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/° Karcinom prsu v roce 2023

* Nejéastéjsi malignita u Zen
* Rostouci incidence, stagnujici mortalita

« Funguijici screening

» ZlepSujici se moznosti diagnostiky a lé€by = lepsSi prognéza
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« Zaklad lé€by - spravné a kompletné provedena diagnostika s volbou optimalni IéCby v ramci MDT!

« Rozsah onemocnéni v prsu a axile, verifikace loZisek se stanovenim standardnich prognostickych/prediktivnich
markeru, oznaceni lozisek pfed NAT, vylou€eni/potvrzeni M1

* Volba léCby — rozsah, subtyp, stav pacienta, lab. nalez, preference...

« Karcinom prsu - heterogenni onemocnéni vyzadujici komplexni IéCebny pfistup

« Subtypy dle klasickych histopatologickych prognostickych/prediktivnich faktort (ER, PR, HERZ2, Ki-67, grade)
* Luminalni A, Luminalni B HER2 negativni, Luminalni B HER2 pozitivni, Neluminalni HER2 pozitivni, TNBC

« Subtypy dle molekularné-genetického vysetieni (hodnoceni expresnich profill pfedem vybranych gena, napf.

PAM50)

. Luminal A, Luminal B, HERZ2 enriched, Basal-like, Normal-like

« DalSi nové prognostickeé a prediktivni markery = vybér optimalniho Ié€ebného algoritmu
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Lécba karcinomu prsu 2023
Aneb nového za poslednich pet let?

* Luminalni HER2- BC
+ eBC: CDK4/6i, PARPI
« MBC: CDK 4/6i, TKIs — alpelisib (PISCA), capivasertib, SERD - elacestrant (ESR1), ADC a fenomén HERZ2low,
PARPI
HER2+ BC
+ eHER2+: dualni NA anti-HER?Z terapie, efekt IéCby dle NAT — T-DM1, neratinib, adjuvantni dualni anti-HER2 terapie
« mHER2+: T-DXd, tucatinib

TNBC

« eTNBC: NAT pembro + CHT, adjuvantni PARPI, pembro v adjuvanci, optimalni kombinace a sekvence
« mMTNBC: imunoterapie, ADC — sacituzumab govitecan

Prediktory, biomarkery

Multigenové panely, profilovani dle genové exprese
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MO Breast Cancer Outcomes are Improving

> Casny karcinom prsu -

>¢-—_‘~_ﬁ_~,__——~— SurvIValat 5 years Survivai at 3 years
« Heterogenni skupina onemocnéni,
co se tyka prognozy, lé€ebnych
moznosti, benefitu z |éCby
133 ASCO B oS ASCO

« Cilem lécby je dosazeni
dlouhodobé remise, snizeni rizika
relapsu onemocnéni a mortality Patterns of Breast Cancer Relapse by Subtype

A o] ~ P <0.0001 Y r— P <0.0001
« ZlepSujici se prognéza onemocnéni ; | | z I
diky zavadéni novych lé&ebnych - :
moznosti B
« Pokroky v ET u SR+/HER2- 8 30| — mnerz " ] e
« antiHER2 terapie o =i, o S
« Imunoterapie TNBC . O D i DR MR g AN



Luminalni karcinomy



! Take Home Messages

* Luminalni karcinomy maji malé, ale dlouhodobé riziko relapsu onemocnéni
» Vice nez 50 % relapsu diagnostikovano po 5 letech od dg.

* KiliCovou soucasti IéCby je hormonalni terapie — volba dle premenopauzalniho
stavu a rizika relapsu onemocnéni

* Prodlouzena hormonalni terapie je efektivni a profituji z ni pacientky s vySSim
rizikem relapsu onemocnéni, délka 7 — 8 let optimalni pro vétsSinu pacientek

« DalSiho zlepSeni Ié€ebnych vysledku bylo dosaZzeno zavedeni CDK 4/6 inhibitoru
do adjuvantniho lé€ebného algoritmu

« Tzv. Carry-over effect — aktualni benefity z adjuvantni terapie vedou ke zlepSeni
dlouhodobych léebnych parametr

