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Globalny pohl'ad na karcinom prsnika

Cases by Stage
at Diagnosis?
Karcinom prsnika 2 _
Distant ——
Prva najcastejSia malignita’
Localized

odhadom 2,261,419 novych pripadov v 2020

Regional

6.9% of cancer-related deaths'
estimated 684,996 deaths in 2020

Podiely incidencie pre karcindm prsnika (2020)*2

Europe Asia
Highest: Belgium, 113.2 Highest: Singapore, 77.9

Americas

Americas
Highest: United States, Highest: Barbados, 42.2
90.3
W >692 303400 W =194 ™ 115-138
m 53.0-69.2 <303 Highest: Namibia, 57.6 Oceania m 16.6-194 <115
m 41.1-53.0 N Highest: Australia, 96.0 m 13.8-16.6 No data

@Rates per 100,000 people.

0% 20% 40% 60% 80%

Podiely 5-roéného prezivania podla Stadia v ¢ase
diagnézy (vSetky Stadia, 90.3%)>

58%
I

100%

Podiely mortality na karcindm prsnika (2020)"2

Europe
Highest: Montenegro, 23.9

Asia
_ Highest: Syria, 26.2

Africa
Highest: Somalia, 27.2

Oceania
Highest: Fiji, 41.0

1. IARC WHO. gco.iarc.fr/today/home. Accessed 28 September 2021. 2. NCI SEER. Cancer Stat Facts: Female Breast Cancer. seer.cancer.gov/statfacts/html/breast.html. Accessed 28 September 2021.
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Karcinom prsnika podla podtypov v USA

Pripady podla subtypov? 5-ro¢né prezivanie podfa subtypov a $tadia ochorenia®
Neznamy 100 %8s - .
HR-HER2+___ 188 7 %3 pmgog 912 wSpmeme o '
0 T .
4% A0 769 520 7640 771
70 | 65.4
HR+/HER2+ = 60
10% 8 %5011 4.7
g 40 37.9
TNBC © 30.6
i HR+/HER2- & 30
0 20 12.2 164
68% 10 -
0
HR+HER2- TNBC HR+HER2+ HR-/HER2+ Unknown

m Celkovo m Lokalizovan@ Regionalnem Vzdialené

aSEER 21 2014-2018. "SEER 18 2011-2011.
NCI SEER. Cancer Stat Facts: Female Breast Cancer Subtypes. seer.cancer.gov/statfacts/htmli/breast-subtypes.html. Accessed 28 September 2021



Prezivanie pri metastatickom karcinome v USA?

OS u pacientov s primarnym BC

100 -
80 - :
2 60 -
8.
40 -
0 -~ HR+/HER2-
20 - -~ HR+/HER2+
HR-/HER2+
0 Log-rank p<0.001 -+ TNBC
0 20 40 60 80 100
Months
T TN | ean0s, Monts 95%.C)
HR+/HER2- 240,141 78.5 (78.4-78.6)
HR+/HER2+ 36,801 76.6 (76.4-76.8)
HR-/HER2+ 15,737 72.9 (72.5-73.4)
TNBC 37,091 69.1 (68.8-69.4)

OS u pacientov s metastatickym BC
100

- HR+/HER2 -
-~ HR+/HER2+
80 - HR-/HER2+
-+ TNBC
2 60
8
40 -
20 1
0 Log-rank p<0.001
0 20 40 60 80 100
Months
TN | ean 05, Monts 954 C)
HR+/HER2- 9,222 40.2 (39.4-40.9)
HR+/HER2+ 2,710 46.0 (44.5-47.5)
HR-/HER2+ 1,406 40.4 (38.3-42.5)
TNBC 1,984 18.5 (17.3-19.7)

3Data were from the SEER database on patients who were diagnosed with malignant breast cancer between 2010 and 2016 and had known HR and HER2 statuses.

Yang H et al. Oncol Letters. 2020;20:87.



TNBC epidemiologia

TNBC —zla prognoza, agresivne spravanie, predstavuje 10-15 % vSetkych novych pripadov
nadorov prsnika.

V porovnani s HR+nadormi - Castejsi u zien mladsich ako 40 rokov a ich liecba je narocna
najma pre nizku odpoved a vysoko invazivnu povahu.

Nedostupnost cielenych moznosti lieCby TNBC je zvyCajne manazovana konvencnou
chemoterapiou

VCasny TNBC-vysoke riziko systémovej disseminacie-vyssie riziko visceralnych mts
Capecitabin-CREATE X-OS 79% vs 70% DFS 70% vs 56%



TNBC epidemiologia
» Absencia klasickych terapeutickych ciefov

» ,BASAL-LIKE” nddory podla molekularnej klasifikacie
(80% maju TNBC fenotyp)

> Castejsie alteracie TP53 a BRCA, niZ3i vek pacientok
» Typicka vyznamna koncentracia TIL a vysoka muta¢na naloz

 Vykazuje vy5Siu mRNA expresiu PDL-1 /ligandu programovane;
bunkovej smrti 1 /, ktory je ligandom pre receptor PD-1-potlaca
aktivity imunitnej odpovede sprostredkovanej T bunkami proti
nadorovym bunkam.

» TNBC najvyssi imunogénny potencial

Je TR ™~ e reea— -1
. . (‘ [ I
edh el A" i51te:s
R Ao dHIHI
A, &® ";o
RS Ay
A
3. A
Morphological Immunohistochemical DNA microarray Multi-omic Immunome
Diagnosis assessment analysis analysis analysis
Classical Protein Gene Expression (epi)DNA,RNA,protein Immune-cell
Diagnosis Expression Profiling Profiling Profiling
Ductal infiltrating ErbB2 over expressing Partial two-dimensional Multi dimensional analysis Integration cellular,
carcinoma of breast with breast tumour cluster analysis of integration of cytokine
high grade of nuclear 17 breast tumours tumours leading to Pathway analysis
atypia

Pathway analysis

KIT, FGFR e /'/ S
A\
/ Ly \y
\
: . | nerze )

\\‘}
I

LAR



Klinickeé studie

| IVPASSION132 | IMPASSION130 | _KEYNOTE 355

N (PD-L1+) 595 (354) 902 (369, 41%) 847 (332, 38%)
>1% >1% CPS>10
Randomization 1 [ 1:1 2:1
and Treatment Chemotherapy nab-Paclitaxel 100 Pac/nab/gem+carbo
Atezolizumab mg/m?2 Pembrolizumab
Atezolizumab
de novo 0% ~37% (no chemo) 30%
Prior taxane 100% 51% 45%
PFS in PD-L1+ Median of 4 months in 5—+7.5mo; HR0.62 5.6—+9:7 mo; HR 0.65
both arm P<0.0001 P=0.0012
FDA approved 7/21
OS benefit No YES YES

