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Opoznienie w postawieniu diagnozy i rozpoczeciu
leczenia wptywa na pogorszenie przezycia kobiet
chorych na raka piersi:

7%-12% w zakresie 5-letnich przezyc
w zaleznosci od analizy

Specjalistyczne osrodki diagnostyki i leczenia raka piersi

L eczenie skojarzone *Wiecej chorych otrzymuje najlepszy
standard leczenia

Krétszy czas konsultacji -Zmniejszenie leku u chorych

*Wczesniejsze wykrycie, lepsze
-Lepsze zastosowanie metod leczenie, wydtuzenie zycia

B Rl *Poprawa opieki nad chorymi
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Molekularne typy raka
Znaczenie rokownicze
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Copyright (2003) National Academy of Sciences, U.S.A.
Sgrlie T, et al. PNAS. 2003;100:8418-8423.



management, but no tamoxifen

Events/woman-years Tamoxifen events
Allocated Allocated Logrank Variance Ratio of annual event rates
Category tamoxifen  control O-E of O-E Tamoxifen : Confrol

ER=0 150/4970 158/5776 71 683 _ lm 111(s£0-13)

Z t L4 (B2%h)  (27%) |
awar OSC ER1-3 197/6516  186/6194 14 839 | ——— 1:02 (se 0-11)

2 O 1 O RECURRENCE in trials of tamoxifen for about 5 years versus the same

(3-0%fy)  (30%fy)

ER4-9 178/5374 183/5498 -63 75 L ml 092(se011)
(33%fy)  (33%/Y)

Other ER-poor  436/9273  440/8757 ] 0-92 (s 0-07)
(47%ly)  (50%}y) |
ER unknown 495/20089 612/16486 - . 0-70 (se 0-05)
(25%ly)  (37%ly)
ER 10 -19 230/8034 312/7192 45 0-68 (sE 0-08)
(29%ly)  (43%ly)
ER 20 - 29 157/5082  194/4596 : 0-70 (s& 0-10)
(31%Ny)  (42%}y)
ER 30 - 49 2317999  258/6817 0-77 (sE 0-08)
(29%ly)  (38%}Y)
ER 50 - 99 29110528 355/8770 -69- : 0-62 (st 0-07)
(28%)y)  (40%}y)
ER 100 - 199 206/8187  337/7205 : 0-52 (st 0-07)
(25%ly)  (47%fy)
ER 200+ 208/7938  311/6326 0-51 (st 0-07)
(26%ly)  (49%fy)

Other ER+ 289/7394  383/6565 64 : 0-65 (st 0-07)
(39%ly)  (58%l)

101334 90182
(3:0%ly)  (4-1%ly)

- 99% or —=T= 95% confidence intervals

2p < 0-00001

. Total 3077/ 3729/ _491-5 1500-0 ¢ 0-721 (se 0-022)

0 05 10 15 20
Heterogeneity between 9 categories: ;(_: =57-0; p < 0-00001 Tamoxifen better ‘ Tamoxifen worse
Treatment effect 2p < 0-00001




FIRST badanie II fazy.
Fulwestrant vs anastrozol w leczeniu pierwszego
rzutu chorych na zaawansowanego raka piersi.

Chore na Fulvestrant 500 mg i.m
uogdlnionego raka DO, 14, 28,ico 28
rSi
mzlr?ofaalilgie (= ) Leczenie do
uprzednio nie progresji lub do
leczone toksycznosci
hormonalnie Anastrozole 1 mg/day orally
ER dodatni rak (n =103

Gtowny cel — korzysc kliniczna

Robertson JF, et al. SABCS 2014. Abstract S6-04.



Fulvestrant 500mg vs anastrozol 1 mg w leczeniu pierwszego
rzutu uogolnionego hormonozaleznego raka piersi
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Median overall survival: [
Fulvestrant 500 mg: 54.1 months i
Anastrozole 1 mg: 48.4 months e,

Mazard ratio, 0.70; 95% CI, 0.50 10 0.5€; P= .04 G

6 121824303642 48 54 60 66 72 78 84 90 96102

Time {months)

No. at risk
Fulvestrant 500 mg 102 90 84 77 57 47 33 N 24 <
Anastrozole 1mg 103 9080 72 49 33 2 14 2

Fig 2 Kaplan-Meser plot of overall survival.

