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A Terapia hormonalna w przypadku chorych na raka
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A Terapia biologiczna (nakierowana na receptor HER2) w przypadku
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A Chemioterapia

Cardoso F, Castiglione M on behalf the ESMO Guidelines Working Group

Locally recurrrent or metastatic breast cancer: ESMO Clinical Recommendations
for diagnosis, treatment and follow-up
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Biologiczne podtypy raka piersi
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1986 to 1992 2004 to 2008

==ER positiveHER2 negative == F R positive/HER2? negative
== ER positivee HERZ positive == ER positiveeHERZ positive

== ER negative’fHERZ positive == ER negative’fHERZ positive
== ER negative’HER2 negative == ER negative’HER2 negative
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Hazard Rate of Relapse
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Time Since Diaghosis, Years Time Since Diagnosis, Years

Cossetti RJ, et al. J Clin Oncol. 2015;33{1):65-73.
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Trastuzumab zmieni t
u chorych na HER2 pos raka piersi

- HER2 positive, TRAS (n=191)
=== HERZ2 negative (n= 1782)
=== HERZ2 positive, no TRAS {n= 118}
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Daweood S, et al. J Clin Oncol. 2010;28(1):92-98.




15% HER2+ scenario

Wykorzystanie trastuzumabu u chorych na

HERZ2 pos raka piersi
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Badanie CLOPATRA: pertuzumab + trastuzumab + docetaxel

1-szej linii terapi
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Pertuzurmal, 168 events

Control, 211 events

== Pertuzumab + trastuzum ab + docetaxel
== Placebo + trastuzum ab + docetaxel

0 10 20 30 an a0 G0 70 20
Tirn e, months

Pertuzumab + Placebo + Hazard m
trastuzumab + docetaxel trastuzumab + docetaxel ratio
20.2% 69.3% .0001
18.7 months 124 months 0.69 <0001
56.5 months 40.8 months 0.66 .0001

Baselga ), etal. N Englf J Med. 2012;366(2):109-119. 2. Swain §M, et al. & Engl J Med. 2015;372{8):724-734.
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Badanie EMILIA2-ga linia terapii
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9.6 months 6.4 months 0.65 <.001
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Verma §, etal. i Engl F Med. 2012;367:1783-1791.
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Badanie TH3RESA
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PFS by investigator assessment First interim OS analysis
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Krop IE, et al. iahcet Oncol. 2014;15:689-699.
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Kolejne linie terap# badanie EGF104900
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Blackwell KL, et al. J Clin Drcol. 201028 (7):1124-1130. 2. Blackwell KL, et al. J Clin Orncol 2012;30(21):2585-2592.
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Annals of Oncology Advance Access published September 18, 2014
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ESO-ESMO 2nd international consensus guidelines
for advanced breast cancer (ABC2)*

F. Cardoso™, A, Gosia®®, L. Norton?, E. Senkus?, M. Aaprof, F. André’, C. H. Barrios?, J. Bergh®,
L. Biganzol'9, K. L. Blackwell", M. J. Cardoso™?, T. Gufer'3, N. Bl Saghir4, L. Fallowfield'®,

D. Fenech'®, P, Francis!”, K. Gelmon®, 8. H. Glordano'®, J. Gligorov2, A, Goldhirsch?1,

N. Harbeck??, N. Houssami2®, C. Hudis?*, B. Kaufman®®, |. Krop?®, S. Kyriakides?, U. N. LinZ,

M. Mayer?®, 8. D. Merjaver?®, E. B. Nordstrom™, O, Pagani®!, A. Partridge®, F. Penault-Liorca®,
M. J. Piccart*, H. Rugo®, G. Sledge®®, C. Thomssen®’, L. van't Veer®, D, Vorobio™, C. Vrieling®,
N. West¥! B. Xu*2 & E. Winer®

HER-2-positive ABC

Antl-HER-2 therapy should be oftered early to all patients with HER-2+ MBC, except in the presence of contraindications to the use of such therapy. [A 91% (30) yes
3% (1) abstain
(33 voters)

For patients with ER+/HER -2+ MBC for whom ET was chosen over CT, anti-HER-2 therapy + ET should be considered with the initiation of ET (provided that [A 90% (27) yes
further anti-HER-2 therapy is available) since anti-HER-2 therapy {either trastuzurmab or lapatinib) in combination with BT has shown substantial progression- 10% (3) abstain
free survival (PFS) benefit (Le. time without CT') compared with ET alone. The addition of anti-HER-2 therapy in this setting has not led to a survival benefit. (30 voters)

Patients whose tumeours progress on an anti-HER-2 therapy combined with a cytotoxic or endocrine agent should be offered additional anti-HER-2 therapy with ~ [B 07% (29) yes
subsequent treatment since it is beneficial to continue suppression of the HER- 2 pathwey. 0% {0) abstain
The optimal duration of anti-HER-2 therapy for MBC (Le. when to stop these agents) is currently unknown, {30 voters)

@ CENTRUM ONKOLOGII - INSTYTUT
IM. MARII SKLODOWSKIEJ-CURIE




5
5
9
=
S
S

Rak piersg
podtypy Luminal A

i Luminal B
K2NX2y2) I f Soye

15

@ CENTRUM ONKOLOGII - INSTYTUT
IM. MARIl SKEODOWSKIEJ-CURIE



Fig.4 Therapeutic molecular Als
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BOLERQ (exe + eve; HR pos, MBC)

Punkty kadRFewe :
2. 0OS, ORR, QoL, bezpieczerst

biomarkery, PK

N =724

Everolimus 10 mg/day

. " +
Postmenopausal ER positive BT A T T
* Unresectable locally advanced

or metastatic breast cancer ZR
» Recurrence or progression ; Plag:_ebu
after letrozole or anastrozole Exemestane 25 mg/day (n = 239)

~ Stratification

» Sensitivity to prior hormonal therapy
and presence of visceral metastases

Baselga J, et al. N Engl J Med. 2012;366(6):520-529.




