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Uvod

» Casté misto MTS postiZeni u karcinomu prsu - 20 — 40 % pacientek?
» Spatnda progndza onemocnéni, limitace v 1é¢ebnych moZnostech

e Zvlasté agresivni subtypy onemocnéni
 HER2+ - 35— 50 %, avsak lepsi progndza nez HER2-2
 TNBC — 35 %, Spatna prognoza3, ¢asta asociace s gBRCAm, kde také vyssi riziko vzniku MTS
CNS#

 Kombinace vice lécebnych modalit!

* RozsSirujici se moznosti systémoveé |écby - lepsi efektivita - zmeéena guidelines



Vznik mozkového MTS postizeni>®

Brain metastasis

* Epitelialné mezenchymalni
tranzice

* Hematogenni diseminace

| * Prechod do CNS pres HEB

§:§2r;°:,:2;?;°“““l * Mezenchymalné epitelialni
tranzice

e Perivaskularni rust

 Stimulace mikroprostredi v CNS -
proliferace MTS

e Poskozeni HEB

Primary tumour

Cancer cell Astrocyte @ Microglia @ Stromal cell metastasis



Uskali Iééby mozkovych metastaz v klinické praxi

* Celkovy stav pacienta, Spatna prognoza MTS CNS
* Nutnost rychlého reseni

* Dlouhodobé absence dat vychazejicich z klinickych studii
* mozkové MTS postizeni jako vyluCujici kritérium k zarazeni do klinickych studii

* Omezena efektivita systémové 1é¢by v CNS x NUL terapie

$

Konzultace v ramci MDT!!!



Otazky z klinické praxe

* Diagnostika — kdy a jaké vysetreni?
e Asymptomatické pacientky?
* CTxMRI?

* Pokud MTS CNS - volba optimalniho Iécebného postupu a sekvence?
* Operacni vykon
e Operacni vykon - SBRT
SBRT
WBRT
Systémova lécba — volba konkrétniho preparatu
V pripadé lokalni terapie CNS a efektu extrakrtanialné — pokraCovat stejnym preparatem nebo zména?

* Dosazeni nejlepsiho lécebného efektu
* Celkovy stav pacientky
* Subtyp onemocnéni
* Rozsah postizeni v CNS a extrakranialni
* Predchazejici |écba a jeji efekt
» Jaké mam dalsi moznosti |éCby, sekvence
* Preference pacientky



Moznosti systemove lecby MTS CNS

* Omezena ucinnost klasickych cytostatik, bez dopadu na OS
* Obtizné hodnoceni vlastni efektivity — vétSina pacientl po RT
* Prechod pres HEB — lepsi prechod po provedeni RT (poruseni HEB)

e Standardni cytostatika
* Kapecitabin—cca 20 % RR v CNS
e Temozolomid —do 5 % RR v CNS
* Platinové derivaty +/- kapecitabin — cca 50 % RR v CNS

* CBDCA + gemcitabin

 HER2+ karcinom — antiHER2 terapie, TKI, ADC — jednoznacny benefit v dlouhodobych parametrech

|éCebné odpovédi - zména lécebného algoritmu

* TNBC/luminalni karcinomy — klinické studie, ADC, |10, HT+CDK4/6i...



Lecebna doporuceni?:8?
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Third line and beyond
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Patients with HER2+ MBC

|

1st-line treatment

-

!

ChT contraindicated

@

|

No ChT contraindications

Vs perizunab 2
m,B] + trastuzumab—pertuzumab >6
cycles I, A; :HC'?S )l; ESCAT I-A]

by
trastuzumab—pertuzumab-ET
until progression [I, A]

i

ChT contraindicated

@

|

Trastuzumab-pertuzumab until
progression [il, B]

Docetaxel [or paclitaxel (II, A)] +
trastuzumab-pertuzumab 26
cycles [, A; MCBS 4; ESCAT I-A]
(a, b, c) followed by

ab-trastuzumab until

pertuzum:
progression [I, A]

2nd-line treatment or progressing

during neoadjuvant or adjuvant
treatment (d)

No, unknown or stable BMs

Active BMs

.