Miles et al, Ann Oncol 2021; Schmid et al, NEJM 2018 & Emens et al, Ann Oncol 2021; Cortes et al, Lancet 2020; Rugo et al, ESMO 2021



IMpassion130: dizajn studie
= Randomizovana, dvojito zaslepena, placebom kontrolovana studia fazy Il

Stratifikované podla predchddzajuceho pouZitia taxdnu v lieCebnom reZime (dno vs nie), metastdzy v peceni (dno vs. nie),
stavPD-L1IC (21 %vs<1%)

Pacienti s metastatickym alebo
inoperabilnym, lokalne
pokrodilym TNBC; bez Atezolizumab 840 mg IV Q2W +
predchadzajucej lieby pre nab-paklitaxel 100 mg/m? IV v D1, 8, 15 Liecba do PD podla RECIST

pokro¢ilé ochorenie /' 28-driového cyklu v1.1 alebo neprijatelnej

(predchdadzajuca RT alebo CT v (n =451) toxicity
kurativnom rezime nebola
povolena ak > 12-mesaény \ Placebo IV Q2W + Bez crossoveru
DFI);RECIST v1.1 meratelné nab-paklitaxel 100 mg/m? IV v D1, 8, 15
ochorenie; ECOG PS 0/1:nador 28-driového cyklu Follow-up preZivania
hodnotitelny na PD-L1* (n=451)
(N = 902)

= Koprimarne ciele: PFS a OS (ITT populacia a PD-L1+ podskupina)

— Predspecifikované hierarchické testovanie OS v populacii ITT; ak bude vyznamné, potom v
populacii PD-L1+

*Prospektivnym centrdlnym testovanim pomocou testu SP142 PD-L1 IHC.

Schmid. ASCO 2019. Abstr 1003. Schmid. NEJM. 2018;379:2108. 41 % pacientov v kazdom ramene malo PD-L1+ (21 % IC).



Primarna PFS analyza v ITT a PD-L1 IC+ podskupine

ITT Population

PD-L1 IC+ Subgroup

HR, 0.62 (95% CI: 0.49, 0.78)
P <0.001

m= A + nab-P (n = 185)
m= P + nab-P (n = 184)

7.5 mo
(6.7, 9.2)

100 100+
HR, 0.80 (95% CI: 0.69, 0.92)
80- P =0.002 80-
< 60- < 60-
7] 7]
LL LL
o 40- o 40-
m= A+ nab-P (n =451)
20+ == P + nab-P (n = 451) 20-
5.5 mo 5.0 mo
O_K5.3, 5.6) o_[3.8, 5.6)
1 1 1 1 1 1 1 1 1 1 1 1 1 1
0O 3 6 9 12 15 18 21 24 27 30 33 0 3

Time (months)

T
6

1 1 1 1 1 1 1 1 1
9 12 15 18 21 24 27 30 33
Time (months)

« PFS benefit driven by PD-L1 IC+ patients, as a treatment effect was not observed in PD-L1 IC- patients’
« Based on these data,? atezolizumab + nab-paclitaxel received accelerated approval by the FDA3
and is recommended for patients with PD-L1 IC+ mTNBC in the NCCN#and AGO? guidelines

Data cutoff: April 17, 2018. Median follow-up (ITT): 12.9 months.

1. Emens SABCS 2018. 2. Schmid New Engl J Med. 2018. 3. Tecentriq (atezolizumab) [package insert]. South San Francisco, CA: Genentech USA, Inc; 2019.
4. NCCN Clinical Practice Guidelines. Breast Cancer. V1.2019. 5. AGO Guidelines Breast Version 2019.1.

wesenreo s, 2019 ASCO
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IMpassion130 update: OS v ITT populacii

Py ITT population
90 - A+ nP (n=451) P + nP (n = 451)
80 - OS events, n (%) 322 (71) 344 (76)
_ Stratified HR 0.87 (0.75, 1.02)
s 70 (95% Cl) P=0.077
E 60 -
(72]
= 50 4
© ™ 3-year OS: 28%
g 40 3-year OS: 25%
30 -~
o0 - Median OS (95% CI):
104 18.7mo 21.0mo
(16.9, 20.8) (19.0, 23.4)
0 -

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

No. at risk Time (months)

(ITT population):

A +nP 451 426 389 342 312 270 240 214 188 172 152 130 99 58 33 20 16 8 4
P +nP 451 420 379 332 294 255 225 194 172 1583 138 121 89 52 35 20 i 4 1

Emens LA. ESMO 2020.
Data cutoff, 14 April 2020. Median survival follow-up, 18.8 months (all patients). HR, hazard ratio. IMpassion130 Final OS. 7



IMpassion130 update: OS v PD-L1+ podskupine

100 PD-L1 IC+ population
90 - A +nP (n=185) P + nP (n = 184)
80 1 OS events, n (%) 120 (65) 139 (76)
— 20 Stratified HR o -
[ (95% Cl) 0.67 (0.53, 0.86),
2 60 -
=
(72]
— 50 -
© \-L\‘-'x,_ 3-year OS: 36%
@ 40 A
>
© 30 -
20 - Median OS (95% Cl):
17.9 mo 25.4 mo =
10 o _ :
(13.6, 20.3) (19.6,30.7) | 3year OS:22%
0 -

0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54

No. at risk Time (months)

(PD-L1+ population):
A+nP 185 177 160 145 135 121 108 98 90 86 77 67 56 32 17 11 9 6 3
: &4 UP 184 170 150 132 113 95 85 72 66 62 54 47 28 14 7 6 3 1 NE

Data cutoff, 14 April 2020. NE, not estimable. Emens LA. ESMO 2020.
@ Pvalue not displayed since OS in the PD-L1+ population was not formally tested due to the hierarchical study design. IMpassion130 Final OS. 8



OS podla PD-L1 IC statusu (PD-L1 IC+ vs PD-L1 IC-)