« Dulezita je identifikace pacientek s vy$Sim rizikem relapsu, identifikace novych
prediktort a biomarkeru

» DalSi zlepSeni prognézy CDKi a PARPI
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Ovarian ablation/suppression vs not: Recurrence

Ovarian ablation/suppression vs not: Recurrence (A) No chemotherapy or premenopausal after

(A) No chemotherapy or (B) Premenopausal before
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Ovarian ablatlon/suppress vs not: Recurrence by tamoxufen use
(A) No chemotherapy or premenopausal after

Ovarian ablation/suppression vs not: Recurrence by N-/N+
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% MonarchE

5637 pts

« BenefitIDFS HR 0,75 breast cancer + Standard of Care Endocrine Therapy
High risk defined as: iy ® 5 18 e o cinkally Indicaied) J
- iDFS rates 92,8 vs 88,7 % + 2t post sty pmonveses ) —(_ ) 4
R e e tolee \ Standard of Care Endocrine Therapy®
. Tumor size 25
i Beneflt DRFS, H R 0,56 gwmloslcgradeug : Stratified for: (2 years then up to a total of 5 to 10 years)
& Centrally tested Ki67 220% + Prior chemotherapy
‘ : rES: + Menopausal status o J
i D R FS ra.teS 93 y 6 VS 90 y 3 % Other criteria: “Hageon Endocrine therapy at physician's choice
* Women or men
v ’ . ’ » * Pre-/ postmenopausal
* BeZpecn OStn | p I'Ofl | Odeb ny Ja kO u M BC * With or without prior adjuvant/ Primary Objective: Invasive disease-free survival (STEEP criteria)
"Zf“d’”"""' Chegaolarepy. Key Secondary Objectives: Distant relapse-free survival, Overall
* No distant metastases 3
o survival, and Safety

luminalnich karcinomu

monarchE Study Design

/ HR+, HER2-, high risk eaﬂy\

p

Abemaciclib (150mg twice daily for up to 2 years®)

N

Soucast léCebného algoritmu rizikovych

*Recruitment from July 2017 to August 2019;

"Treatment periad = first 2 years on study treatment after randomization
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Ribociclib and endocrine therapy as adjuvant
treatment in patients with HR+/HER2- early
breast cancer: primary results from the Phase Il

NATALEE ftrial

Dennis Siamon,’ Daniil Stroyakovski
Aditya Bardia,” Stephen Ch»a' -Ah m.F M
Michael Untch,'* Rebecca Moroose, ™ Frances

NATALEE study design

» Adult patients with HR+/HER2~ EBC
+ Prior ET allowed up to 12 mo
+ Anatomic stage lIA®

* NO ‘witn
« Grade 2 and evigence of high nsk:
+ KIST = 20N,
. O X Broast fie Heore 236, OR
* High riek via gecomes viex proding
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Ribociclib

10

+ gosarelin i
pausal
and men

NSAI

Letrazole or
anastrazole? for 25y

+ goserelin in
premenopausal

* Peter A_ Fasching,® Johnmen‘
Xu,? Sara Hurvitz, ™ Carlos Barrios,

aran,' Gabriel N. Hortobagyi™®

Primary Endpoint

IDFS using STEEP criteria

Secondary Endpoints

Recurrence-free survival
Distant disease-free survival
0s

PROs

Safety and tolerabllity

PK

Explontory Endpoints

Loco-regional recurrence-free
survival
Gene expression and alterations

Mlnopm:mwlﬂ':l:mmp:ml women & men vs pastmenopausal women WANHE S sk in tumor ctDNA/CIRNA SEMD'GS
Receipt of prior (heo)jadjuvant ch y: yesing
Geographic location: North Amvr.aMhotnm E~.|mpo ‘Oceania vs rast of wand
Baseline characteristics
Postaiioter RIB + NSAI NSAIl Alone All Patients
n= 2549 n = 2552 N = 5101
Age, median (min-max), years 62 (24-90) 52 (24.89) 52 (24-90)
Menopausal status, n (%)
Men* and pramenopausal women 126 (44) 1132 {44) 2258 (44)
Postmenopausal women 1423 (56) 1420 (56) 2843 (56)
Anatomical stage ** n (%)
Stage IIA 478 (19 5§21 (20) 1000 (20)
Stage IIB 532(21) 513 (20) 1045 (20)
Stage Il 1528 (80) 1512 (59) 3040 (B0)
Nodal status at diagnosis, n (%)
NX 212 (1) 264 (10) 536 (11)
NO 694 (27) 737 (29) 1431 (28)
Nt 1050 (41) 1049 (41) 2099 (41)
N2Z/N3 48319 467 (18) 950 (19)
Prior ET, n {%)*
Yas 1824 (72) 1801 (71) 3625 (11)
Prior (necjadjuvant CT, n (%)
Yes 2249 (88) 2245 (88) 4454 (88)