¥
[ Local intervention indicated (e) ]

|

2 ¥

1-10 BMs, favourable prognostic >10 BMs, unfavourable
factors c f

Resection [lI, B] SRT. For 1-4 BMs [l, A]; For 5-10
BMs [il, B]

WERT[Il, B]

[ Local intervention not indicated ]

Tucatinib—capecitabine—trastuzu
mab [Il, B; MCBS 4; ESCAT I-A]

Trastuzumab deruxtecan [l, A;
MCBS 4; ESCAT I-A] (b, c)




HER2+ karcinom prsu

Trastuzumab pronika do CNS lépe pri porusené HEB, napfr. po RT
» udrZovaci terapie trastuzumabem po RT — kontrola intra a extrakranialniho postizeni®

Trastuzumab v monoterapii i kombinace s pertuzumabem — benefit v preziti u pacientek s MTS CNS11.12

Zmeéna preparatu pri PD — oligometastatické postizeni — prodlouzeni OS a PFS mimo CNS, ale
nesignifikantné?!3

T-DM1 — velkd molekulovd hmotnost, obtizny prinik do CNS, pouze pti porusené HEB!4, nesignifikantni
prodlouzeni OS v podskupiné pacientek s MTS CNS (THERESA?), RR v CNS 25 %1°

Lapatinib — prinik do CNS, ORR V CNS a prodlouZeni PFSt7/18
Tucatinib — signifikantni ORR a OS benefit u pacientek s MTS CNS19-22

T-DXd - signifikantni benefit u pacientek s MTS CNS — aktivni i neaktivni postizeni — ESM0202423



HER2+ karcinom prsu:
Prehled publikovanych studii pro MTS CNS?4

Trastuzumab
treatment beyond
brain progression

Dual HER2 blockade
for breast cancer
brain metastases

Changing systemic
therapy in relapsed
breast cancer with
BMs

T-DM1 activity in
HER2-positive breast
cancer brain
metastases

TH3RESA trial
comparing T-DM1
with physician's
choice

T-DM1 and brain
metastases in a real-
world study

Park et al®®

Bergen et
alét

Alhalabi et
al®>

Bartsch et
al®®

Krop et al®”

Fabi et all3>

Trastuzumab
maintenance therapy in
patients with BMs and
extracranial responsive
metastases

Trastuzumab +
pertuzumab v other
systemic therapies as
first-line treatment
after BM diagnosis

Systemic therapy (not
specified) changed
when applicable per
treating physician's
discretion for patients
with 1-3 BMs

T-DM1 v physician's
choice

T-DM1 v physician's
choice (subgroup
analysis of patients
with v without BM)

T-DM1

Significantly longer
median OS (13.6 months
[95% Cl, 9.0 to 18.2])
compared with those
without trastuzumab (5.5
months [95% Cl, 0.0 to
13.6])

Significantly longer OS (44
months) compared with
other HER2-targeted
therapies, including
trastuzumab alone,
trastuzumab + lapatinib,
lapatinib alone, T-DM1 (17
months), or no HER2-
targeted therapy (3
months; P < .001)

Longer median OS (20.1 v
15.1 months) and
extracranial PFS (14.9 v
11.6 months) in patients
treated with changing
systemic therapy

Median OS improvement
with T-DM1 vs physician's
choice in patients with
baseline BMs (17.3 v 12.6
months)

No statistically significant
difference in OS between
T-DM1 and physician's
choice (95% Cl, not
provided)

Median PFS and OS of 7
and 14 months in patients
with BMs. OR in 24.5% (N
= 13), with CR in 3.8% (N
= 2) and stable disease in
30.1% (N = 16)

Lapatinib access into
normal brain and
metastases

Lapatinib in patients
with brain
metastases

Lapatinib plus
capecitabine in
patients with
previously untreated
brain metastases
from HER2-positive
metastatic breast
cancer (LANDSCAPE)

CEREBEL study
(EGF111438)

NEFERT-T trial

Phase IIl NALA trial

Saleem et
al®?

Lin et al2

Bachelot et
al?t

Pivot et
allt

Awada et
al2

Saura et
al

Radiolabeled lapatinib
and PET scans before
and after oral lapatinib
(8 days) in patients
with or without 1 or
more 1-cm BM

Lapatinib in patients
with CNS progression
after previous
trastuzumab and
cranial radiotherapy

Lapatinib +
capecitabine for
previously untreated
BMs

Trastuzumab +
capecitabine v
lapatinib +
capecitabine in
patients without
baseline CNS
metastases

Neratinib +
trastuzumab v
trastuzumab +
paclitaxel

Neratinib +
capecitabine v
lapatinib +
capecitabine in
patients with
metastatic disease
previously treated with
22 HER2-directed
regimens

