Chemoprevence karcinomu prsu

J. Novotny



Chemoprevence

e Farmakologicka intervence, ktera proces

kancerogeneze:

—/pomaluje

—Revertuje



Chemoprevence ca prsu

SERM (Selective Estrogen Receptor Modulators)
Inhibitory aromataz

Retinoidy (fentretidin)

COX2 inhibitory

Statiny



Chemoprevence fenretidin

e Design:
— 2972 zen s karcinomem prsu stadia I nebo 0
— 5 let 200 mg fenretidinu denné nebo bez lIécby

— cil: prevence metachronnich nadorl prsu



Chemoprevence fenretidin

CONTROLS

FENRETINIDE
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Figure 1. Cumulative hazard curves for all second breast cancers

{contralateral and ipsilateral) by treatment allocated arm.

168 pripadl karcinomu prsu u pacientek na fenretidinu
190 pripad{ karcinomu prsu u pacientek kontrolni skupiny



Chemoprevence fenretidin

PREMENOPAUSE

CONTROLS

FENRETINIDE
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Benefit prokazan retrospektivne u
skupiny premenopauzalnich zen pri
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predem neplanovane podskupinove 51 55 6 £ 678 910112131415

analy'/ze Years



Chemoprevence SERM

Studie Populace Placebo vs

RMH Pozit. RA Tam 20 mg d 5-8 let
P-01 Gail >1,6% Tam 20 mgd 5 let
ITPS HyE Tam 20 mg d 5 let

IBIS > 2x Tam 20 mg d 5 let
MORE Populacni R Ral 60/120 mg d 3 roky
STAR Gail > 1,6% Tam vs Ral 5 let



Chemoprevence SERM

Studie Vek Vek HRT Kompliance [%]
[m] <50 [%] [%] SERM vs placebo

RMH 4/ 62 42/26 78 /8
P-01 55 37 33/8 76 81
ITPS 51 38 ?/14 80 /5
IBIS 50 51 30/22 67 77
MORE 6/ 18 ?/10 ? ?
STAR 58 9 ?/0 ? ?



Chemoprevence SERM

Studie N  Neinvazivni C50 Invazivni C50
intervence placebo intervence Placebo
RMH 2494 82 104 14 9
P-01 13388 124 244 68 106
ITPS 5408 19 22 - -

IBIS / 154 142 195 17 27
MORE 7705 22 39 / 2
STAR 19747 163 168 57 80

T T



Chemoprevence SERM

P1 - Invasive -

P1 - DCIS -

RHM

ltalian -

All Tamoxifen 4

MORE - -

Combined |_ ————
0.5
Odds ratio - log scale




Vedlejsi efekty
chemoprevence SERM
e Pozitivni:

— zvysSeni kostni denzity
— méné symptomU spojenych s prsy* RR 0,78
e Negativni:
KUMULATIVNI DATA

— endometrialni karcinom RR 2,41%*
— tromboembolické komplikace RR 1,94**
— vazomotorické symptomy RR 1,2

* bolesti, napeti, vytok z bradavek, .. ** jen tamoxifen



Chemoprevence inhibitory

aromataz
e NSABP P-04 (STELLAR)
— letrozol vs raloxifen 12 800 zen
e MAP.03 (NCIC)
— exemestan vs placebo 4 560 zen
e IBIS II

— Anastrozol vs tamoxifen 6 000 zen



Chemoprevence NSAID

e Data mame z
— 11 kohortovych studii
— 6 studii pripadd a kontrol

— Souhrnna data charakteru metaanalyzy chybi

— Mirny protektivni efekt pozorovan
konzistentné ve vSech studiich



Chemoprevence statiny

e Kontroverzni data:

— Metaanalyza 2003 nekolika prospektivnich a
9 observacnich studii nepokazala vliv uzivani
statin na incidenci karcinomu prsu

—(RR 1,03; KI 0,93-1,14)

PROTI



Chemoprevence statiny

e Kontroverzni data:

— Case control studie USA 2004
—40 421 zen

— snizeni rizika vzniku karcinomu prsu o 51%
(RR 0,49; KI 95% 0,38-0,62)

PRO



Pétileté riziko vzniku karcinomu prsu

nad 1.67%

(ADH, LCIS, dalsi RF)




Dékuji za pozornost
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