100 +

PD-L1IC+ PD-L1 IC-
%0 - 'S AN A+nP P+nP
- Median OS, mo 254 | 17.9 | 197 | 197
_ 704 A +nP (PD-L1 IC+) | Stratified HR |
[ (95% CI) 0.67 (0.53, 0.86) 1.02 (0.84, 1.24)
E 60 -
=
o 50+
£ 0. P + nP (PD-L1 IC+)
(<)
>
O 30
20- i an - - - -
10- B | BN I e a
O-I I I ] I I I I I ] 1 I I I I I I 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
: Time (months)
No. at risk

A+ nP (PD-L1IC+) 185 177 160 145 135 121 108 98 90 86 77 67 56 32 17 11 9 6 3

P+nP (PD-L1IC+) 184 170 150 132 113 95 85 72 66 62 54 47 28 14 7 6 3 1 NE

Emens LA. ESMO 2020.
Data cutoff, 14 April 2020. IMpassion130 Final OS. 9



IMpassion130 update: bezpecnost

Atezolizumab Placebo
+ nab-paklitaxel + nab-paklitaxel
(n = 453) (n=437)
Vietky pric¢iny NU i
S lie€bou stvisiace NU
Zavainé NU /NN
NU vedutce k ukonéeniu akejkolvek lie¢by TN [ Stupef 1/2
NUSI 7] [ Stupen 3/4
NU veduce k prerusenie atezo alebo pbo y B Stulper”} 5
NUSI vyZadujtce systémove steroidy %§ Akykolvek
1 1 1 1 | | |

| 1 1
100 80 60 40 20 0 20 40 60 80 100
Incidencia (%)

Medi8n follow-up: 15,6 mes. (4.5 mes. po primarnej analyze PFS

= Aktualizovana analyza bezpecnosti odhalila profil konzistentny s primarnou analyzou

= Ziadny rozdiel vo vysledkoch hlasenych pacientom (HRQoL) medzi lie€ebnymi ramenami

Schmid. ASCO 2019. Abstr 1003. Schmid. NEJM. 2018;379:2108. Schneeweiss. ASCO 2019. Abstr 1068. Adams. ASCO 2019. Abstr 1067.



Zavery: IMpassion130

= Stadia fazy Il IMpassion130 predtym preukazala prinos pridania inhibitora PD-L1 atezolizumabu k nab-
paklitaxelu u pacientov s nepredliecenymi mTNBC a PD-L1+ IC!4]

Median PFS v populacii ITT: 7,2 oproti 5,5 mesiacom s placebom (HR: 0,80; P = 0,002)
Median PFS v podskupine PD-L1+ IC: 7,5 oproti 5,0 mesiacom s placebom (HR: 0,62; P < 0,001)
U pacientov s PD-L1- sa nepozoroval Ziadny prinos

Na zaklade tychto zisteni ziskal atezolizumab v roku 2019 zrychlenu registraciu FDA 3613 zaroven v
roku 2021 bola zrusena

EMA indikacia: atezolizumab v kombinacii s nab-paklitaxelom je indikovany na liecbu dospelych
pacientov s neresekovatelnym lokalne pokrocilym alebo metastatickym TNBC, u ktorych je v nadore
expresia PD-L1 > 1 %, a ktori predtym nedostavali chemoterapiu na metastatické ochorenie.

1. Cardoso. Ann Oncol 2018;29:1634. 2. Gobbini. Eur J Cancer 2018;96:17. 3. Yardley. Ann Oncol 2018;29:1763.
4. Schmid. NEJM. 2018;379:2108. 5. Atezolizumab PI. 6. AGO Recommendations. 2018.
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ERESMD IMpassion131 —dizajn studie

Double-blind placebo-controlled randomised phase 3 trial

/~+ Metastatic or unresectable locally\

advanced TNBC Atezolizumab 840 mg d1 & 15

* No prior chemotherapy or targeted paclitaxel 90 mg/m2d1, 8 & 15
therapy for advanced TNBC _

- Previous eBC treatment complete 8-10 mg dexamethasone or equivalent for at least
12 months before randomisation the first 2 infusions, cycles repeated q28d

« Taxane eligible 2:1 Placebo d1 & 15 +

« Measurable disease paclitaxel 90 mg/m2d1, 8 & 15

« ECOG PS 0/1

\ /

Primary endpoint: PFS (investigator assessed)
Secondary endpoints include:

* Prior taxane (yes vs no)
« Tumour PD-L1 status (IC <1% vs >1%)2 . ggb(s)RR’ PFS (IRC assessed)

 Liver metastases (yes vs no) . Safet
* Geographical region (N America vs W Europe/Australia vs y
: o, , - Translational research
E Europe/Asia Pacific vs S America)

Stratification:

aPD-L1 IC: area of PD-L1-stained tumour-infiltrating ICs as a percentage of tumour area by VENTANA SP142 immunohistochemistry assay. eBC = early breast cancer; ECOG PS = Eastern Cooperative
Oncology Group performance status; IC = immune cell; IRC = independent review committee; ORR = objective response rate; PRO =patient-reported outcome; q28d = every 28 days; R = randomisation
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EEEMD PFS v ITT populacii
Events in 67% of patients (data cut-off: 15 Nov 2019)

100
90 —— Placebo + PAC (n=220)
7 —— Atezolizumab + PAC (n=431)
80 _
< 70
= Stratified HR = 0.86 (95% CI 0.70-1.05)
= 60 | Not formally tested
< 50
Qo
O 40 |
a
E 30 |
20 | .
10 | 56 |57 !::1: - ——— —
(95% CI1 5.4-6.5) || (95% CI 5.4-7.2) LLL
0 [ [ I I I I T T 1
0 3 6 9 12 15 18 21 24 27
Number at risk Time (months)
Placebo + PAC 220 162 72 32 15 8 4 0 0 0
Atezolizumab + PAC 431 312 146 94 40 25 15 7 1 0

Median duration of follow-up: 8.5 months (placebo + PAC) vs 8.8 months (atezolizumab + PAC)
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ESESMD Updated OS
Data cut-off 19 Aug 2020

100- —— Placebo + PAC
— Atezolizumab + PAC ITT
90 | i
80_ 80|
~ 70 ~ 70
s =
2 60_ 2 60 _|
E 50 My b g, 50
© 40/ Stratified HR =1.12 © a0 Stratified HR = 1.11
@ 30 (95% CI1 0.76—-1.65) - 2 30 (95% C1 0.87-1.4
20- - 20
o 221 283 o 192 228
(95% CI 19.2-30.5) (95% CI 19.1-NE) (95% CI 16.8-22.5) | (95% CI1 17.1-28.3)
ST A RUNTHENGRYT— 77— A SNSST A RHOUCNSST —
0 3 6 9 12 15 18 21 24 27 30 33 36 0 3 6 9 12 15 18 21 24 27 30 33 36
Number at risk Time (months) Number at risk Time (months)