PET demonstrated
lapatinib's ability to
penetrate BBB and shrink
HER2-positive BMs

Objective CNS response in
20% of patients

Patients with >50%
reduction of CNS volume
had longer median PFS
than patients with <50%
reduction (3.38 v 2.07
months)

No difference in the
incidence of BMs between
the two treatment groups

Comparable PFS between
the two treatment groups,
but symptomatic or
progressive CNS
recurrences were more
frequent in the
trastuzumab + paclitaxel
group (17% v 8%, P =
.002)

Superior PFS (HR, 0.76
[95% CI, 0.63 to 0.93]; P =
.0059) and fewer
interventions for CNS
disease (cumulative
incidence, 22.8% v 29.2%;
P =.043) occurred with
neratinib + capecitabine

Phase Il ExteNET
trial, Efficacy of
neratinib in early-
stage HER2-positive
breast cancer

Phase Ib study of
tucatinib and T-DM1
in ERBBZ2-positive
breast cancer

HER2CLIMB study

HER2CLIMB study
comparing tucatinib
with placebo

Trastuzumab
deruxtecan in HER2-
low advanced breast
cancer

Holmes et
al®s

Borges et
al®®

Murthy et
alt

Murthy et
al®®

Modi et
alt3?

Neratinib v placebo 1
year after definitive
primary surgery in
women with early-
stage disease who had
completed
neoadjuvant or
adjuvant trastuzumab
+ chemotherapy

Tucatinib + T-DM1 in
patients with
previously treated
ERBB2/HER2-positive
metastatic breast
cancer, both with and
without BMs

Tucatinib +
capecitabine +
trastuzumab

Tucatinib +
capecitabine +
trastuzumab v placebo
+ capecitabine +
trastuzumab (subgroup
analysis of patients
with BMs at baseline)

Trastuzumab
deruxtecan (DS8201)

Improved 5-year distant
disease-free survival of 7%
and 10-year OS of 9.1%
with neratinib in patients
without pathologic CR to
neoadjuvant treatment

Acceptable toxicity and
signs of antitumor activity.
Median PFS of 6.7 months
(95% Cl, 4.1 to 10.2) and
OR duration of 6.9 months
(95% Cl, 1.45 to 19.48) in
patients with BMs

42% of patients with BMs
achieved brain-specific OR

Among patients with
baseline BMs, those in the
tucatinib combination
group, vs the placebo
combination group, had
better median PFS (7.6 v
5.4 months), OS (HR, 0.58
[95% Cl, 0.40 to 0.85]), and
PFS (HR, 0.48 [95% Cl, 0.34
to 0.69])

PFS for patients with
stable BMs was 18.1
months, and OS was not
reached



T-DXd nebo kombinace tucatinib + kape + trastu?

Analyza HER2CLIMB??

A No. of Median
1.0 4 events (95% Cl)
) Tucatinib, trastuzumab,
g and capecitabine 54 of 118 9.5 (7.5to 11.1)
-+
= 0.8 -
o Placebo, trastuzumab,
g and capecitabine 33056 4.1(29t05.6)
g_ 0.6 1 HR, 0.36 (95% Cl, 0.22 to 0.57)
;; P < .00001
oo 0.4 4
-
w Tucatinib, trastuzumab,
= 0.2 1 placebo, and capecitabine
() trastuzumab,
and capecitabine
1 1 1 I 1 1 1 1 I 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 3
Time Since Random Assignment (months)
No. at risk:
Tucatinib,

trastuzumab, 118 89 49 29 12 7 4 3 1 1 1 1 0
and capecitabine

Placebo,
trastuzumab, 56 26 7 3 0 O 0 0 0 0 0 0 0
and capecitabine

No. of Median

B Tucatinib, trastuzumab, events (95% C1)
and capecitabine 39 0of 118 20.7 (15.1 to —

