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i Uvod

= Terapeuticke modality u karcinomu
prsu:

- chirurgicka Iécba

- hormonoterapie

- radioterapie

- chemoterapie

- cilena biologicka terapie



i Karcinom prsu — situace v CR
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Neoadjuvantni
chemoterapeutické rezimy

= Trastuzumab v neoadjuvanci

Pridani transtuzumabu k neoadjuvantni
chemoterapii u HER2 pozitivhich pacientek
vede ke zvySeni pocCtu patologickych
kompletnich remisi

42 pacientek HER2+, randomizace do 2 ramen:

AxTaxol==>4xFEC vs 4xTaxol==4xFEC-+trastuzumab weekly 24 tydn{
PCR 66.7% (trastuzumab) vs 25% (bez trastuzumabu)
dosazeni pCR je spojeno s prodlouzenim OS

Significantly Higher Pathologic Complete Remission Rate After Neoadjuvant Therapy With
Trastuzumab, Paclitaxel, and Epirubicin Chemotherapy: Results of a Randomized Trial in
Human Epidermal Growth Factor Receptor 2—Positive Operable Breast Cancer

Journal of Clinical Oncology, Vol 23, No 16 (June 1), 2005: pp. 3676-3685



chemoterapeutické rezimy

i Neoadjuvantni

= Lapatinib v neoadjuvanci
Tyrosinkinadzovy inhibitor HER2 a EGFR

Neo-ALTTO, multicentricka studie Il1. faze
trastuzumab + paclitaxel
lapatinib a trastuzumab + paclitaxel
lapatinib + paclitaxel
primarni cil — poCet pCR
sek. cil — bezpecnostni profil, tolerance, RR, DFS, OS
aktualne probihajici studie



i Adjuvantni rezimy

= Trastuzumab v adjuvanci

Od 11/2006 mozno podavat trastuzumab v ramci adjuvantni
terapie

Studie NSABP B31, NCCTG-N9831 a HERA trial potvrdily
signifikantni zlepSeni OS u pacientek s high-risk HER2+
karcinomem prsu

Indikace:

tumor>1cm, IHC 3+, amplifikace genu pro HER2 (FISH pozit.)
Rezimy:

AC=>paclitaxel+trastuzumab — preferovany rezim

CAVE kardiotoxicita — sledovani EF levé komory & 3 mésice pfri
terapii trastuzumabem po dobu 18 mésic{



i Adjuvantni rezimy

= Lapatinib v adjuvanci

ALTTO — multicentricka studie faze I11
- labatinib

- trastuzumab
- trastuzumab==>lapatinib

- trastuzumab+lapatinib

- primarni cil DFS, sekundarni cil OS, TTR




i Adjuvantni rezimy

= Rezim TC (docetaxel+cyklofosfamid) v
adjuvantni Iécbé karcinomu prsu

studie faze 111, AC vs TC, , pacientky s karcinomem prsu, st. I-111, po chirurgické
|éCbée, 1016 pacientek

rameno AC (60 a 600mg/m2) 3w, 510 pac.
rameno TC (75 a 600mg/m2) 3w, 506 pac.
5-years DFS rate TC 86% vs AC 80%, p=.015
OS bez signifikantniho rozdilu (90% vs 87%)

Toxicky profil — febrilni neutropenie 5% vs 2.5%, rezim TC spojen s mensi
nehematologickou toxicitou (nauzea, vomitus)

Rezim vhodny pro pacientky s myokardialnim postizenim, rezim TC se
zda byt vhodnym rezimem pro kombinaci s trastuzumabem pro nizké
riziko kardiotoxicity (BCIRG 006)

Phase 111 Trial Comparing Doxorubicin Plus Cyclophosphamide As Adjuvant Therapy for Operable Breast
Cancer, J Clin Oncol 24:5381-5387, vol. 24, num. 34, December, 2006



Paliativni rezimy

= AC vs AT v L. linii Ié€by u pacientek s
diseminovanym karcinomem prsu

Multicentricka studie faze 111, 429 pacientek

- 2 ramena:

AC (doxorubicin 60mg/m2, cyklofosfamid 600mg/m2)

AT (doxorubicin 50mg/m2, docetaxel 75mg/mz2)

Vysledky:

- TTP 37.3w (AT) vs 31.9w (AC), p=.014

- ORR 59%, 10%CR, 49% PR (AT) vs 49%, 7%CR, 39%PR (AC) p=.009
- OS stejné v obou ramenech

- neutropenie G3/4 33% (AT) vs 10% (AC)

AT signifikantné zlepsuje ORR a TTP, bez vlivu na OS, vhodny rezim v
terapii MBC

Docetaxel and Doxorubicin Compared With Doxorubicin and Cyclophosphamide as First-Line Chemotherapy
for Metastatic Breast Cancer: Results of a Randomized, Multicenter, Phase 111 trial

Journal of Clinical Oncology, Vol 21, No 6



i Paliativni rezimy
= Nanoparticle alboumin-bound Paclitaxel

- studie faze 111, srovnani paclitaxelu s paclitaxelem vazanym na albumin
(ABI-007), zarazeno 454 pacientek — MBC

- randomizace paclitaxel 175mg/m2 3w vs paclitaxel vazany na albumin
260mg/m2 3w

- RR 33% ABI-007 vs 19% paclitaxel, p=.001
- TTP 23w ABI-007 vs 16.9w paclitaxel, p=.006
- G4 neutropenie 9% ABI-007 vs 22% paclitaxel, p<.001

- neuropatie G3 10% ABI-007 vs 2% paclitaxel, neuropatie vsak lépe
teraputicky zvladnutelna u ABI-007 s medidnem odeznéni obtizi 22 dnd