Placebo + PAC 101 99 89 86 75 53 34 25 12 6 2 1 O Placebo + PAC 220 213 191 174 141 102 71 50 27 15 9

10
Atezolizumab + PAC 191 184 171 160 129 95 60 43 30 19 6 1 0 Atezolizumab + PAC 431 406 366 331 267 194 126 76 56 35 16 3 O

Median duration of follow-up: 14.5 months (placebo + PAC) vs 14.1 months (atezolizumab + PAC) in the ITT population



KEYNOTE-355: studia fazy lll pembrolizumab + chemoterapia u nepredlieceného,
lokalne rekurentného neresekovatelného alebo mTNBC?2

Pembrolizumab 200 mg IV Q3W
+ nab-paclitaxel®
Part 1 .
Populacia pacientov n=35 > Pembrolizumab 200 mg IV Q3W
+ paclitaxel®

\ 4

. A

R1:1:1
® Vo218 rokov Pembrolizumab 200 mg IV Q3W
* NepredlieCeny lokalne rekurentny + gemcitabine/carboplatin®
neresekovatelny alebo mTNBC
* Ukoncenie liecby s kurativnym zdmerom =6 Pembroli;umab 200 mg IV_Q3W +
mesiacov pred prvou rekurenciou ochorenia nab-paclltax_elb glebo pacllt§xelc
« ECOG PS 0-1 alebo gemcitabin/karboplatina®
« Adekvatne organové funkcie Part 2
> n=847 >
R 2:1

Stratifikacné faktory Placebo + nab-paclitaxel®

alebo paclitaxel° alebo

* Pouzitie chemoterapie v Studii
(taxan vs gemcitabin/karboplatina)

gemcitabin/karboplatinad
» PD-L1 tumor status (CPS =1 or CPS <1) D

Sekundarne ciele
* Predchadzajuca lieba tou istou CHT v

(neo)adjuvant podmienkach (4no vs nie) + Cast 1: bezpecnost a znasanlivost * ORR * DCR
« Cast 2: PFS, OS u pacientov s PD-L1 CPS 210, CPS 21 a ITT  DOR + QOL

apPD-L1 staining in 21% of tumor cells or in stroma. PNab-paclitaxel 100 mg/m? IV on days 1, 8, and 15 every 28 days. °Paclitaxel 90 mg/m2 IV on days 1, 8, and 15 every 28 days. 9Gemcitabine and carboplatin: 1000 mg/m? and
AUC 2 on days 1 and 8 every 21 days. ¢Treatment continued until confirmation of progressive disease.

1. Cortes J et al. Lancet. 2020;396(10265):1817-1828. 2. clinicaltrials.gov/ct2/show/NCT02819518. Accessed 28 September 2021.



https://clinicaltrials.gov/ct2/show/NCT02819518

KEYNOTE-355:0S u pacientov s PD-L1 CPS 210

100 Il Pembrolizumab + chemotherapy HR
Bl Placebo + chemotherapy N Events (95% CI)
90 —
58.3% Pembro 455050 70.5%
80 — 44.7% + chemo 0.73
0.55-0.95
70 - 48.2% f'aﬁem 841103 816% |\ )
34.0% ClilEle
s 60—
% P . S Bn. S TP W W-T TPV - S AT R -Tu P 23.0 months
= 16.1 months
o 40 -
30 —
20 - L L 1 L1 1 J
10 =
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
No. at risk Time, months

220 214 193 171 154 139 127 116 10

5 91 8 78 73 59 43

03 98 91 77 66 5 46 39 3B 30 25 22 22 17 12

Data cutoff date: 15 June 2021.

Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors.

aPrespecified P value boundary of 0.0113 met.
Rugo HS et al. Presented at ESMO 2021; abstract LBA16.

31"y AT, 2 0

P Value
(1-Sided)

0.00932

20



KEYNOTE-355:0S u pacientov s PD-L1 CPS 21
BRI

100 — Bl Pembrolizumab + chemotherapy
: Bl Placebo + chemotherapy
90 — ;
t 48.4% Pembro
80 7  41.4% i -
| | Placebo
- : + 37.7%
70 | by o/: FR . 1771211
= 60 i |
;2—;- o . R _____________________________________________________ 17.6 months
= ' 16.0 months
© i
o 40 - i i
307 :
20 7
107 |
0 T T T T T 1 T i T T T T T T T T T T
0 3 6 9 12 15 18 21 24 21 30 33 36 39 42 45 48 51 o4
No. at risk Time, months
425 406 365 308 271 236 204 175 159 137 120 108 99 80 38 60 21 3 0
211 200 187 163 133 110 87 71 62 o4 47 40 39 30 15 21 10 2 0

Data cutoff date: 15 June 2021.

Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors.
aPrespecified P value boundary of 0.0172 not met.

Rugo HS et al. Presented at ESMO 2021; abstract LBA16.

79.1%

83.9%

0.86
(0.72-1.04)

P Value
(1-Sided)

0.05632

443



KEYNOTE 355:0S v ITT populacii

HR

100 — Bl Pembrolizumab + chemotherapy
o0 Il Placebo + chemotherapy
Pembro
80 — + chemo
70 — Placebo
+ chemo
2 60 —
%}
€ - 17.2 months
S 50 -1 P Rr138 3144
= 15.5 months
30 7
20
10 7
0 | | | | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 3% 39 42 45 48 51 54
No. at risk Time, months
566 539 486 415 363 309 269 226 200 174 153 137 124 94 69 42 22 4 0
281 267 246 209 174 144 117 97 85 73 62 54 50 38 18 25 12 3 0

Data cutoff date: 15 June 2021.
Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stra ftification factors.
Statistical significance was not tested due to the prespecified hierarchical testing strategy.

Rugo HS et al. Presented at ESMO 2021; abstract LBA16.