Matthew J. Ellis, J Clin Oncol © 2015



Regulation of the G1/S Checkpoint in Breast
Cancer

PISK/Akt ER/PR/AR  Wnt/B-catenin

D-type cyclins regulated in NF-xB STATs T
response to mitogenic stimuli, .[
including activation of RTKs and x

2

steroid hormone receptors'

Active tumor
suppressor

Target of PD-
0332991

. » Cyclin D1 is amplified in
Gene

< AP 15—-20% of breast
transcription cancer82-3

e Human ER+ breast
cancer cell lines (including
those with HER2

Lange et al. Endocrine-Related Cancer 2011,18:C19-C24; 'Caldon am pl Iﬂc‘atl On) se nSItNe tO
CE, et al. J Celf Biochem 2006;97-261-274; 2Buckiey MF, et al. GO[G 1 a rrest4

Oncogene 1993;8:2127-2133; 3Dickson C, et al. Cancer Left

1995:90-43-50; “Finn RS, et al. Breast Cancer Res 2009:11:R77




Progression—free Survival: Interim Analysis 2

PD 991 + LET LET
(n =84) (n=81)

Median PFS, 26.1 (12.7, 7.5(5.6,
months (95% CI) 26.1) 12.6)

g;zard Ratio(95% 0.37 (0_21, 0_63)
P value <0.001

- PD 991+ LET
— LET
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Number of patients at risk Time (Month)

PDOO1+LET 84 75 60 53 43 35 25 18 15 14 ] 5 3 1
LET 81 67 38 29 22 117 1N 6 5 4 3 3 1 1

Presented at SABCS 2012; December 5, 2012; San Antonio, TX, USA




Opornosc na leczenie hormonalne
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Johnston SR. Clin Cancer Res. 2005;11:889s-899s.



N =724

PMW with HR+, HER2— ABC
refractory to LET or ANA,
defined as

* Recurrence during or

within 12 months after
end of adjuvant

Placebo +

treatment, or Exemestane 25 mg/day

* Progression during or
within 1 month after
end of treatment for
advanced disease

(n =239)

* Stratification
1. Sensitivity to prior endocrine therapy
2. Presence of visceral disease
* No crossover

Primary endpoint
PFS

Secondary
endpoints
OS, ORR, CBR, safety,
QOL, bone markers

ABC, advanced breast cancer; NSAl, nonsteroidal aromatase inhibitor; PMW, postmenopausal women; HR, hormone receptor; HER2, human
epidermal growth factor receptor 2; LET, letrozole; ANA, anastrozole; PFS, progression-free survival; OS, overall survival; ORR; overall

response rate; CBR, clinical benefit rate; QOL, quality of life.
Baselga J, et al. N Engl J Med. 2012;366(6):520-529.




BOLERO-2: Czas do progresiji (A) ocena lokalna,
(B) ocena centralna.

100
HR = 0.45 (95% Cl, 0.38-0.54)
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Censoring times
EVE + EXE (n/N = 310/485)
0 PBO + EXE (n/N = 200/239)

0 6 12 18 24 30 36 42 48 54 60 66 72

Time, wk
Patients at risk
EVE + EXE 485436 366 304257 221185 158 124 91 66 50 35
PBO+EXE 239190132 96 67 50 39 30 21 15 10 8 5

B
100
HR = 0.38 (95% Cl, 0.31-0.48)
Log-rank P<.0001
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Censoring times
EVE + EXE (n/N = 188/485)
0 PBO + EXE (n/N = 132/239)

0 6 12 18 24 30 36 42 48 54 60 66 72
Time, wk
Patients at risk

EVE+EXE 485 427 359 292 239 211 166 140 108 77 62 48 32
PBO+EXE 239 179 114 76 56 39 31 27 16 13 9 6 4

HR, hazard ratio; Cl, confidence interval; EVE, everolimus; EXE, exemestane; PBO, placebo; mo, months.

Yardley D et al. Adv Ther. 2013; 30(10):870-884.
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TEST

a

MOLECULAR DIAGNOSTICS

HER-2/neu Positivity Correlates with
Decreased Survival in Breast Cancer

In this study, P<0.0001

strongly positive
IHC scores (3+)
were assoclated
with significantly
decreased
survival

s 8 8

HER-2/neu-negative

Percentage survival
=4

b
=

HER-2/neu-positive

IHC = immunchistochemistry.
Witton CJ et al. J Pathol. 2003;200:290-297.



Trastuzumab zmienia naturalny przebieg choroby
W Zaawansowanym raku piersi

Przezycie catkowite [%]

1007 HER2-negatywne
HER2-dodatnie leczone trastuzumabem
80 = HER2-dodatnie nie leczone trastuzumabem
60 -
40
20
0] | | | 1 1
0 12 24 36 48 60

Czas [miesigce od diagnozy]

Dawood S et al. J Clin Oncol 2010; 28:92-98.



