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SUGASNOST A BUDUCNOST LIEGBY MBC NA SLYVENSKU

Zmena standardu lieCby HER2-pozitivheho
metastatického karcinomu prsnika
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Charakteristika HER2 + mBC

sekvencia liecby,
vyvoj spolahlivych
prediktivnych
biomarkerov
a pochopenie
) mechanizmov
rezistencie
klucové
pre vysledky
lieCby a kvalitu
Zivota pacienta.

HER2-pozitivny
BC tvori 15-20% w= historickyzly OS mw=p
nadorov

Exman P, et al. Clin Adv Hematol Oncol. 2021



Latky ovplyviujuce HER2 receptor
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prevzaté z Wynn CS, et al. Cancer and Metastasis Reviews, 2022



Lieky ovplyvnujuce HER2 receptor

Liekova skupina Neziaduce ucinky
Monoklonové protilatky Trastuzuamb v EFLK
Pertuzumab Hnacka, alopécia, nausea, ras,
neuropatia, kardiotoxicita
Margetuximab Infuzne reakcie
Konjugované molekuly Trastuzumab emtanzin Trombocytopénia, MAST, ALT,
karciotoxicita, krvacanie
Trastuzumab deruxtekan Yv KO, pneumonitida, nauzea
Tyrozin-kinazové inhibitory Tukatinib Hnacka, hand-foot syndrém
nausea/vomitus
Lapatinib Hnacka, ras, nausea/vomitus,
slabost
Neratinib Hnacka, hand-foot sy,

nausea/vomitus

www.sukl.sk; navstivené 09/2024



First line

Second line

Third line

Fourth or
later lines

Disease relapse 212 months after
completing adjuvant therapy
or de novo metatatic disease

Taxane + trastuzumab + pertuzn.:mak:rh

Trastuzumab deruxtecan

!

Tucatinib + trastuzumab + capecitabine

f

T-DM1
!

Trastuzumab + chemotherapy

Disease relapse <12 months after
completing adjuvant therapy

Trastuzumab deruxtecan®

Tucatinib + trastuzumab + capecitabine

!

T-DM1

!

Lapatinib + trastuzumab

CNS disease?

Taxane + trastuzumab + pertuzumab

Tucatinib + trastuzumab + capecitabine

f

Trastuzumab deruxtecan

!

T-DM1

Margetuximab + chemotherapy Neratinib + capecitabine

a. Proposed sequence of systemic therapies. Combination with local therapy might be necessary.

b. Trastuzumab £ Pertuzumab (+ endocrine therapy if HR-positive) may be considered in patients with contraindications to chemotherapy.
c. For patients with treatment-free interval between 6 and 12 months after exposure to pertuzumab-free adjuvant regimens THP can be
considered as first-line option.



1. linia — de novo alebo ak DFI = 12 mes.

taxan +

trastuzumab + trastuzumab +
pertiizumab pertuzumab +/- ET

(minimalne cyklov)

trastuzumab + pertuzumab +/- ET




OS benefit
+ 16 mesiacov z pridania pertuzumabu

CLEOPATRA: Survival With Pertuzumab,
Trastuzumab, and Docetaxel in HER2+ MBC

End-of-Study OS in ITT Population* End-of-Study PFS in ITT Population*
Median OS, Median PFS,
Mo 8yr Mo 8yr
100, —P+H+D 57.1 : 100 —P+H+D 187 !
20 —PBO+H+D 40.8 : al —PBO+H+D12.4 |
y HR:0.69; P=.0001 | T HR: 0.69; P = .0001 i
|
— 604 Laiwdmark 0S: 37% 3 60 1 1
X Events: 235 (58.5%) & Landmdrk PFS: 16%
8 40 I v 40 Events:lBO4 (76%)
i e Landmdrk PFS: 10%
Events:1329 (81%)
20- ] 20-
Lapdmark 0S: 23%
Events: 280 (69.0%) [
0 1 1 ] | ] L] ] ] ] 1 ] L] ] ] 0 ] || I ] ] ] ] ] ] L ] ] ]
0O 10 20 30 40 50 60 70 80 90 100 110 120 130 0O 10 20 30 40 50 60 70 80 90 100 110 120
Mo Mo
Patients at Risk, n
P+H+D 402 371 318 265 228 188 165 150 137 120 71 20 0 0 402 284 179 121 93 71 60 52 43 34 21 6 0
PBO+H+D 406 350 289 230 181 149 115 96 88 75 44 11 1 0 406 223 110 76 53 43 35 30 23 21 10 4 0