460/566

238/281

81.3%

84.7%

0.89
(0.76-1.05)

22



KEYNOTE-355:PFS pri finalnej analyze

PD-L1 CPS 210

100
90
80
707
60
50-

Patients, %

40 \

0

39.1% l Pembro + chemo
23.0% B Placebo + chemo

9.7 months
5.6 months

07 MH‘—‘MI—Q_W_“_M_/
207 H_I_\-'_I_"\—k_‘_l_l_,
10

Months
No. at risk

22017312295 63 52 44 42 38 36 34 32271913 6 0 0 0

Tt T T T T T T T T T T T
0 3 6 912151821 24 27 30 33 36 39 42 45 48 51 54

10380 41 3018151211 1110 8 8 6 4 4 3 1

0
HR

Pembro + chemo  144/220 65.5%
Placebo + chemo 81/103 78.6%

Data cutoff date: 15 June 2021.
Rugo HS et al. Presented at ESMO 2021; abstract LBA16.

0.66

(0.50-0.88)

Patients, %

PD-L1 CPS 21
100 31.7% M Pembro + chemo
90 19.4% B Placebo + chemo

80
70

%07 7.6 months

& \ 5.6 months
40

30

L w
107 \L\\_IH_l_l_l_l

0

1 I. 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 1215182124 27 30 33 36 39 42 45 48 51 54
Months
No. at risk
42531520214294 72 60 56 48 44 41 38 322417 6 0 0 0

211158 81 512820 171414121010 7 § 5 3 1 0 0

HR

Pembro + chemo  299/425 70.4% 0.75
Placebo + chemo  166/211 787%  (0.62-0.91)

Patients, %

ITT
100 7 29.3% B Pembro + chemo
90 20.8% B Placebo + chemo
80
70
60 -
5 7.5 months
5.6 months
40
30
b} M
10
0 1 1 1 1 1 1 1 1 1 1 1 1 1 1

I I I
0 3 6 9 12151821 24 27 30 33 36 39 42 45 48 51 54

Months
No. at risk

56640826018311684 70 63 51 47 44 41 352617 6 0 0 0
281214108 68 3929 23 202017151511 8 7 4 2 0 0

HR

Pembro + chemo  406/566 71.7% 0.82
Placebo + chemo  217/281  77.2% (0.70-0.98)
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KEYNOTE-355:PFS v podskupinach PD-L1 CPS
210 pri |1A2: (1 of 2)

Median PFS, Months

HR for
Pembrolizumab Placebo + Progression or
Subgroup N  +Chemotherapy Chemotherapy Death (95% ClI)
Overall mf— 323 9.7 5.6 0.65 (0.49-0.86)
Age, years
<65 i — 257 95 55 0.63 (0.46-0.87)
265 e — 66 10.7 76 0.67 (0.37-1.23)
Geographic region
North America/EU/ANZ Ees Rl 212 9.6 5.7 0.69 (0.49-0.97)
Asia e — 56 17.3 5.6 0.45(0.22-0.91)
Rest of world LTI L e, 50 76 6.2 0.65 (0.40-1.55)
ECOG PS
0 e e— 196 9.8 75 0.74 (0.51-1.07)
1 me— 127 7.6 39 0.50(0.33-0.78)
On-study chemotherapy
Nab-paclitaxel e — 99 99 55 0.57 (0.34-0.95)
Paclitaxel i — 44 9.6 3.6 0.33(0.14-0.76)
Gemcitabine + carboplatin e —— 180 8.0 7.2 0.77 (0.53-1.11)
0'0 HR (951/2 Cl) 1; “ giﬂlltideﬂh Lp:/:r:;isé%nzg;%&(10265):1817—1828.

y

Favors Favors

Data cutoff date: 11 December 2019. Pembrolizumab + Chemotherapy Placebo + Chemotherapy

aFinal PFS assessment performed at 1A2.
Cortes J et al. Lancet. 2020;396(10265):1817-1828.



KEYNOTE-355:PFS v podskupinach s PD-L1 CPS 210 pri

1A2: (2 of 2)

Median PFS, Months

HR for
Pembrolizumab Placebo + Progression or
Subgroup N  +Chemotherapy Chemotherapy Death (95% Cl)
Overall e — 323 9.7 5.6 0.65 (0.49-0.86)
Prior same class chemotherapy
Yes e — 65 75 54 0.60 (0.32-1.15)
No i — 258 99 5.7 0.66 (0.48-0.90)
Prior neoadjuvant/adjuvant chemotherapy
Yes e Ak A 193 79 5.7 0.78 (0.55-1.12)
No P — 130 11.0 5.4 0.47 (0.30-0.74)
Disease-free interval
De novo metastasis i — 103 9.7 53 0.48 (0.29-0.79)
<12 months (6 75 7.2 1.00 (0.51-1.95)
212 months i — 153 9.9 6.6 0.64 (0.43-0.95)
Number of metastatic sites
<3 i — 184 11.8 9.0 0.68 (0.46-1.00)
23 i — 138 76 4.5 0.52 (0.34-0.78)
O.IO 0:5 1.0 1i5 2.I0
HR (95% CI) Reprinted with permission from

Data cutoff date: 11 December 2019.
aFinal PFS assessment performed at 1A2.
Cortes J et al. Lancet. 2020;396(10265):1817-1828.

Favors Favors

Pembrolizumab + Chemotherapy Placebo + Chemotherapy

Cortes J et al. Lancet. 2020;396(10265):1817-1828.
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KEYNOTE-355:PFS podla typu chemoterapie v studii pri 1A22

PD-L1 CPS 210

Median PFS
(months)

Pembro Placebo
+ Chemo + Chemo

Subgroup N
Overal = 323 97
On-siudy chemotherapy
Nab-Paciaxe] +=———=—- o 99
Paciiaxel F—l— 24 9.6
m ———t 180 8.0
D.IO {l.lﬁ 175

<
<«

10
HR (95% CI)

»
>

Favors Favors

56

5.5

3.6

7.2

Pembrolizumab + Chemotherapy Placebo + Chemotherapy

HR for
Progression
or Death
(95% Cl)

0.65
(0.49 0 0.86)

057
(0.34 10 0.95)

0.33
(0.1410 0.76)

0.77
(0531 1.11)

Subgroup

Owveral

Cn-siudy chemotherapy

PD-L1 CPS 21

Median PFS

(months)

Pembro Placebo
N+ Chemo + Chemo

—a— 636 76

Mab-Pacitaxel F—8—i 204 6.3

<
<«

Pacitaxel Il 84 94
Casemm- bine — 348 1.5
0.0 0.5 1.0 1.5

HR (95% ClI)

»
>

Data cutoff date: 11 December 2019.

aFinal PFS assessment performed at 1A2.