Ribociclib achieved highly significant iDFS benefit
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+  Median follow-up for iDFS was 27.7 months

+ Based on the P value of 0.0014, the IDMC

concluded that the results met the criteria to
demonstrate statistically significant and
clinically superior efficacy

+ Absolute iIDFS benefit with RIB + NSAI at 3

years was 3.3%

* Risk of invasive disease was reduced by

25.2% with RIB + NSAI vs NSAI alone

Ongoing patients will remain on treatment and
follow-up will continue as prespecified

—— et @ S e ar T T— b WD weis W

Consistent improvement in DDFS with ribociclib

Distant Disease-Free Survival
100 +
i N_ A
l!. 80 -—
s .
T 704
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I 80+
g 40
3 |
§ BT N ) 167/2549(6.6) 212/2552(8 3)
2 204 3-Year DOFS rate, 90.8 886
ol HR(ES%CH 0.739 (0.603-0.905)
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No. at risk
RIB « NSAI 2540 2352 2280 2198 1729 1119 m 12 o
NSAl plone 2552 2244 2168 2080 1543 1076 288 13 1]

Distant disease—free survival is defined as the
time from date of randomization to date of first
event of distant recurrence, death (any cause),
or second primary non-breast invasive cancer®

The one-sided nominal P value was .0017

Absolute distant disease—-free survival benefit
with RIB + NSAIl at 3 years was 2.2%

Risk of distant disease was reduced by 26.1%
with RIB + NSAI vs NSAI alone



A Invasive Disease-free Survival
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HER2 pozitivni karcinom
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* Relaps u cca 20 — 25 % pacientek

» Vyrazné snizeni rizika relapsu a zlepSeni OS diky neoadjuvantni/adjuvantni anti
HER2 terapii

« Standard v NAT — NOAH trial, NEOSPHERE, TRYPHAENA — zlepSeni Sance na Ze s
PCR, nizsi riziko relapsu a lepSi OS 5 e 1ot st oot e o o

- ,
1 .
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* Volba adjuvance dle efektu NAT — KATHERINE, EXTENET
* Adjuvantni trastuzumab standardem — HERA, BCIRG006, NSABP B31, NCCTG

« Standard 1 rok, ale non-inferiorni data pro kratSi podavani — FINHER, | ,-
SHORTHER, PERSEPHONE, HORG, PHARE = e T S an e S

» Deeskalace anti-HER2 |é€by — APT trial — vynechani antracyklint, spise SR+
e Dualni anti-HERZ2 terapie — APHINITY
« Sekvencni anti-HER?Z2 terapie - EXTENET

P

T - -
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" Dualni anti-HER2 terapie v neoadjuvanci

Open-Label Phase Il NeoSphere Study: Neoadjuvant Trastuzumab/Pertuzumab!

TH x 4 cycles
(n=107)

Chemo-naive women with
HER2+ EBC (operable or

THP x 4 cycles
/ (n =107)

LA/inflammatory);
orimary tumor >2.cm o [ cycles
(N =417) (n = 107)

< 2D mOoO D C w

TP x 4 cycles
(n=96)

Phase |l TRYPHAENA Cardiac Safety Study: Dual HER2

y

Patients with operable,

FEC + HP x 3 cycles =
THP x 3 cycles

13

FECQ3Wx3

Trastuzumab Q3W for 1 yr

FECQ3Wx3
Trastuzumab Q3W for 1 yr

Docetaxel Q3W x4 - FECQ3Wx 3
Trastuzumab Q3W for 1 yr

Primary endpoint:
pCR in breast (ITT)