Swain et al. Lancet Oncol. 2020;21:519



adjuvantna th bez pertuzumabu

T+ T+P

DFI 6-12 mesiacov

adjuvantna th s pertuzuambom
T- deruxtekan

DFI < 6 mesiacov > T- deruxtekan

Nader Marta G, et al. ESMO Open. 2022 Feb;7(1):100343



2. linia

Tukatinib +

kapecitabin +
deruxtekan trastuzumab

- (ak CNS mts)

e 0 T AT Y e R S D R el

Trastuzumab




2. linia T-DXd :

Trastuzumahb deruxtecan Trastuzumab emtansine

z Median, months (95% CI) 288 (22:4-37-9) 6-8 (56-82)
2 80 HR (95% CI) 0-33 (0-26-0-43)
3 Nominal p value <0-0001
g
[
2 60+
E
3
§ 404
%‘ I .
l% 204 + Censor ﬂvﬁ—iQ—‘
T DXd g’\ — Trastuzumab deruxtecan (n = 261)
a —— Trastuzumab emtansine (n = 263)

5,4 mg/kg S -

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 T T T T T T T T T T T
01 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45

H4 3 t’ "'d Number at risk
a yz ne Trastuzumab 261256 250244240225 216 207 205191176 173 167 154146140134 131130125123 117 11310799 96 90 82 73 64 55 41 32 28 23 20 1813 7 5 4 2 1 0
dernuxtecan
(n — 261) Trasluzun‘llab 263253201164156134 111 99 96 81 69 67 63 5B 54 51 49 49 47 47 42 41 39 3736 32 28 27 22 19 1514 8 7 6 4 2 2 2 1 1 1 1 1 1 O
emtansine
B

z
E iy
-rD_\s d L“""““'“mh“ |—¢—v—v—v—o—-v—v
T-DM1 g T ey
z
3,6 mg/
H mg kg % Trastuzumab deruxtecan Trastuzumab emtansine
é 3 t Y id ne g 20 Median, months (95% Cl)  NR (40-5-NE) NR (34-0-NE)
y HR (95% Cl) 0-64 (0-47-0-87)

n — 263 p value 00037
L ] P I PR Y N ! PR [P PRI T A P e e T s e [T R PR PR 7Y [ e PR [ IR P [ P PR T o gy T P P e e P B e e E |
0 1 2 3 45 6 7 8 9 101112 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47
Time since randomisation (months)

Number at risk
Trastuzumab 261256256 255254 251240244 243241238 236236236231 224218 213 211 206 201200106193 187182173156 142124100 01 73 64 51 44 38 30 22 18 11 9 7 6 1 1 1 0
dernuxtecan
Trastuzumab 263257 252 248243242 237 233232 227 224 217 211203199197 191186183 179 172 169167 164164158 140129 117106 90 70 59 45 41 38 27 20 15 8 7 4 3 3 1 1 0O

emtansine

pre liniu ramena

DESTINY - Il. T-DXd vs T- 28,8 vs 6,8 78,5vs 35 89,3 vs 46,4
Breast 03 DM1

Hurvitz S, et al. Lancet 2023; 401: 105-17



Destiny Breast 01-02-03 intrakranialna odpoved’ .

Exploratory CNS-PFS per BICR

Destiny Breast 01-02-03 intrakranialna odpoved
Treated/Stable BMs

Censored
T-DXd Treated (n = 104)
10 Comp Treated (n = 58)

20 +

Progression-Free Survival Probability, %
2]
1

Median, months (95% ClI)

T-DXd: 12.3 (11.1-13.8)

Comparator: 8.7 (6.3-11.8)

Hazard Ratio (95% Cl): 0.5905 (0.3921-0.8895)

mPFS: 12.3 vs 8.7 months

Time, months

Patients still at risk

T-DXd Treated (n=104) 104 100 89 83 72 58 46 32 28
Comparator Treated (n=58) 58 44 33 29 22 14 10 6 5