Rugo H et al. Presented at SABCS 2020; abstract GS3-01.

Favors Favors

56

5.

L]

3.8

7.5

I‘embrolizumab + Chemotherapy Placebo + Chemotherapy

HR for
Progression
or Death
(95% Cl)

0.74
(0.61 0 0.90)

0.66
(0470 0.92)

0.46
(0.26 %0 0.82)

0.86
(0861 1.11)

ITT

Median PFS
(months)

Pembro Placebo
+ Chemo + Chemo

Subgroup
Overall sl B4T 75
On-siudy chemotherapy
Nab-FPackiaxel  F—=— 268 7.5
Paciitaxel —— 114 80
Gemciabi
L o |
Carbopias 465 74
0.0 05 1.0 1.5
HR (95% Cl)

<
<«

»
>

Favors Favors

56

54

38

T4

Pembrolizumab + Chemotherapy Placebo + Chemotherapy

HR for
Progression
or Death
(95% Cl)

0.82
(0.69% 0.97)

069
(0511 093)

0.57
(0.35% 0.93)

0.93
(0.7410 1.16)
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KEYNOTE-355 ORR pri finalnej analyze

PD-L1 CPS 210 PD-L1 CPS 21 ITT
Pembro + Chemo [ PR JJJ CR  Placebo + Chemo [ PR ] CR
70 70 70-
52.7%
60- 60+ 60-
40.8% 44.9%
- 50- 38.9% 50- 40.8% 37.0%
. 40+ 40 40+
X
3
S 30- 30 30+
20 - 20+ 20
r _ 0 , 0- :
Pembrolizumab + Placebo + Pembrolizumab + Placebo + Pembrolizumab + Placebo +
Chemotherapy Chemotherapy Chemotherapy Chemotherapy Chemotherapy Chemotherapy
(n=220) (n=103) (n=425) (n=211) (n=566) (n=281)

Data cutoff date: 15 June 2021.
Rugo HS et al. Presented at ESMO 2021; abstract LBA16.
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KEYNOTE-355:DOR pri finalnej analyze

PD-L1 CPS 210 PD-L1 CPS 21
100 55.5% 1007 46.8%
90 37.9% 90 29.6%
80 [l Pembro + chemo 807 [l Pembro + chemo
70 Bl Placebo + chemo 70 Bl Placebo + chemo
2 60+ 2 60
‘.@ [2]
S 50— S 50—
S 40 S 40+
30- ‘_k1_|_|_‘_|_‘_‘_u 30
20 20—
10— 10— i
0 1 .I 1 1 1 1 1 1 1 1 1 1 1 1 1 1 O 1 .I 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51 0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
Time, months Time, months
No. at risk No. at risk

11610682 61 49 42 39 36 33 32 2623 1513 8 1 0 0
42 3923 161413 9 9 8 7 6 5 4 4 4 3 0 0

Pembro + Placebo +
Chemo Chemo
Median DOR, 12.8 A3
months (range) (1.6+t0 45.9+) (1.510 46.6+)

191172124 87 67

Median DOR,
months (range)

Data cutoff date: 15 June 2021.
+ indicates there is no progressive disease by the time of last disease assessment.
Rugo HS et al. Presented at ESMO 2021; abstract LBA16.

57 51 43 39 36 30 26 18 16 9 1

10.1
(1.0+ to 45.9+)

6.8

00
8274 41272018 121110 9 7 6 5 5 4 3 0 0

Ty -
Chemo Chemo Median DOR,

(1.5 to 46.6+)

Patients, %

100

20
104
0

ITT

46.1%
33.3%

[l Pembro + chemo
Bl Placebo + chemo

I.II
036 9

No. at risk

231209152105 81 64 58 47 42 39 33 29 20 16 9 1
104 OR BN 25 98 91 15 14 19 11 0 8

months (range)

12 15 18 21 24 27 30 33 36 39 42 45 48 51
Time, months

00

[ 2 N N
Pembro +

Placebo +
Chemo

Chemo
6.5

10.1
(1.0+104594)  (1.5t0 46.6+)
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KEYNOTE-355:NU s incidenciou 220%:>-
100 - Place:‘c;;s?hemo 1_2Grade23

o | Any Grade %.3 95.0 Pembro + Chemo [
Grade 3-5 68.1 66.9
80 Placebo + Chemo .
Serious 17.8 121
70 Led to death 0.40 0
60 4 Led to discontinuation of any drug 18.3 11.0
= 49.1
3 " 459
[ = 50 i
2 MY w3
[

Anemia Neutropenia Nausea Alopecia Fatigue Neutrophil ALT 1
count |

Data cutoff date: 15 June 2021. Neziaduce UCIﬂky
an either treatment group. ®1 patient from acute kidney injury and 1 patient from pneumonia.
1. Rugo HS et al. Presented at ESMO 2021; abstract LBA16.

2.Cortes J, et al. Presented at SABCS 2021; presentation GS1-02
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KEYNOTE-355:imNU s incidenciou 210 %
pacientov!2?2

20 -

15.8
16 1

14

Incidence, %

Hypothyroidism

Data cutoff date: 15 June 2021.

3ln either treatment group based on a list of terms prespecified by the sponsor and included regardless of attribution to study treatment or immune relatedness by the investigator; related terms included.

Rugo HS et al. Presented at ESMO 2021; abstract LBA16.
Cortes J, et al. Presented at SABCS 2021; presentation GS1-02

imAEs, %
Any Grade
Grade 3-5
Serious

Led to death

Led to discontinuation of any drug

Hyperthyroidism

Pembro + Chemo

Placebo + Chemo

Grade

Pembro + Chemo .

Placebo + Chemo .

1.8

0.4
FaX¥Yral

N=562 N=281

26.5 6.4
53 0
34 0
0 0
28 0

1.8 14
° =

Colitis

Pneumonitis

Severe skin
reactions

466



Studia KEYNOTE 355: Zavery

Pembrolizumab + chemoterapia - $tatisticky vyznamné prediZzenie OS a PFS oproti
samostatnej CHT v 1.linii u PD-L1 pozitivheho /CPS >10/metastatického TNBC.