FECQ3Wx 3
Trastuzumab Q3W for 1 yr

Targeting X Anthracycline Tx%3

pCR Adjuvanttx to

LA/inflammatory BC FEC x 3 cycles Primary endpoint:
—_— - assessed at  complete 1 yr .
(N =225) THP x 3 cycles Cardiac safety
surgery of
trastuzumab

BC, breast cancer; eBC, early breast cancer; FEC, 5-fluorouracil/epirubicin/cyclophosphamide; HP, trastuzumab
plus pertuzumab; ITT, intention-to-treat; LA, locally advanced; pCR, pathologic CR; TCHP, docetaxel/carboplatin
plus trastuzumab and pertuzumab; TH, docetaxel and trastuzumab; THP, docetaxel and frastuzumab plus
pertuzumab; TP, docetaxeland pertuzumab.

TCHP x 6 cycles

1. Gignni. Lancet Oncol. 2012;13:25-32.
2. Schneeweiss. Ann Oncol. 2013;24:2278 2284.
3. Schneeweiss. Eur J Canc. 2018;89:27-35.



> Dopad na pCR — NAT u HER2+ )

80% Trastuzumah Pertuzumab-trastuzumah

69,3% % 68,0%
62.9% 67,0% '

63,6% ) 62.0%
60,7% 61 ,8 ; 57 4%

55,7% ‘

54,7%

60% - 56,2%

39,2% 39,3% 39,3%
400 | 38.0%
20% - @
S
-
0% - . - = | <
NOAH' HannaH? NeoSphere® PEONY* TRYPHAENAS KRISTINE® BERENICE7 GeparOcto® GeparSepto? TRAIN-2'° g
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1. Gianni L, et al. Lancet 2010; 375: 377-384 2. Ismael G, et al. Lancet Oncol 2012; 13: 869-878 3. Gianni L, et al. Lancet Oncol 2012; 13: 25-32 4. Shao Z. et al. Jama Oncology 2020 Mar; 6(3): €193692; 5. Schneeweiss A, et
al. Ann Oncol 2013; 24: 2278-2284 6. Hurvitz SA et al. Lancet 2018; 19: 115-126 7. Swain SM, et al. Ann Oncol 2018; 29: 646-653 8. Schneeweiss A, et al. Journal of Clinical Oncology 2017; 35: 518-518 9. Loibl S, et al. Ann
Oncol 2017; 28: 497-504 10 van Ramshorst MS, et al. Lancet Oncol 2018; 19: 1360-1640



> Dopad na iDFS a OS — NAT HER2+

3years 6 years
100
ikl 90.6%
93.2%
80 - I 87i8%
— Pertuzumab Placebo |
S~ 60 - (n = 2400) (n = 2404) I
(75 Events, n (%) 221(9.2) 287 (11.9) |
LDL 40 - Stratified HR (95% ClI) 0.76 (0.64 to 0.91)
= Median FU, months 74.1 |
Six years from randomization I
20 - | Difference in event-free rate (%) 2.8 |
95% Cl for difference (1.0 to 4.6) I
I |
1 1 1 1 1 1
0 1 2 3 4 5 6
Years From Random Assignment
No. of patients at risk
2,400 2277 2,198 2,122 2,055 1,978 1,482
2,404 2.312 2,215 2,134 2,039 1,967 1,421

0S (%)

6 years
100 94.8%
e e ————
93.9%
80 - :
Pertuzumab Placebo l
(n = 2400) (n = 2404) |
60 4 [Events, n (%) 125 (5.2) 147 (6.1) |
Stratified HR (95% ClI) 0.85 (0.67 to 1.07) I
40 Pvalue 170
Median FU, months 741 I
Six years from randomization |
20 Difference in event-free rate (%) 0.9 |
95% ClI for difference (-0.5 10 2.2) |
|
1 1 I 1 1 I
0 1 2 3 4 5 6
Years From Random Assignment
No. of patients at risk
2,400 2,304 2,261 2,216 2,161 2,090 1,544
2,404 2,339 2,292 2,241 2,165 2,107 1,622