21 18 12 4 4 2 0 0 0
3 1 0 0 0 0 0 0

Progression-Free Survival Probability, %

+

’

Untreated/Active BMs

Median, months (95% ClI)

T-DXd: 18.5 (13.6-23.3)

Comparator: 4.0 (2.7-5.7)

Hazard Ratio (95% CI): 0.1919 (0.1060-0.3473)

mPFS: 18.5 vs 4.0 months

M

Censored

T-DXd Treated (n = 44)

Comp Treated (n = 25)

Patients still at risk

T-DXd Treated (n=44) 44
Comparator Treated (n=25) 25

41 37 3 32 30 30 24 22 20 13 " 6 5 4 4 2 0
18 " 5 3 2 2 1 1 1 1 1 1 1 i 1 0 0

Numerically longer median CNS-PFS was observed in patients with
treated/stable and active BMs randomized to T-DXd vs comparator

BICR, blinded independent central review, BM, brain metastasis; CNS, central-nervous system; PFS, progression-free survival, T-DXd, trastuzumab deruxtecan.

CNS-PFS was defined by BICR as only radiological progression.

Hurvitz S, ESMO congress 2023



Destiny Breast 01-02-03 intrakranialna odpoved’

Exploratory Best IC Response, ORR, and DoR per BICR

Intracranial ORR?2

T-DXd BM Pool Comparator BM Pool
.Complete response , 50 45.2 45.5 |
) 1
- 1
Partial response S:‘ 40 |
o :
5 30 : €
& : [ 3.4(n=2)
S 20 :
5 28.8 29.5 : I 12
£ (n = 30) (n=13) ! 4.
10 ] (n=14) "
| (n=3)
Treated/stable BMs Untreated/active BMs Treated/stable BMs Untreated/active BMs
(n =104) (n=44) (n=58) (n = 25)
Best overall IC response, n (%)
Stable disease 48 (46.2) 15 (34.1) 28 (48.3) 15 (60.0)
Progressive disease 3(2.9) 1(2.3) 7(12.1) 5 (20.0)
Not evaluable/Missing 6 (5.8) 8 (18.2) A 2 (8.0)
IC-DoR, median, months (95% CI) 12.3 (9.1-17.9) 17.5 (13.6-31.6) 11.0 (5.6-16.0) NAD
’ T-DXd consistently demonstrated superior rates of IC responses over comparator in patients with treated/stable and untreated/active BMs
. A trend in prolonged median IC-DoR was most pronounced in the untreated/active BMs subgroup

BM, brain metastasis; BICR, blinded independent central review; DoR, duration of response; IC, infracranial, NA, not available; ORR, objective response rate; T-DXd, trastuzumab deruxtecan.
This table considers both target and non-target lesions at baseline. Lesions in previously irradiated areas were not considered measurable target lesions unless there was demonstrated progression in the lesion.

3IC-ORR was assessed per RESIST v1.1. PIC-DoR NA due to small humber of responders (nh < 10). H itz S. ESMO 2023
urvitz 5, congress



3. linia

Tukatinib +
Trastuzumab Trastuzurpab kapecitabin +
deruxtekan emtanzin trastuzumab

(ak CNS mts)




Efektivita T-DXd, Tukatinibu a T-DM1 v 3. linii a vyssie

pre liniu ramena

DESTINY - Il a vySSie T-DXdvs L+C 17,8 vs 6,9 39,2vs 26,5 69,7vs29,2 82,3vs46
Breast 02 alT+C

DESTINY - Il a vySSie T-TXd 19,4 29,1 62 97,8
Breast 01

HER2 CLIMB Il avysSie Tukatinib+T 7,8vs 6,6 21,9vs 17,4
+C
VS

placebo + T
+C

EMILIA Il avysSie T-DM1 vs 9,6 vs 6,4 30,9vs 25,1 43.6vs. 30.8
L+C

L — lapatinib, T - trastuzumab, C — kapecitabin, T-DXd - trastuzumab deruxtekan, ORR - objektivha odpoved, CBR - klinicky benefit,
PFS - Cas do progresie OS - celkové prezivanie