Kombinacia novy lieCebny standart u pct s lokalne recidivujucim neresekovatelnym alebo mts
TNBC /CPS >10/

Konzistentné vysledky napriec podskupinami pacientov
Bezpecnost v stlade so znamymi profilmi kazdého rezimu

SPC: Pembrolizumab je v kombinacii s chemoterapiou indikovany na liecbu lokalne
rekurentného neresekovatelného alebo metastatického trojnasobne negativneho
karcinomu prsnika u dospelych, ktorych nadory vykazuju expresiu PD-L1 s CPS 210 a
ktori v minulosti neboli lieceni chemoterapiou pre metastatické ochorenie.



IMpassion132

IMpassion132 double-blind
randomised phase 3 trial of
chemotherapy * atezolizumab for
early-relapsing unresectable
locally advanced or metastatic
triple-negative breast cancer
Rebecca A Dent

National Cancer Center Singapore and Duke-NUS Medical School, Singapore

On behalf of F André, A Gongalves, M Martin, P Schmid, F Schitz, S Kummel,
SM Swain, A Bilici, D Loirat, R Villalobos Valencia, S-A Im, YH Park,
ZK Machackova, J Mouta, RJ Deurloo, X Gan, M Fan, A Swat and J Cortés



IMPASSION132 (NCT03371017) ~dizajn $tudie

Dvojito zaslepena placebom konrolovana randomizovana faza 3 studie

4 N
e Unresectable locally advanced/ Carboplatin/gemcitabine or capecitabine®
metastatic TNBC + atezolizumab 1200 mg q3w

 Prior anthracycline and taxane for , o , .
Treatment continued until disease progression or unacceptable toxicity
early TNBC

* Disease progression <12 months

Carboplatin/gemcitabine or capecitabine®

after last treatment with curative + placebo q3w
intent for early TNBC?
e No prior CT for advanced TNBC Stratification factors: Primary endpoint:
* Visceral (lung and/or liver) metastases ¢ OS (hierarchical testing: PD-L1+
" Known PD-L1status (SP142) ], o1 packbone TNBC: then, if positive, modified

* PD-L1 status (during all-comer enrolment)  ITT population?)

4Last dose of any (neo)adjuvant CT regimen or primary breast surgery after neoadjuvant CT, whichever occurred last.

bInvestigator-selected CT: gemcitabine 1000 mg/m? + carboplatin AUC 2 mg/mL/min days 1 & 8 q21d, or capecitabine 1000 mg/m? bid days 1-14 = i :
q21d (ngandatory if pIatinur% pretreated). CPD-L(’?—expressingpimmune cells govering =1 ‘% of the tamour areapby VENTANA SP?42 PD-L1 gssay. lT-(;S ?t)evntatlr(a)ﬂ :J:\r/?\?atl

dAll-comer patients randomised before August 2019 protocol amendment.

EAESIVIO BREAST CANCER



Primarny ciel’: OS (modif. ITT populacii)

Consistent results (OS not formally tested according to hierarchical design)

100 —
90 | Placebo + CT Atezolizumab + CT
80 | 0S (n=192) (n=188)
20 Events, n (%) 160 (83) 158 (84)
< h Median, months (95% CI) 0.8 (8.4-12.0) 10.4 (8.9-12.9)
= 94 Stratified HR (95% Cl) 0.94 (0.76-1.18)
5 50
S 40
(9p]
© 30
20 _
10 4 ' e e Em | TR
0 I I I I I I I I I I I I I I I I I I I I I I |
0 3 6 9 12 15 18 21 24 27 30 33 57 60
36 39 42 45 48 51 54 Time (months) 63 66 69
No. at risk
Placebo + CT 192 170 137 99 73 52 41 33 29 23 20 8 6
18 15 15 15 15 12 11 10 2 1 0
Atezolizumab + CT 188 161 132 96 78 62 45 34 32 27 22 5 4
21 18 17 15 15 13 13 9 2 1 0



Primarny ciel:0OS (pacientis PD-L1+)

No significant improvement in OS with atezolizumab (median follow-up: 9.8 months)

100
90 | Placebo + CT Atezolizumab + CT
80 | oS (n=177) (n=177)
20 Events, n (%) 128 (72) 124 (70)
. Median, months (95% Cl) 11.2 (9.0-13.3) 12.1 (10.1-15.1)
= 94 Stratified HR (95% CI) 0.93 (0.73-1.20)
S 50 Stratified log-rank p-value 0.59
S 40
n
© 30
20
10 H— T T =1 — i :I : }
0 | | | | | | | | | | | | | | | | | | | | | | |
0 3 6 9 12 15 18 21 24 27 30 33 57 60
36 39 42 45 48 51 54 Time (months) 63 66 69
No. at risk
Placebo + CT 177 161 125 92 74 o7 42 31 25 17 12 4 3
9 8 7 7 7 6 S S 1 0 0
Atezolizumab + CT 177 153 124 100 75 99 43 30 22 20 17 3 2
15 10 9 8 8 7 7 ) 0 0 0



Sumar sekundarnych cielov
Sekundarne ciele konzistentné s primarnymi cielmi

PD-L1 Modified ITT (PD-L1+ and PD-L1-)
Placebo + CT Atezolizumab + CT Placebo + CT Atezolizumab + CT

(n=177) (n=177) (n=192) (n=188)
PFS events, n (%) 163 (92) 159 (90) 181 (94) 178 (95)
Median PFS, months (95% C) 3.6 (3.4-4.2) 4.2 (3.7-5.6) 36 (3.1-3.8) 3.7.(2.8-4.0)
Stratified PFS HR (95% Cl) 0.84 (0.67-1.06) 0.96 (0.78-1.19)
Unconfirmed ORR, n/N (%) 45/159 (28) 61/154 (40) 54/168 (32) 53/171 (31)
[95% Cl] [21-36) [32-48] [25-40] [24-39]
Difference (95% Cl) 11% (>0 ta 22) —1% (=12 t0 9)
Median DoR, months (95% Cl) 41(35-58) 6.6 (4.6-8.0) 5.2 (3.8-6.6) 5.7(42-7.9)
DoR HR (95% Cl) 0.73(0.48-111) 0.95 (0.63-143)

DoR = duration of response; ORR = objective response rate; PFS = progression-free survival

EAESMO BREAST CANCER



Zaver

-Kombinacia atezolizumabu s CHT pre PD-L1-pozitivny TNBC relapsujuci <12 mesiacov po
poslednej CHET alebo chirurgickom zakroku pre v€asny TNBC vyznamne nezlepsila vysledky
v porovnani so samotnou CHET

-Medidn OS ~10 mesiacov, v stlade s Gdajmi z redlneho sveta’

-Nedostatok prinosu IM je v sulade s analyzami podskupin KEYNOTE-355 u pacientov s recidivou 6—12 mesiacov
po poslednej CHET?