’° Volba adjuvantni terapie dle efektu NAT - KATHERINE *

= Mezinarodni, randomizovana otevrena studie faze Il

Stratified by clinical stage, HR status, single vs dual neoadjuvant HER2-targeted therapy,
pathologic nodal status after neoadjuvant therapy

Patients with HER2+ EBC (cT1-4/N0-3/M0) who had 1 T-DM1' 3.6 mg/kg IV Q3W x 14 cycles
residual invasive disease in breast or axillary nodes (n=743)
after neoadjuvant chemotherapy plus HER2-targeted
therapy™ at surgery \

Trastuzumab 6 mg/kg IV Q3W x 14 cycles
(N =1486) (n=743)

Randomization occurred within 12 wks of surgery; radiotherapy and/or endocrine therapy given per local standards. *Minimum of 9 wks taxane and
trastuzumab. 'Patients who d/c T-DM1 for toxicity allowed to switch to trastuzumab to complete 14 cycles.

*= Primary endpoint: IDFS

= Secondary endpoints: distant recurrence-free survival, OS, safety

d/c, discontinued; eBC, early breast cancer; HR, hormone receptor; IDFS, invasive disease~free survival;
T-DM1, trastuzumab emtansine. Geyer, et al. SABCS 2018, Abstr GS1-10. von Minckwitz, et al. NEJM. 2019,380.617-628,



> KATHERINE IDFS g

100- First IDFS
o Event, % =i i
80—
Any 12.2 22.2
< 60" T-DM1  Trastuzumab Distant 10.5* 15.9
:7; (n - 743) (n - 743) recurrence
é 40- Events,n (%) 91(12.2) 165 (22.2) Locoregional 11 46
3-yr IDFS, % 88.3 77.0 recurrence i ;
20- Contralateral 04 13
HR: 0.50 (95% Cl: 0.39-0.64; P < .001) breast cancer ' '
0 r T T r T I T T T T Death without 03 0.4
0 6 12 18 24 30 36 42 48 54 60 prior event : :
Mos Since Randomization CNS events: *5.9% vs '4.3%.

Patients at Risk, n
T-DM1 743 707 681 658 633 561 409 255 142 44 4
Trastuzumab 743 676 635 594 555 501 342 220 119 38 4

- . . ‘ - , von Minckwitz, et al. NEJM. 2019;380:617-62
CNS, central nervous system; IDFS, invasive disease~free survival; T, trastuzumab; T-DM1, trastuzumab emtansine von Minckwitz, et al. NEJM. 2019,380:617-628
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vo APHINITY: pertuzumab, trastuzumab + chemo vs
trastuzumab + chemo u HER2+ eBC

International, randomized, double-blind, placebo-controlled phase Il trial?

Wk 52
Patients with HER2+ EBC, no prior CT' + Trastuzumab/Pertuzumab
invasive BC or anticancer
= 2400
Surgery| — tx or RT, N+ any tumor size / i ) — 10-yr follow-up
(no TO) or NO tumor size \ CT' + Trastuzumab + Placebo
>1cm,* BLLVEF>55% (n = 2405)
(N = 4805)

*Or node negative with tumors > 0.5 to £ 1 cm + at least 1 of following: histologic/nuclear grade 3; ER negative and PgR negative; aged < 35 yrs.

Node-negative enrollment capped after first 3655 patients randomized.
"Tx initiated < 8 wks post surgery. Permitted CT: standard anthracycline or nonanthracycline regimens (FEC x 3-4 2 TH x 3-4; ACx 4 > TH x 4; or

TCH x 6, followed by HER2-targeted therapy for total of 1 yr). Endocrine and/or radiotherapy.
Primary endpoint: IDFS per modified STEEP definition? (excludes second primary non-BC as event)

n
= Secondary endpoints: IDFS per STEEP definition,? OS, distant recurrence-free survival, DFS,
recurrence-free interval, safety, cardiac safety, health-related QoL
AC, doxorubicin/cyclophosphamide; BC, breast cancer, BL, baseline; CT, chemotherapy, DFS, disease-free survival, eBC, early breast cancer, ) )
FEC, 5-fluorouracil/epirubicin/cyclophosphamide; HR, hormone receptor; IDFS, invasive disease—free survival; OS, overall survival; LVEF, left 1. von Minckwitz et al. NEJM. 2017,;377:122-131;
2. Hudisetal. JCO.2007;25:2127-2132

ventricular ejection fraction; QoL, quality of life; RT, radiotherapy; TH, trastuzumab/pertuzumab; Tx, treatment.



