com-
pleted > 12 months

PEFS
menopausal pts,
ET in neoadjuvant
or adjuvant setting
allowed if com-
pleted > 12 months

HR 0.49 (95% CI
0.32-0.75)

HR 0.58 (95% CI
0.46-0.72)

HR 0.56 (95% CI
0.43-0.72)

HR 0.54 (95% CI
0.41-0.72)

Messina 2018



Monaleesa 3 [14]

Double blind,
randomized
(2:1), phase I1I,
ribociclib + ful-
vestrant versus
placebo + fulves-
trant

Monaleesa 7 [13] §Double blind, ran-

HR+ HER2—, post-

HR+ HER2—,

1°and 2°line § PFS
menopausal pts,
newly diagnosed
or relapse > 12
months from
(neo)-adjuvant ET,
or progressed after
one line of ET

PFS

HR 0.59 (95% CI
0.48-0.73)

HR 0.55 (95% CI

domized (1:1), premenopausal or 0.44-0.69)

phase III, riboci-  perimenopausal

clib + tamoxifen pts, progressed

or Al versus during ET (adju-

placebo + tamox- vant or 1° line) or

ifen or Al DFS from adjuvant

ET <12 months

A Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio) SE Weight IV, Random, 95% CI IV, Random, 95% CI
MONALEESA-2 -0.5621 0.1681 23.1% 057][041, 0.79] -
MONALEESA-7 -0.6931 0.14 33.3% 0.50[0.38, 0.66] -
MONARCH-3 -0.755 0.3221 6.3% 0.47[0.25, 0.88] —p—
PALOMA-1 -0.6162 0.2832 8.1% 054[0.31, 0.94] o
PALOMA-2 -0.462 0.1495 292% 0.63[0.47, 0.84] -
Total (95% CD 100.0% 0.55 [0.47, 0.65]) +
Heterogeneity: Tau? = 0.00; Chi® = 1.57, df = 4 (P = 0.81); ® = 0% F + } {
Test for overall effect: Z = 7.34 (P < 0.00001) el 0'1CD|(i+£T ‘LET o 100

Messina 2018



Monaleesa 7 — badanie lll fazy

First Phase lll trial with a CDK4/6 inhibitor
exclusively in premenopausal patients Ribociclib

600 mg/day; Primary endpoint
; 3 weeks on/1 week off * PFS (local
Pre/perimenopausal |

+
women? with T A d Key secondary endpoint
HR+/HER2- ABC T NSA”T}&LM e ‘ +0S \
2 n =335

. d -
No prior ET for ABCP® 2 Blacebo Select secondary endpoints

, c
= (EPROCCIHONNSL © 3 weeks on/1 week off gl;g@l_

N = 672 i +TTDD of ECOG PS

NSAI/TAM® + GOS¢ + Safety

n = 337

Stratification Factors

* Liver/lung metastasis (yes/no)

* Prior chemotherapy (yes/no)

* Combination partner (NSAI/TAM)

Tripathy 2018



Ribociclib group  Placebo group Events (n)/patients (N) HR (95% C1)
n= n= Ribociclib Placebo Total
grnup grclup
43 (25_58) 45 (29_58) Endocrine therapy partner :
Tarmowfen 39/87  55/90  94/177 — 0-59 (0-39-0-88)
NSAI 92/248 132/247 224495 0-57 (0-44-0-74)
White 187 (56%) 201 (60%) : :

) 42/98 61/88 103/186 0-44 (0-29-0-67)
Asian 99 (30%) 99 (29%) 89/237 126249 215/486 059 (0-45-0.78)
Black 10 3%) 9 (3%) Asian 33/99  62/99  95/198 —.— 0.40 (026-0.63)
Other or unknown 39 (12%) 28 (8%) Non-Asian 84/200 112/2113 196/413 S 0-66 (0-49-0-88)

Region
ECOG performance status Asia 33/92  56/88 89180 — i 0-42 (0-27-0-66)
Europe and Australia 55/136 75/139 130/275 — 0-63 (0-44-0-91)
0 245 (73%) 255 (76%) Latin America 12/31 1425 2356 - 076 (0-31-1.86)
1 87 (2 6%) 78 (2 3%) North Ameria 19:47 2; :50 46;69: — u:: (072971721)
Other 12/29 18/35 30/ —_—— 0- (0-39-1-82)
2 0 1 ((1%) ECOG performance status

—r o 87/245 1344255 221/500 4 0-55 (0-42-072)
Missing 3 (1%) 3(1%) a10 43/87 5179 941166 _— 050 (0-32-077)
. Hormone receptor status