-Ziadne nové bezpelnostné signaly
Tito pacienti maju nepriaznivu prognozu , predchadzajuca lieCba moze spustit rozne mechanizmy rezistencie .Pre

tuto populaciu rezistentnu na lieCbu-potrebné nové terapie a navrhy studii .
Vacsina studii vylucuje tychto pacientov, Co predstavuje skutocnu vyzvu v klinickej praxi

1 Grinda T, et al. Eur J Cancer 2023; 2Cortes J, et al. NEJM 2022



Roadmap for Metastatic TNBC

Metastatic TNBC

i
¥

Clinical trials

Liecebny algoritmus mTNBC

First line

Pembrolizumab + nab-
paclitaxel or paclitaxel®

[

BRCA PARPI
MULAtIoN »

-

Pembrolizumab +
gemcitabine/carboplatin

Chemotherapy

PARPI

Pembrolizumab (CPS) or atezolizumab ex US (SP142), nab

PARPI: PARP inhibitor (olaparib, talazoparib)

Second line

___________________________ -+ Novel ADCs

Sacituzumab

Govitecan - Chemotherapy

- 7
i %ﬁ@, s Checkpoint
: @ inhibitor

¥
+‘ Clinical trials

-paclitaxel only)

Always consider clinical trials at each decision point
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SACI-IO HR+: Dizajn studie

= Multicenter, randomized, open-label phase Il trial (data cutoff: March 9, 2024)

Patients with HR+/HER2- locally

advanced or MBC; 21 prior ET for MBC Sacituzumab Govitecan* +
or progression <12 mo of adjuvant ET; Pembrolizumab?’ ,
<1 prior CT for MBC; no prior ~ Until PD or
topoisomerase | inhibitor ADC, 1:1 — unaccgptable
irinotecan, or PD-(L)1 inhibitor; no \ toxicity

Sacituzumab Govitecan*

active brain metastases or
leptomeningeal disease

(N= 1101) *10 mg/kg IV on Day 1 and 8 of each 21-day cycle.
¥200 mg IV on Day 1 of each 21-day cycle.
110 patients randomized, 104 patients included in analysis.

" Primary endpoints: PFS in ITT population

= Key secondary endpoints: PFS in patients with PD-L1 CPS >1, OS, ORR, DoR, TTR,
CBR, safety

Garrido-Castro. ASCO 2024. Abstr LBA1004.



SACI-IO HR+: PFS in ITT (Primary Endpoint)

1.0 SG + Pembro SG
(n = 52) (n =52)

0.8- Median PFS, mo 8.12 6.22

06 HR (95% CI) 0.81 (0.51-1.28)
@ - P 37
o

0.4+ Median follow-up: 12.5 mo

0.24 —SG + Pembro

—SG + + I
O | | | |
0 6 12 18 24

Mo From Randomization
Patient at Risk (No.

cens@red)pémbro 52 (1) 25 (5) 11 (9) 3 (11) 1(13)
SG 52(0) 23 (5) 5(11) 0 (14) 0 (14)

Garrido-Castro. ASCO 2024. Abstr LBA1004.



SACI-IO HR+: PFS by PD-

PD-L1-positive (CPS 21)

L1 IHC Status

PD-L1-negative (CPS <1)

1.0 - 1.0 -
0.8 1 0.8 -
o 0.67 ¢ 0.6-
L L
O 0.4+ Ll—n—— o 4-
0.2 - —SG + Pembro 0.2 - - 4+
—SG I +
0 T T T 0 T T T
0 6 12 18 0 6 12 18
_ _ Mo From Randomization Mo From Randomization
Patient at Risk (No. censored), n Patient at Risk (No. censored), n
SG + Pembro 16 (0) 10 (0) 4 (3) 0 (5) SG + Pembro 35 (1) 14 (5) 6 (6) 2 (6)
SG 24 (0) 10 (4) 2 (6) 0 (6) SG 28(0) 13 (1) 3 (5) 0(8)
SG + Pembro SG SG + Pembro SG
(n=16) (n =24) (n=35) (n=28)
Median PFS, mo 11.05 6.68 Median PFS, mo 5.36 5.07
HR (95% Cl) 0.62 (0.29-1.36) HR (95% Cl) 1.06 (0.59-1.90)
P .23 P value .84

Garrido-Castro. ASCO 2024. Abstr LBA1004.



SACI-I0O HR+: OS and Response

Endpoint

SG + Pembro

(n=52)

HR (95% Cl)

Median OS, mo
= PD-L1 positive (CPS 1)
= PD-L1 negative (CPS <1)

ORR, n (%)
= PD-L1 positive
= PD-L1 negative

Clinical benefit rate, n (%)
Median duration of response, mo

Median time to objective response, mo

Garrido-Castro. ASCO 2024. Abstr LBA1004.

18.52
18.52
16.55

11 (21.2)
3(18.8)
8 (22.9)

26 (50.0)
12.9

2.3

17.96
12.50
18.03

9 (17.3)
5 (20.8)
4 (14.3)

24 (46.2)
4.5

4.1

0.65 (0.33-1.28)
0.61 (0.18-2.04)
0.68 (0.29-1.59)

21
42
.38

.80

.84
31
.68



Zavery do praxe: liecba s imunoterapiou

Vysetrenie expresie PD-L1 je zakladnym vysSetrenim pred zacatim paliativnej liecCby.
Imunoterapia je ucinnejsia v I. linii paliacie v porovnani s vyssimi liniami.

Imunoterapia kombinovana s chemoterapiou ma vacsiu Sancu na efekt ako mono-imunoterapia
PD-L1 ma u mTNBC prognosticky a tiez prediktivny vyznam.

Nezavisi na tom, Ci za ucelom testovania PD-L1 budeme vySetrovat primarny nador alebo metastazu.
Sanca na zachytenie PD-L1 mutdcie sa moze liSit podla anatomickej lokalizacie nadoru (najvyssia Sanca

eV Ve

O ucinnosti imunoterapie u chorych s kratkym treatment free intervalom (<12 mesiacov) lieCenych
v I. linii je nedostatok dat. Tie, ktoré mame, ukazuju na limitovany efekt u tejto skupiny pacientok.

Prospektivne Udaje o efekte paliativnej imunoterapie po zlyhani neo-/adjuvantnej imunoterapie chybaju.
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