BOLERQ, PFS, Ful18 mcy

HR = 0.45 (95% CI: 0.38-0.54)
Log-rank P value: <.0001
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-== EVE 10 mg + EXE (n/N = 310/485)
4 == PBO + EXE (n/N = 200/239)

I i 1 I I L] 1 I I 1 I 1 I I i Ll I 1 1 1

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90 96 102108 114 12

Time, week
Number of patients still at risk

EVE10mg+EXE 485 436 366 304 257 221 185 158 124 91 66 50 35 24 22 13 10 8
PBO + EXE 239 190 132 9% 67 50 39 30 21 15 10 8 5 3 1 1 1 0

Piccart MJ, et al. J Clin Oncol. 2012;30(suppl): Abstract 559.




BOLERO-2 (39-mo): Final OS Analysis

100 =
HR = 0.89 (95% CI, 0.73-1.10)

®© Log-rank P =.14
Z 80 -
E Kaplan-Meier medians
w EVE+EXE: 30.98 months
E 60 - PBO+EXE: 26.55 months
]
3
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a —— EVE+EXE (n/N = 267/485)

PBO+EXE (n/N = 143/239)
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No. at risk Time, months

EVE+EXE 485 471 448429 414 399 373 347 330 311 292 279 266 248 232 216 196 154 118 91 58 39 23 11 1 O
PBO+EXE 239 232 220211 201 194 182 170 162 153145 130 120 113 109102 98 77 56 41 28 18 8 5 1 O

+ At 39 months’ median follow-up, 410 deaths had occurred (data cutoff date: 03 October 2013)

— 55% deaths (n = 267) in the EVE+EXE arm vs 60% deaths (n = 143) in the PBO+EXE arm

One—gded P value was obtained from the log-rank test stratified by sensitivity to prior hormonal therapy and presence of visceral metastasis from IXR5®.
tions: Cl, confid interval; EVE, everolimus; EXE, exemestane; HR, hazard ratio; IXRS®, Interactive Voice and Web Response System;

PBO, placebo.
Piccart M, et al. Presented at: 9™ European Breast Cancer Conference; March 19-21 2014; Glasgow, United Kingdom.
Abstract 1.
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Badanie PALOMAZS: fulv palbociclib (CDK 4/6 inhibiﬁ)r

Primary Endpoint: PFS (ITT Population)
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The therapeutic role of fulvestrant in the
management of patients with hormone

receptor-positive breast cancer http://dx.doi.org/10.1016/j.breast.2014.01.0
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Annals of Oncology Advance Access published September 18, 2014
special article G A

ESO-ESMO 2nd international consensus guidelines
for advanced breast cancer (ABC2)'

F. Cardoso, A Costa??, L. Norton?, E. Senkus®, M. Aapro®, F. André’, C. H. Barrios?, J. Bergh®,
L. Biganzoli'?, K. L. Blackwel!, M. J. Cardosc!2, T. Cufer®, N. El Saghir'#, L. Fallowfield'®,

D. Fenech™®, P. Francis'”, K. Gelmon'8, S. H. Giordanc®, J. Gligorov®, A. Goldhirsch??,

N. Harbeck??, N. Houssami?®, C. Hudis?*, B. Kaufman?®, |. Krop®, S. Kyriakides?”, U. N. Lin%8,

M. Mayer?8, 5. D. Merjaver®, E. B, Nordstrém?2, O, Pagani®!, A, Partidge®?, F. Penault-Llorca®?,
M. J. Piccart®, H. Rugo®, G. Sledge®®, C. Thomssen®, L. van't Veer®®, D. VorohioR, G, Vrieling®,
N. West#', B. Xu*2 & E. Winer®
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ER+/HER.-2-negative ABC
BT is the prefired option for hormane reeeptor-posithe disease, ever in the presence of viseera] disease, urless there is coneern or proof of endorrineredstanes, oo TA 100% (297 s
ther £1s disease neading a fastresponse. {1% (0] abstatn
(20 vpiters)
Fou premennpausal women, svrian suppresdonfablition combined with additienal BT is the frst chedes, IA 70, [20] ey
1% 0] abstain
(30 voters)
The additional and oerine agent should be tamodfan ualess tanowifin raststance is proved. IE AT [ 24 yes
An arornatase inhibites is dsoa viableoption, but absolutely mandates the uss of ovarian supprasdonfablation, {1% (0] abstatn
Pulvastrant has not been ad equately studiead in premenopausal women, (30 wotes)
Optirmal post-aromatase inhibites treatment 15 unestain, Avallable options inelud e, but are not limited to, tamexifen, another aromatse inhibiter (with & different  IA QT [0 g
mechanism of setion], fulwestrant HD, tegestrol scetats, and swerolimus + somatass inhibites. 39 (1) abstain
(31 vpters)
Erdoerine tizattnent after CT (fnadntenanes ET) to matrtain benefit is  reasonable option, although this approach has notbeen assessed in sandoenized trials. IC 8% (28] yes
9% [3) abstain
(32 vpters)
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Ther Adv Med Ovcol

Denosumab for the treatment of bone e 5

- - ool 1014177, 8

metastases in breast cancer: evidence A s
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