-~/

ABI-007 vykazuje lepsi u€innost a pFiznivejsi bezpecnostni
profil nez standardni paclitaxel

Phase Il Trial of Nanoparticle Albumin-Bound Paclitaxel Compared With Polyethylated
Castor Oil-Based Paclitaxel in Woman With Breast Cancer

JCO, vol 23, num. 31, november 1 2005



Paliativni rezimy

= Paclitaxel s bevacizumabem v terapii
metastatického karcinomu prsu

- studie faze Il srovnavajici paclitaxel vs paclitaxel+bevacizumab, 722 pacientek

s MBC, nepredléCené pro MBC, HER2+ pacientky zarazeny pouze pfi predchozi
terapii trastuzumabem

- randomizace paclitaxel 90mg/m2 D 1, 8, 15 & 28 dn{, rameno s bevacizumabem
10mg/kg D 1, 15

- PFS 11.8m paclitaxel+bevacizumab vs 5.9m paclitaxel, p<0.001

- 1-year survival rate 81.2% paclitaxel+bevacizumab vs 73.4% paclitaxel, p=0.01
- OS stejny v obou ramenech 26.7m vs 25m

- paclitaxel+bevacizumab — hypertenze G3/4 14.8%, proteinurie 3.6%

Inicialni Ié€ba MBC kombinaci Paclitaxel+bevacizumab prodluzuje
PFS, OS stejny, Paclitaxel+bevacizumab schvaleny v terapii MBC

Paclitaxel plus Bevacizumab versus Paclitaxel Alone for Metastatic Breast Cancer
N Eng J Med 357,26, December 27, 2007



Paliativni rezimy

= Lapatinib v terapii MBC

- lapatinib — tyrosinkinasovy inhibitor EGFR2 (HER2) a EGFR

v kombinaci s kabecitabinem vykazuje prodlouzeni TTP u

pacientek s MBC predléCenych antracykliny, taxany a
trastuzumabem

Lapatinib plus Capecitabine for HER2 positive Advanced
Breast Cancer, N Engl J Med num 26, vol. 355:2733-2743

Lapatinib 1250mg + Xeloda 2000mg/m2 denne vs Xeloda
2500mg/m2 v monoterapii D1-14

TTP 8,4m (Lapatinib+Xeloda) vs 4.4m (Xeloda)



i Paliativni rezimy

= Epotilony v terapii MBC
cytotoxické makrolidy, stabilizace mikrotubull
(zastava cyklu v G2/M fazi)

vazba na R podjednotku tubulind, mechanismus
odlidny od plsobeni taxant, vazebné misto odlidné
od taxan(

nepodléhaji multi-drug rezistenci zplisobené
overexpresi Pgp

vykazuji aktivitu i u taxan-rezistentnich tumor
synergni Ucinek s vybranymi cytotoxickymi latkami
nebo se smerovanymi biologickymi terapiemi



Paliativni rezimy

= Ixabepilon v terapii MBC

Efficacy and Safety of Ixabepilone (BMS247550) in a Phase Il Study of Patients with
Advanced Breast Cancer Resistant to an Anthracycline, a Taxene, and Capecitabine

Edith A. Perez, Guillermo Lerzo, Xavier Pivot et al., JCO vol 25, No. 23, August 10, 2007

- multicentricka studie, 126 pacientek/113 hodnocenych

- predléceny antracykliny, taxany a kabecitabinem

- 88% pacientek mélo alespon 2 linie pro MBC

- davkovani: ixabepilone 40mg/m2, median 4 cykly, 25% > 8cyklu

- vysledky: objektivni odpovéd na lIéCbu (ORR) 11,5%, SD 50%, PR+SD>6m 14,3%, OS 8,6m,
PFS 3,1m, trvani odpovédi 5,7m

- toxicita: neutropenie G3 31%, G4 23%, periferni neuropatie G3/4 14% (Uprava neuropatie >G |
med. 4 tydny)

Ixabepilon prokazal aktivitu u pacientd s MBC v souladu s preklinickym profilem

Ixabepilon prokazal nadéjnou aktivitu u pacientek rezistentnich na antracyklin, taxan a
kapecitabin

Ixabepilon potvrdil pfijatelny bezpe&nostni profil

Na zakladé této studie schvaleno FDA pro Iéébu MBC



Paliativni rezimy

= Ixabepilon v terapii MBC

Ixabepilone Plus Capecitabine for MBC Progressing after Anthracycline and
Taxene Treatment

E. S. Thomas, H.L. Gomez, R. K. Li et al, JCO, Vol 25, No 33, November 20,
2007

- mezinadorni, randomizovana, open - label studie lll. faze

- 752 pacientek, leCenych 737, 65% >2 MTS lokality, 84% MTS
jater a/nebo plic

- onemocnéni rezistentni na antracykliny nebo taxany

- ixabepilon 40mg/m2 a 21 dnu + kapecitabin 2000mg/m2 D1-14
Vs capecitabine 2500mg/m2 D1-14

- primarni cil PES, sekundarni cil RR, ¢as do odpovéedi na lecbu,
trvani odpovédi, prezivani



i Paliativni rezimy




Paliativni rezimy

= Ixabepilon v terapii MBS — toxicita, shrnuti
Hematologicka toxicita G3/4:

Leukopenie 57 vs 6 pac., anémie 10 vs. 4 pac., neutropenie 68 vs
11 pac.

Nehematologicka toxicita:
Periferni neuropatie 23% vs 0%

Ixabepilon prokazal vyssi aktivitu u MBC neZz samotny kapecitabin:
zlepSeny PFS
2,5 nasobné zvyseni ORR (35% vs 14%)
Zvladatelny bezpecCnostni profil
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