1.0 4
Placebo, trastuzumab,
and capecitabine 30 of 56 11.6 (10.5to 13.8
— 0.8 1
g HR, 0.49 (95% Cl, 0.30 to 0.80)
) | P=.004
= 0.6
o)
o
S 0.4 Tucatinib, trastuzumab,
w i and capecitabine
wn
© 021
Placebo, trastuzumab, and capecitabine
1 I 1 1 I 1 I 1 1 1 1 T
0 3 6 9 12 15 18 21 24 27 30 33 3
Time Since Random Assignment (months)
No. at risk:
Tucatinib,
trastuzumab, 118 111 89 66 51 33 19 11 10 6 5 2 0

and capecitabine

Placebo,
trastuzumab, 56 54 39 29 12 8 6 2 0 0 0 0 0
and capecitabine

* The risk of intracranial progression or death was reduced by 68% (hazard ratio [HR], 0.32; 95% Cl, 0.22 to 0.48; P < .0001)
* Median CNS-PFS was 9.9 months in the tucatinib arm versus 4.2 months in the control arm.
* Risk of death was reduced by 42% (OS HR, 0.58; 95% Cl, 0.40 to 0.85; P = .005)

* Median OS was 18.1 versus 12.0 months

* ORR-IC was higher in the tucatinib arm (47.3%; 95% Cl, 33.7% to 61.2%) versus the control arm (20.0%; 95% Cl, 5.7% to 43.7%; P = .03)

Trastuzumab + kapecitabin +/-
tucatinib

291/612 pac. MTS CNS pfri
zahajeni lécby

174/291 aktivnhi mozkové MTS



T-DXd nebo kombinace tucatinib + kape + trastu?

Analyza DESTINY-Breast1223

a 1.0 4 + T-DXd 5.4 mg per kg (n =263)
0.9
0.8
$ o7
[
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£ os
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8 oa !
° 12-month PFS: !
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0.1
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o 1 2 3 4 5 6 7 8 9 10 M 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31
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+ T-DXd 5.4 mg per kg (n =263)

'
12-month CNS PFS: |
58.9% '

0.2 (95% Cl: 51.9-65.3) ,
'

Probability of CNS PFS
o
[

T T T T T T T T T T T t T T T T T T T T T T T T T T T T T T |
o 1 2 3 4 5 6 7 8 9 10 M 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31
Months

No. atrisk 263 258 242 229 224 208 192 178 166 132 107 95 85 79 59 52 33 30 24 23 186 15 5 4 2 2 0

DESTINY-Breast12

Studie faze 3b/4

T-DXd u HER2+ MBC s MTS CNS

Pacientky s MTS CNS (stable/active BMs (n = 263) a bez MTS CNS (n = 241))
Predléceny jednou nebo vice liniemi anti-HER2 terapie

Podavan T-DXd (5.4 mg/kg)

Primarni cile PFS; BMs cohort a ORR (non-BMs cohort)

Sekundarni cile: (CNS) PFS, ORR, time to second progression, CNS ORR (BMs
cohort), incidence of new symptomatic CNS metastases (non-BMs cohort),
time to progression, duration of response, overall survival and safety (both
cohorts)

BMs cohort, 12-month PFS 61.6% (95% confidence interval (Cl): 54.9-67.6),
al2-month CNS PFS 58.9% (95% Cl: 51.9-65.3)

Non-BMs cohort, ORR was 62.7% (95% Cl: 56.5—68.8)

Grade 3 or higher adverse events 51% (BMs cohort) and 49% (non-BMs
cohort) of patients

Investigator-reported interstitial lung disease/pneumonitis in 16% (grade >3:
3%) of patients with BMs and 13% (grade 23: 1%) of patients without BMs
These data show substantial and durable overall and intracranial activity
for T-DXd, supporting its use in previously treated patients with HER2* mBC
irrespective of stable/active baseline BMs.

$

Zmeéna guidelines



HER2- / TNBC

* Luminalni HER2- karcinomy - 14 % MTS CNS?%°, TNBC — 35 %, $patnd progndza3, &asta asociace s gBRCAm, kde
také vyssi riziko vzniku MTS CNS*

» Systémova terapie — HT, kombinace HT+CDK4/6i, CHT, ADC, klinické studie!!!
e Kombinace vice modalit — lokalni terapie MTS CNS, neni takovy benefit systémové terapie jako u HER2+

* Nejdrive snaha o lokalni kontrolu (operace, SBRT) a nasledné systémova terapie — kontrola onemocnéniv
CNS a kontrola extrakranialniho postizeni

* Luminalni karcinomy

* kombinace HT+CDK4/6i — abemaciklib pronika v dostatecné koncentraci do CNS, iCBR 24 %, koncentrace v CNS dostate¢né na
inhibici CDK4/62¢