SAPHINITY: IDFS podle postizeni uzlin v ITT populaci

Node-Positive Cohort

Node-Negative Cohort

Yr3
Yr3 57 5o Yre
. (0] [4)
100 = 92 0% Yre 100 95.0%
87.9% 98.4% o
90.2% 94 .9%
80 1 83.4% 80 1
Pertuzumab Placebo Pertuzumab Placebo
S (n = 1503) (n=1502) 3 (n =897) (n=902)
i Events, n (%) 173 (11.5) 239 (15.9) d Events, n (%) 48 (5.4) 48 (5.3)
Q 40+ Q 40+
Stratified HR 0.72 (95% Cl: 0.59-0.87) Stratified HR 1.02 (95% CI: 0.69-1.53)
6-yr duration 6-yr duration
201 20 1
Difference in event-free rate, % 45 Difference in event-free rate, % 0.1
0 L] L] L] L] L] L] 0 L] L] L] L] L] L]
0 1 2 3 4 5 6 0 1 2 3 4 5 6
patients at Yrs From Randomization Patients at Yrs From Randomization
Risk, n Risk, n
1503 1420 1357 1301 1257 1205 814 897 857 841 821 798 773 668
1502 1439 1359 1288 1223 1176 741 902 873 856 846 816 791 680

Piccart et al. JCO 2021, 39: 1448-1457



vo ExteNET. Neratinib po adjuvantni Ié€bé zalozené na trastuzumabu u HER2+ BC:
Sleta iDFS analyza

IDFS, invasive disease-free survival

IDFS (%)

Patients at Risk, n
Neratinib
Placebo

. 97.9%
0T 943%  922% gy  90.2%
95.5% : - .

30 - 91.7% 90.2% 89.1% 87.7%

60 -

40 -

— Neratinib
201 —Placebo
HR:0.73 (95% Cl: 0.57-0.92; P = .0083)
0 | | L] L 1} |

0 6 12 18 24 30 36 42 48 54 60
Mos After Randomization

1420 1316 1272 1225 1106 978 965 949 938 920 885
1420 1354 1298 1248 1142 1029 1011 991 978 958 927

Martin, et al. Lancet Oncol. 2017;18:1688-1700
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Triple negativni karcinom prsu
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ve Take Home Messages

10 — 15 % onemocnéni

NejagresivnéjSi podtyp s nejhorsi
prognézou

Mladé pacientky, asociace s BRCA
mutaci

Vysoke riziko relapsu, hematogenni
diseminace, visceralni postizeni

Vysoce heterogenni onemocnéni
Dlouhodobé pouze CHT
NAT standardem od cT2cNOMO

DosaZeni pCR asociovano s lepSi
prognézou a benefitem v RFS a OS

Noveé: imunoterapie v kombinaci s
CHT v ramci NAT a adjuvance

Nové: PARPI v adjuvanci u BRCA+

5-leté piediti
100 -

90%
22
80 =~

60 =~

Preziti (%)

40 -

20 =

0 T T T T T 1

Dt In this study were identified using the Califomia Cancer Registry, & popalation-Based registry composed of 8 reglonad registries collecting cances incidence and mortality data for the entire population

Vztah mezi lecebnou sz s e
w r v r T i
odpovedi a dalsi
prognézou
@y ® Pathological complete response and long-term clinical ' gy S A
" benefit in breast cancer: the CTNeoBC pooled analysis

Cortazar P et o). The Lancet, 2014



ve Terapie TNBC

cT1cNOMO

|

OPERACE

|

ADJUVANCE

pT1apNOMO
CHT — ke zvazeni

pT1bpNOMO
Antracyklinovy rezim,
ev. TC

pT1lcpNOMO
Preferovan
antracyklinovy
rezim—->taxan

23

Vyssi stadia — preferovana NAT
cT22cNOMO, jakékoliv T a N+, cT1ccNOMO individualné

Primdrni operaéni vykon neni preferovan, zvaZovat individudiné!