Disease status at study entry ER and PR positive 105/286 149/286 254/572 + 0-57 (0-45-0-74)
Locally advanced 1(<1%) 1(<1%) Other 26/49  38/51  64/100 g 0:44(Q-26-0:77)
Presence of liver or lung metastases
Metastatic 334 (100%) 336 (100%) Yes 75/173 109/170 184/343 — 0-50 (0-38-0.68)
H S No 56/162  78/167 134/329 — 0-64 (0-45-0-91)
ormone receptor status syl
Oestrogen receptor positive 331 (99%) 335(99%) e 1;:2;4 153::3589 z:i:;fg - T 2;;' :g::z”:;’)
MNo + - - -
Progesterone receptor positive 290 (87%) 288 (85%) Number of metastatic sites
: x i <3 76/219 106/216 182/435 & 0-60 (0-44-0-81)
Disease-free interval 3 Scn16 B2 1361237 i 0.50 (0-35-072)
H s o Prior chemotherapy for advanced disease
Newly diagnosed disease 136 (41%) 134 (40%) _— e S R
Existing disease 199 (59%) 203 (60%) No 109/288  158/290 267/578 4 0-57 (0-44-0.72)
Prior necadjuvant or adjuvant chemotherapy
<12 months 23 (7%) 13 (4%) Yes 64/138  76/138 140/276 e 0-68 (0-48-0-96)
No 45/150  B82/152 127/302 e 0-41 (0-28-0-60)
>12 months 176 (53%) 190 (56%) Prior neocadjuvant or adjuvant endocrine therapy
Previous neoadjuvant or adjuvant endocrine therapy Yes S8/1a7 79/141 137/268 — o
MNo 73/208 108/196 181/404 + 0-52 (0-38-0-70)
NO 208 (62 %} 196 (58%} Disease-free interval after diagnosis .
=12 months 15/23 9f13 24/36 - — 0-56 (0-21-1-49)
Yes 127 (38%) 141 (42%) ~12 months 76/176 106/190 182/366 + 0-62 (0-46-0-83)

T Newly diagn osed disease 40/136 72/134 112/270 — 0-43 (0-29-0-64)
Progression ‘512 months 100 (30%) 105 (31%) Troasione: Saxiasarvn) S meiisorn it :
after endocrine therapy endocrine therapy :

o =12 months 51/100 65/105 116/205 R 0-59 (0-40-0-87)
Progression >12 months 25 (7%) 35 (10%) s N _w A OPEF
after endocrine therapy All patients 131/335 187/337 318/672 s 055 (0-44-0-69)

r T T T T 1
iccl 0-125 0-2 0- (0] 2 2
Data missing 2 (1%) 1(<1%) AR ged 09 d
. . Favours ribociclib uss placeb,
(Table 1 continues in next column) group 'T“rg' afhy 20 1 8




Primary endpoint: PFS (investigator-assessed)

Wydtuzenie PFS w grupie
leczonej rybocyklibem

-23.8 m.vs. 13 m. (HR 0.55;
95%Cl 0.44-0.69; p<0.0001) s ey

Time (months)

Wydtuzenie czasu do

pogorszenia jakosci zyciaw =
grupie leczonej rybocyklibem R

-NR vs. 21.2 m. (HR 0.699; : .
95%Cl 0.533-0.916; p<0.0004) = m—

Median, months

Tripathy 2018



100 -y
—. Ribociclib +ET
801 =
H - -
5 Placebo +Eh“\—ﬂ_
2 a0
£
a8 \
SE 4,:,_ Ribociclib+ ET | Placebo + ET e
Events/N 83/335 109/337
ol  Median OS5, mo Nol reached 409
HR (95% Cl) 0.712(0.535-0.948)
ol Fvalue 00973
0 2 4 B B 10 12 14 16 18 20 22 24 26 28 30 32 36 % 38 40 42 44 48
Mo, of Ptienty SHR ab Risk Months
Ribociclls 335 33 325 XM YA 00 04 Mo PV AT MR oMW 258 MM 2 G t8S 0 0B A0 B ) ] 1]
Flacetn 7 XM 325 321 204 N O0T G MR O30 TR 2R P IS 20 1ol Er wy 6@ 1} W [ 2 q
100+
'I',..*l'l.‘.'._"__;?"'f"\-.‘hdh
i Rrhm:lc[m +ET
Ltk . 1'\.‘“%—-‘_.
:!'- B0 Plaaebu+ET
z l.
L] L ]
E 'IHI.I & Wl
w m. "
& Ribociclib + ET | Placebo + ET
" Events/n 61/248 807247
Median OS5, mo Mot reached 40.7
HR (95% Cl) 0.699{0.501-0.976)
u..
t.ll:.’.-;éJIJ'I:Jlllild1IE1I3-2':DL:‘EJ';12IEE.:EE;33:2543I53.EJDJI24;;E
o, of Patients 51l w1 Roak Months