André F, et al, Lancet, | VOLUME 401, ISSUE 10390,Mody S, et al. N EnglJ Med 2020;382:610-621, Murthy RK, et al, N Engl J Med 2020;382:597-609, Verma S, N Engl J Med 2012



https://www.thelancet.com/journals/lancet/issue/vol401no10390/PIIS0140-6736(23)X0021-X

4 a vyssia linia

L inib + T b HER 2 CLIMB studia
p . .
A3tk L aBtLIZD NG Tukatinib + Trastuzumab +

vs Lapatinib solo

Studia NALA
Neratinib + kapecitabin
vs lapatinib + kapecitabin

kapecitabin vs trastuzumab +
kapecitabin

Neratinib PFS benefit Zlepsenie PFS

PFS (HR 0.76; P = 0.0059)
Nie OS benefit

(HR 0.73; P = 0.008)
nie OS
(HR 0.75; P =0.106)

PFS 5.6 vs 7.8 mes
(HR 0.54; P < 0.001)
0S21.9vs 17.4 mes
(HR 0.66; P = 0.005)

Saura C, J Clin Oncol, 2020; Blackwell KL, et al, J Clin Oncol., 2010; Murthy R, Lancet Oncol. 2018



Patients with HER2+ MBC

-

h

1st-line treatment

1

h'd

2nd-line treatment after trastuzumab + pertuzumab

+ + 3 +
N N A4 N/
| | | or stable BMs
3 3 u 3 3 3
\ V4 A4 N N \V 4 N
ChT No ChT ChT No ChT Local intervention Local intervention
contraindicated contraindications contraindicated contraindications indicated® not indicated
! | | : !
3 3
N/ N/ \Y/ A4 A4 N
Trastuzumab Docetaxel [or Trastuzumab— Docetaxel [or 1-10 BMs, >10 BMs, Tucatinib— Trastuzumab
(+ pertuzumab) paclitaxel (11, A)] pertuzumab until paclitaxel (Il, A)] favourable unfavourable capecitabine— deruxtecan
+ET + trastuzumab- progression + trastuzumab— prognostic factors | | prognostic factors trastuzumab [I, A; ESCAT |-A]be
[1l, B] pertuzumab [Il, B] pertuzumab (preferred)

26 cycles [I, A;
MCBS 4; ESCAT
I-A]2® followed
by trastuzumab-
pertuzumab-ET
until progression
(1, Al

26 cycles
[1, A; MCBS 4;
ESCAT I-A]a®
followed by
pertuzumab-
trastuzumab
until progression
[, A]

Resection
(11, B]

SRT

For 1-4 BMs [I, A]
For 5-10 BMs [Il, B]

[, A; MCBS 3;
ESCAT [-A]2®
(preferred)
or
Trastuzumab
deruxtecan
[II, A; ESCAT I-A]o<

or
T-DM1
[I, A; MCBS 4;
ESCAT |-AJe0

Gennari A, Ann Oncol, 2021



Pacienti s HER2+ mts. BC

A
3. linia a nasledujica
linia lieéby
&
W
Aktivne BM
|
¥ +
' A
Lokalna infervencia Lokalna intervencia nie
indikovana' Je indikovana
]
I +
' '
1-10 BM, >10 BM Tukatinib—kapecitabin—
priaznivé nepraznive trastuzumab
prognostické faktory prognostické faktory | | M|[N:E [ [eEERAEN)
AP~

Resekcia
[il, B]

N
SRT

Pri 1-4 BM I, A]

Pri5-10 BM [Il, B]

Trastuzumab deruxtecan

[il, A; MCBS 2;

4

] w
Ziadne, nezname
alebo stabilne BM

l

N

Tukatinib—kapecitabin-trastuzumab
[I. A; MCBS 3; ESCAT I-A<
alebo
Trastuzumab deruxtecan
[ll, A; MCBS 2; ESCAT I-AJp<ce
alebo
T-DM1 [I, A; MCBS 4;
ESCAT I-AJEce

ESCAT FAP=s

¥
Lapatinib—trastuzumab

[, B; MCBS 4; ESCAT I-APF©
Trastuzumab—CHT
[, A; ESCAT |-A]2¢
Margetuwximab—CHT

[I. B; MCBS 2; ESCAT I-A]?4

Neratinib-CHT
[I. C: MCBS 1; ESCAT AP

Gennari A, Ann Oncol, 2021



Dakujem za pozornost
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