* Elacestrant (ESRIm, SR+/HER2-), elacestrant + abemaciklib (ELECTRA) — probiha

Protinadorové konjugaty — T-DXd HER2-low a SG HER2 O — p¥i stabilizaci mozkového MTS postizeni
PARPi — intrakranialni aktivita talazoparibu (EMRACA?7) a olaparibu (OlympiAD?8)

PFS: CNS Metastases Subgroup - Olaparib m

TALA Overall PCT
. T:L . _E — ey Distant 88 (8.9%) 136 (14.9%)
E 80 ‘ 1 Median, mo (95% C) 57(4.1,8.1) '.-3|‘ 2,43 l-ecurrence
E 70 I_l Hazard "hu'g?;;.g,‘:; C1, 018,068
@50
R L. CNS 24 (2.8%) 38 (3.9%)
8:4-C L"l ! recurrence
2 ——
m 20 .
g 0 | 4 Distant 64 (6.9%) 08 (10.7%)
0

21 24 27 30 23 recurrence
(without CNS)

M. a fisk [evertsicumulalive events)
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Zaver

* Mozkové postizeni u karcinomu prsu je Casté a je projevem agresivniho
chovani onemocnéni

* | pres pokroky v diagnostice a |écbe je spojeno se Spatnou prognozou
* \\yrazného pokroku bylo dosazeno u HER2+ onemocnéni

* TNBC a HER2- onemocnéni — lokalni terapie a nasledné systémové Iécba v
pripade stabilizace

* HER2+ onemocnéni — preference systémove terapie, lokalni terapie pouze
nekterych lozisek?

* Pokud je planovana dalsi Ié€ba, v ramci lokalni terapie jednoznacna
preference operace/SBRT, odklon od WBRT

* Diskuze v ramci MDT — multidisciplinarni a individualni pristup
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Dakujem za pozornost




theratu ra

10.

11.

12.

13.

14.

Darlix A, Louvel G, Fraisse J, et al: Impact of breast cancer molecular subtypes on the incidence, kinetics and prognosis of central nervous
system metastases in a large multicentre real-life cohort. BrJ Cancer 121:991-1000, 2019

Sun M-S, Yun Y-Y, Liu H-J, et al: Brain metastasis in de novo breast cancer: An updated population-level study from SEER database. Asian J
Surg 45:2259-2267, 2022

Gao C, Wang F, Suki D, et al: Effects of systemic therapy and local therapy on outcomes of 873 breast cancer patients with metastatic breast
cancer to brain: MD Anderson Cancer Center experience. IntJ Cancer 148:961-970, 2021

Garber HR, Raghavendra AS, Lehner M, et al: Incidence and impact of brain metastasis in patients with hereditary BRCA1 or BRCA2 mutated
invasive breast cancer. NPJ Breast Cancer 8:46, 2022

Eichler AF, Chung E, Kodack DP, et al: The biology of brain metastases-translation to new therapies. Nat Rev Clin Oncol 8:344-356, 2011
Bailleux C, Eberst L, Bachelot T: Treatment strategies for breast cancer brain metastases. BrJ Cancer 124:142-155, 2021

Gennari A, André F, Barios CH, et al: ESMO Clinical Practice Guideline for the diagnosis, staging and treatment of patients with metastatic
breast cancer. Ann Oncol Off J Eur Soc Med Oncol 32: 1475-1495, 2021

ESMO Metastatic Breast Cancer Living Guideline, v1.1 - May 2023

NCCN Guidelines Version 2.2024, Central Nervous Systém Cancer, available at: https://www.nccn.org/guidelines/guidelines-
detail?category=1&id=1425

Gao C, Wang F, Suki D, et al: Effects of systemic therapy and local therapy on outcomes of 873 breast cancer patients with metastatic breast
cancer to brain: MD Anderson Cancer Center experience. IntJ Cancer 148:961-970, 2021

Park IH, Ro J, Lee KS, et al: Trastuzumab treatment beyond brain progression in HER2-positive metastatic breast cancer. Ann Oncol 20:56-62,
2009

Bergen ES, Binter A, Starzer AM, et al: Favourable outcome of patients with breast cancer brain metastases treated with dual HER2 blockade
of trastuzumab and pertuzumab. Ther Adv Med Oncol 13:17588359211009002, 2021

Alhalabi O, Soomro Z, Sun R, et al: Outcomes of changing systemic therapy in patients with relapsed breast cancer and 1 to 3 brain
metastases. npj Breast Cancer 7:28, 2021