OS w catej populacji

Landmark Analysis

Kaplan-Meier |GG,
Estimate Ribociclib+ ET | Placebo+ ET

36 months 71.9% 64 9%
42 months 70.2% 46.0%

OS w populacji leczonej IA

Landmark Analysis

Kaplan-Meier [,
Estimate Ribociclib + ET | Placebo+ ET

36 months T2.2% 64.6%
42 months 69 75 43.0%

Tripathy 2018



=, Ribociclib + ET
..

e i po progresji

,,,,,
S —
“w..‘__

R j Czas do rozpoczecia chth

- Landmark Analysis
§ % Ribociclib + ET
@ = —— Kaplan-Meier Ribociclib +

Evants/ B5/331 139/337 Placebo + E’
'E S = Estimate ET ET
€ 204 Median time lo CT . ; 4
= months il acdi 36 months 67.2% 53.8%

HR (95% CI) 0.596 (0.459-0.774) 42 months 65.8% 49 0%

c -
.II ' ; Y }!I.I y y y
ik

HHHHHH

®Sredni czas terapii w grupie Rybocyklib+ET
wynosit 2 lata, w grupie placebo+ET - 1 rok

®Dziatania niepozgdane 3. | 4. stopnia:

- neutropenia 63.5% vs. 4.5%
- toksycznos¢ watrobowa 11% vs. 6.8%
- wydtuzony QT 1.8% vs. 1.2%

Tripathy 2018



®Rybocyklib + hormonoterapia zmniejsza wzgledne
ryzyko zgonu o ok. 30%

®Monaleesa 7 to pierwsze badanie, w ktorym
potwierdzono znamienne wydtuzenie OS u
pacjentow leczonych inhibitorami CDK4/6 w
potgczeniu z ET



Population charac-
teristics

Setting

Trial Design
Paloma 3 [10] Double blind,
randomized

(2:1), phase 11,
palbo+ ful vs
palbo+ fulves-
trant

Monarch 2 [11]

Double blind, ran-
domized (2:1),
phase I11, abe-

HR+ HER2—_post-
menopausal pts or
pre-peri_menopau-
sal, pts progressed
during ET (adju-
vant or 1° line) or
DFS from adjuvant
ET < 12 months

HR+ HER2—, post-
menopausal pts or
pre-peri menopau-

Primary PFS

maciclib + ful- sal, pts progressed

vestrant versus during ET (adju-

placebo + fulves- vant or 1° line) or

trant DFS from adjuvant

ET <12 months
Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight IV, Random, 95% CI
MONALEESA-3 -0.5798 0.1468 284% 0.56[0.42, 0.75]
MONARCH-2 -0.5978 0.1139 406% 055 [0.44, 0.69]
PALOMA-32 -0.8675 0.1387 30.9% 0.42 [0.32, 0.55]
Total (95% CI) 100.0% 0.51 [0.43, 0.61)

Heterogeneity Tau® = 0.01; Chi® = 2.81, df = 2 (P = 0.25); > = 29%

Test for overall effect: Z = 7.49 (P < 0.00001)

endpoint
PFS HR 0.42 (95% Cl1 |
0.32-0.56)
PFS HR 0.55 (95% Cl1 |
0.45-0.68)
Hazard Ratio
IV, Random, 95% Cl
_.,_
_.,_
_.—
>

05 07 1 15 2
CDKi+ET ET

Messina 2018



Fulvestrant plus palbociclib versus fulvestrant plus placebo

for treatment of hormone-receptor-positive, HER2-negative
metastatic breast cancer that progressed on previous
endocrine therapy (PALOMA-3): final analysis of the
multicentre, double-blind, phase 3 randomised controlled trial

Massimo Cristofanilli*, Nicholas C Turner*, Igor Bondarenko, Jungsil Ro, Seock-Ah Im, Norikazu Masuda, Marco Colleoni, Angela DeMichele,
Sherene Loi, Sunil Verma, Hiroji lwata, Nadia Harbeck, Ke Zhang, Kathy Puyana Theall, Yugiu Jiang, Cynthia Huang Bartlett, Maria Koehler,