Badanie CLEOPATRA

Przezycie catkowite
Medliana follow-up 50 miesiecy (0-70)

100
90
80
70
~ 60
S I
S 40 .
30 HR 0.68 :
20 959% Cl = 0.56, 0.84 40.81
10 p = 0.0002 months |
: |
0 10 20 30 40
Time (months)
n at risk
Ptz+T+D 402 371 318 268 226
- Pla+T+D 406 350 289 230 179

ITT population. Stratified by geographic region and neo/adjuvant chemotherapy.

CI, confidence interval; Pla, placebo; Ptz, pertuzumab.

A 15.7
months

50

104
91

Ptz+T+D

== Pla+T+D

iy T

56.5
months

60

28
23

70
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Zestawienie wynikow leczenia chorych na
zaawansowanego raka piersi z nadmierng
ekspresja HER2

100
90
80
70
60

Ptz+T+D
Pla+T+D

== Chemo + T

s -:== Chemo
= 50
(0))]
O 40 .
30 —
20~ I 2080
miesiecy
10
0
0' 10 20 30 40 50' 60 70

Przezycie (miesigce)

od chemioterapii do pertuzumabu z trastuzumabem

18



HER2+ (central) )

LABC or MBC
(N=980)

Prior taxane and
trastuzumab

Progression on
metastatic tx or
within 6 mos of
adjuvant tx

/

1:1

T-DM1: Mechanism of Action

T-DM1
3.6 mg/kg q3w IV

Capecitabine
1000 mg/m?orally bid, days 1-14, q3w
+
Lapatinib
1250 mg/day orally qd




Badanie Emilila przezycie catkowite analiza
przejsciowa.

Median (mos) No. events

23.3 129
NR 94
1.0 Stratified HR=0.621 (95% Cl, 0.48, 0.81)
0
SR P=0.0005
0.8 Efficacy stopping boundary P=0.0003 or
c) =
E 77.0% et HR=0.617
>
S 06
n
c
[ 47.5%
= 04
o
o
=
% 02
0.0
0] 2 4 §) 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk: Time (mOS)

Cap + Lap 496 469 438 364 296 242 195 155 129 97 74 52 31 17 7 3 2 1 0
T-DM1 495 484 461 390 331 277 220 182 149 123 96 67 46 29 16 5 2 0 0

Unstratified HR=0.63 (P=0.0005).
NR=not reached.



Zalecenia NCCN
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SYSTEMIC TREATMENT OF RECURRENT OR STAGE IV DISEASE
ER and PR. NEGATIVE; or ER and/or PR POSITIVE and ENDOCRINE REFRACTORY,; and HER2Z POSITIVE

Consldar trial of
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ER and PR /

h (
nagative; or ER o8
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andocrine \ Pertuzumak + targeted therapy: lines of targeted | | cytotoxic
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Trastuzumab £ Other HER2-targeted :i":mmu palliative care
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chemotharapy therapy status =3 Guldelines for
Palliative Cara)




Neoadjuvant and adjuvant trastuzumab in patients with
HER2-positive locally advanced breast cancer (NOAH):
follow-up of a randomised controlled superiority trial with a
parallel HER2-negative cohort

Luca Gianni, Wolfgang Eiermann, Vladimir Semiglazov, Ana Lluch, Sergei Tjulandin, Milvia Zambetti, Angela Moliterni, Federico Vazquez,
Mikhail | Byakhov, Mikhail Lichinitser, Miguel Angel Climent, Eva Cirvelos, Belen Ojeda, Mauro Mansutti, Alla Bozhok, Domenico Magazzu,
Dominik Heinzmann, Jutta Steinseifer, Pinuccia Valagussa, Jose Baselga

Hazard ratio 0-66 (95% Cl 0-43-1-01)
log-rank p value 0-055

Overall survival (%)

Chemotherapy plus Chemotherapy
trastuzumab (n=117) (n=118)

Events 36(31%) 47 (40%)
E-year overall survival (%, 95% CI) 74% (64-81) 63% (53-71)

T T T T T T
12 24 36 48 60 72
Months

Number at risk
Chemotherapy plus 117 107 92 78 70 53

trastuzumab
Chemotherapy 118 95 81 69 56 37

Lancet 2011
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RAK PIERSI PRZEZYCIA 5-LETNIE
Krajowy Rejestr Nowotwordw 2010
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NOWY PARADYGMAT SENOLOGII

AUTONOMICZNA DZIEDZINA MEDYCYNY
OPARTA NA ZESPOLOWYM,

INTERDYSCYPLINARNYM DIAGNOZOWANIU I
LECZENIU CHORYCH

WYMAGAJACA ODREBNEJ EKONOMIKI
KLINICZNEJ OPARTEJ NA PODEJSCIU
POPULACYINYM