NAT
Veskeré reZzimy pouzivané v adjuvanci lze pouzit v ramci NAT
Preferovan antracyklinovy reZim—>taxan
Preferovany DD rezimy
Individualné zvazit pridani platinového derivatu
Kombinace CHT + pembrolizumab - high risk TNBC (N+, cT2-4)

l

OPERACE

% v
pCR non pCR

’ |

Kapecitabin, 6-8 cykl(

Bez adjuvantni chemoterapie ; i
OIapa rib (zérodecna BRCA1/2 mutace, bez ohledu na

Pembrolizumab (high risk TNBC,
pokud byl podan v ramci NAT)

prediécenost platinovym derivatem v ramci NAT)

Pembrolizumab



* KEYNOTE 522: Benefit imunoterapie v NAT TNBC *

A—— Neoadjuvant Phase —h Adjuvant Phase ﬂ

Neoadjuvant Treatment 1 Neoadjuvant Treatment 2 Adjuvant Treatment
(cycles 1-4; 12 weeks) (cycles 5-8; 12 weeks) (cycles 1-9; 27 weeks)

Key Eligibility Criteria
Age 218 years

Newly diagnosed TNBC of
either T1c N1-2 or T2-4 N0O-2

ECOGPS 01

Tissue sample for PD-L1
assessmenta

Pembrolizumab 200 mg Q3W
Pembrolizumab 200 mg Q3W

Placebo

Placebo

Stratification Factors:
* Nodal status (+ vs -)
+ Tumorsize (T1/T2vs T3/T4)

+ Carboplatin schedule (QWvs Q3W)

Neoadjuvant phase: starts from the first neoadjuvant treatment and ends after definitive surgery (post treatment included)
Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

aMust consist of at least 2 separate tumor cores from the primary tumor. dDoxorubicin dose was 60 mg/mz Q3W.
®Carboplatin dose was AUC 5 Q3W or AUC 1.5 QW. <Epirubicin dose was 90 mg/m2 Q3W.

cPaclitaxel dose was 80 mg/mz QW. iCyclophosphamide dose was 600 mg/mz Q3W.



“ KEYNOTE 522: Cile studie

. Primarni cile
— pCR (ypT0/Tis ypNO) hodnocené lokalné v ITT populacia
— Event-free survival (EFS) hodnocené investigatorem v ITT populaci

. Sekundami cile
— pCR (ypT0 ypNO and ypTO0/Tis)?
— Overall survival (OS)
— pCRa, EFS a OSP ve skupiné PD-L1+¢
— Bezpecnostni profil

. Exploratorni analyzy
— EFS v jednotlivych podskupinach
— EFS dle pCR (ypT0/Tis ypNO)
— Distant Progression- nebo Distant Recurrence-Free Survival

=Subjects without pCR data due to any reason orwho received neocadjuvant chemotherapy not specified in the protocolwere counted as non-pCR; definitive pCR analysis presented previously. *To be presented later <PD-
L1 assessed at a central laboratory using the PD-L1 IHC 22C3 pharmDx assay and measured using the combined positive scare (CPS; number of PD-L 1—positive tumor cells, lymphocytes, and macrophages divided by total
numberoftumor cells x 100); PD-L1—positive = CPS =1.