Dennis Slamon

Progression-free survival (%)

HR 0-46
(95% C1 0-36-059;
p<0-0001)

—— Fulvestrant plus palbociclib (n=347)
Median progression-free survival 9-5 months
(95% C19-2-11-0)
— Fulvestrant plus placebo (n=174)
Median progression-free survival 4.6 months
(95% C13:-5-5-6)

Cristofanilli 2016



Median age, years (range)
White
Asianm
Black and others
ECOG performance status
0
1
Menopausal status
Premenopausal or perimenopausal

Postmenopausal

Mon-measurable disease

Measurable disease
Any measurable disease
Visceral disease®
Lung invohement

Liver imvobrement

Intention-to-treat population

Fulvestrant plus Fulvestrant plus

palbociclib (n=347) placebo (n=174)
57 (30-88) 56 (29-80)
252 (73%) 133 (76%)
74 (21%) 31 (18%)
21 (6%) 10 (63%)
206 (593%) 116 (67%)
141 (41% 2 (33%
72 (21%) 36 (21%)
275 (79%) 138 (79%)
75 (22%) 36 (21%)
4 (1%) 0
268 (77%) 138 (79%)
206 59%) 105 {601&}
100 (29%) 45 (26%)
127 (37%) 81 (47%)

Fulvestrant plus palbociclib (n=345)

Fulvestrant plus placebo (n=172)

Grade 1-2 Grade 3 Grade 4 Grade 5 Grade 1-2 Grade 3 Grade 4 Grade 5
Haematological
Neutropenia 56 (16%) 189 (55%) 34 (10%) 0 5(3%) 0 1(1%) 0
Anaemia 86 (25%) 10 (3%) 0 0 16 (9%) 3 (2%) 0 0
Leucopenia 76 (22%) 93 (27%) 2 (1%) 0 5 (3%) 1(1%) 1(1%) 0
Thrombocytopenia 65 (19%) 6 (2%) 2 (1%) 0 0 0 0 0
Lymphopenia 4 (1%) 1 (<1%) 1(<1%) 0 1(1%) 1(1%) 0

0
Cristofanilli 2016



Overall Survival

Percentage of Patients

All patients
Stratified analysis

Unstratified analysis

Sensitivity to previous hormonal

therapy
Yes
No

Site of metastatic disease

Visceral

Postmenopausal

Age
<65 yr

100+
90
80
70
60 esclie
Placebo 4+ fulvestiant Palbociclib+fulvestrant
50
40+
30
Stratified hazard ratio for death, 0.81 (95% Cl, 0.64-1.03)
204 p_
P=0.09
10— Unstratified hazard ratio for death, 0.79 (95% Cl, 0.63-1.00)
P=0.05
0 T T T T T T T T 1
0 6 12 18 24 30 36 42 48 54
Months
I
521 (100) —a— 0.81 (0.64-1.03)
521 (100) = 0.79 (0.63-1.00)
I
I
I
410 (79) sy 0.72 (0.55-0.94)
111 (21) I—:——l—l 1.14 (0.71-1.84)
I
1 (60) —— 0 85 (0 64-1. 13)
40)
413 (79) 3 (0.57-0.95) 3
Premenopausal or perimenopausal 108 (21) 7 (0.61-1.86) 3
392 (75) 0.91 (0.

Median
Overall

No. of Survival
Patients (95% Cl)

mo
Palbociclib + 347 34.9 (28.8—40.0)
Fulvestrant
Placebo+ 174 28.0 (23.6-34.6)
Fulvestrant
34.9 (28.8-40.0) 28.0 (23.6-34.6)
34.9 (28.8-40.0) 28.0 (23.6-34.6)
0.12
39.7 (34.8-45.7) 29.7 (23.8-37.9)
20.2 (17.2-26.4) 26.2 (17.5-31.8)
0.44

276(244 31.2) 247 (208 -31.8)

4.8 (28.8—-40.1) 27.1 (22.8-32.1)
8.0 (24.4-NE)  38.0 (22.2-NE)
31.4 (

27.4-39.3) 29.7 (24.0-38. o)

Turner 2018
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Rak Piersi u Mtodych Kobiet
17 lutego 2020, Poznan

Rejestracja i wiecej informacji:
www.wco.pl/piers2020

Organizator: Patronat Honorowy:

. 2
- Polskie Towarzystwo i
.- {#ﬁ Onkologii Klinicznej '
wielkopolskié centrum onkologii