Bartsch R, Berghoff AS, Vogl U, et al: Activity of T-DM1 in Her2-positive breast cancer brain metastases. Clin Exp Metastasis 32:729-737, 2015


https://www.nccn.org/guidelines/guidelines-detail?category=1&id=1425
https://www.nccn.org/guidelines/guidelines-detail?category=1&id=1425

15. Krop IE, Kim S-B, Martin AG, et al: Trastuzumab emtansine versus treatment of physician's choice in patients with previously treated HER2-positive
metastatic breast cancer (TH3RESA): Final overall survival results from a randomised open-label phase 3 trial. Lancet Oncol 18:743-754, 2017

16. Fabi A, Alesini D, Valle E, et al: T-DM1 and brain metastases: Clinical outcome in HER2-positive metastatic breast cancer. Breast 41:137-143, 2018

17. Lin NU, Diéras V, Paul D, et al: Multicenter phase Il study of lapatinib in patients with brain metastases from HER2-positive breast cancer. Clin Cancer
Res 15:1452-1459, 2009

18. Bachelot T, Romieu G, Campone M, et al: Lapatinib plus capecitabine in patients with previously untreated brain metastases from HER2-positive
metastatic breast cancer (LANDSCAPE): A single-group phase 2 study. Lancet Oncol 14:64-71, 2013

19. Murthy R, Borges VF, Conlin A, et al: Tucatinib with capecitabine and trastuzumab in advanced HER2-positive metastatic breast cancer with and without
brain metastases: A non-randomised, open-label, phase 1b study. Lancet Oncol 19:880-888, 2018

20. Murthy RK, Loi S, Okines A, et al: Tucatinib, trastuzumab, and capecitabine for HER2-positive metastatic breast cancer. N EnglJ Med 382:597-609, 2020

21. Curigliano G, Mueller V, Borges V, et al: Tucatinib versus placebo added to trastuzumab and capecitabine for patients with pretreated HER2+ metastatic
breast cancer with and without brain metastases (HER2CLIMB): final overall survival analysis. Ann Oncol 33:321-329, 2022

22. Lin NU, Borges V, Anders C, et al: Intracranial Efficacy and Survival With Tucatinib Plus Trastuzumab and Capecitabine for Previously Treated HER2-Positive
Breast Cancer With Brain Metastases in the HER2CLIMB Trial. J Clin Oncol Off J Am Soc Clin Oncol 38:2610-2619, 2020

23. Harbeck N, Ciruelos E, Jerusalem G, et al: Trastuzumab deruxtecan in HER2-positive advanced breast cancer with or without brain metastases: a phase
3b/4 trial. Nat Med 1-10, 2024

24. Raghavendra AS, Ibrahim NK: Breast Cancer Brain Metastasis: A Comprehensive Review. JCO Oncol Pract OP.23.00794, 2024
25. Aversa C, Rossi V, Geuna E, et al: Metastatic breast cancer subtypes and central nervous system metastases. Breast Edinb Scotl 23:623-628, 2014

26. Tolaney SM, Sahebjam S, Le Rhun E, et al: A Phase Il Study of Abemaciclib in Patients with Brain Metastases Secondary to Hormone Receptor-Positive
Breast Cancer. Clin Cancer Res Off ] Am Assoc Cancer Res 26:5310-5319, 2020

27. Litton JK, Rugo HS, Ettl J, et al: Talazoparib in Patients with Advanced Breast Cancer and a Germline BRCA Mutation. N EnglJ Med 379:753-763, 2018
28. Robson M, Im S-A, Senkus E, et al: Olaparib for Metastatic Breast Cancer in Patients with a Germline BRCA Mutation. N EnglJ Med 377:523-533, 2017



	Slide Number 1
	Slide Number 2
	Úvod
	Vznik mozkového MTS postižení5,6 
	Úskalí léčby mozkových metastáz v klinické praxi
	Otázky z klinické praxe
	Možnosti systémové léčby MTS CNS
	Léčebná doporučení7,8,9
	HER2+ karcinom prsu
	HER2+ karcinom prsu:�Přehled publikovaných studií pro MTS CNS24
	T-DXd nebo kombinace tucatinib + kape + trastu?�Analýza HER2CLIMB22
	T-DXd nebo kombinace tucatinib + kape + trastu?�Analýza DESTINY-Breast1223
	HER2- / TNBC
	Závěr
	Slide Number 15
	Literatura
	Slide Number 17