25



’”Keynote 522: pCR a EFS analyza

Primary pCR Endpoint at IA1?! First EFS Analysis at 1A2?
HR P-value
Pembro +Chemo (N = 401) Events (959, )
Pbo+ Chemo (N = 201) Pembro+ Chemo/Pembro 7.4% 0.63¢ 0.0089d
Pbo + Chemo/Pbo 11.8%  (043093)
100 - 100 - e i 0
A 13.6 (5.4-21.8)a i 91.3%
90 A P=0.00055b 90
80 - 807  85.3%
64.8% 70 -
70 A
3] 2 60+ '
E.’E 60 ﬁ" 50 - H
2 50 - w40 .
= :
o 40 - 30 -
O
S 30 A fg i
20 - | Median follow-upe: 15.5 mo
0 —r—T1 v r 1 1 1 1 1 1 1T
10 0 3 6 9 12 15 18 21 24 27
0 - No. at Risk Months
) 784 780 765 666 519 376 242 73 2 0
ypTO/Tis ypNO 300 386 380 337 264 186 116 35 1 0

Estimated treatment difierence based on Miettinen & Nurminen method stratified by randomization stratification factors. *Prespecified P-value boundary for significance of 0.003 was crossed; data cutoff date: September 24, 2018.
Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. <Prespecified P-value boundary for significance of 0. 000051 not reached at this analysis.
Defined as the time from randomization to the date of death or data cutoff date of April 24, 2019, if the patient was alive. 1. Schmid P, et al. N Engl J Med 2020,382:810-21.



" KEYNOTE 522: Benefit pfidani pembrolizumabu

Statisticky signifikantni a klinicky vyznamny EFS oproti chemoterapii EFS dle pCR (yp TO/Tis ypNO)

100 : 100 <
X 90 —
90 ' 84.5%
80—
80 — X
! 70
B
704 | 76.8% IR . o
60 ? 9 Ty peR Ho
R : o 50 — 156 | PP
- >\ I
v 50— ! a i
(e 1 w 40 - '
L ! [ 1
40— * w30 :
304 3roky EFSA7.7 % 2o :
20— (OS data nezrala) 10 :
I
10~ | 0 i
. I , r rr 11111111115 °rrr°r7T11
o-J-Median follow-upt: 39.1 mo , 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51
1 r1r1rrr1rr1r 1111111111 h
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 No. at risk Months
Pembro + Chemo/Pembro Responder 494 494 494 489 483 482 478 477 472 470 460 387 307 220 122 18 O 0
No. at risk Months Pbo + Chemo/Pbo Responder 217 217 217 216 214 207 206 203 200 200 197 165 130 87 56 9 O O
Pembro + Chemo/Pembro 784 781 769 751 728 718 702 692 681 671 652 551 433 303 165 28 0 0 Pembro + embro Non-Responder 290 287 275 262 245 236 224 215 209 201 192 164 126 83 43 10 0 O
Pbo + Chemo/Pbo 390 386 382 368 358 342 328 319 310 304 297 250 195 140 83 17 0 O y C Responder 1¢ > 152 144 135 122 116 110 104 100 85 65 33 27

Events HR (95% ClI) P-value

0 0.632 b
Pembro + Chemo/Pembro 15.7% (0.48-0.82) 0.00031

Pbo + Chemo/Pbo 23.8%

aHazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors. bPrespecified P-value boundary of 0.00517 reached at this analysis.
cDefined as the time from randomization to the data cutoff date of March 23, 2021. EFS, event-free survival; Pbo, placebo.
Schmid P, et al. Presented at ESMO Virtual Plenary 2021.
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lympiA: Olaparib jako novy standart adjuvantnilécby pro pacienty s
gBRCA mutaci?

* Local genetic
testing or
on-study central

screening
(Myriad Genetics Inc.)

*+ Germline
pathogenic or likely
pathogenic
BRCA1/2 mutation

*» HER2-negative
(hormone receptor—
positive or TNBC)

« Stage Il-ll breast
cancer or lack of
PathCR to NACT

Jormone receptor-positive defined as ER and/or PgR positive (IHC staining= 1%)
[riple negative defined as ER and PgR negative (IHC staining < 1%)

Hudis CA, J Clin Oncol 2007

=)

Neoadjuvant group

TNBC: non-pCR
Hormone receptor—positive:
non-pCR and CPS+EG score 2 3

2 6 cycles
Neoadjuvant ====p Surgery ===p +/- Radiotherapy
chemotherapy

Adjuvant group

TNBC: =z pT2 or = pN1
Hormone receptor—positive:

= 4 positive lymph nodes
2 6 cycles
Surgery ==p  Adjuvant ==p +/- Radiotherapy

chemotherapy

Olaparib
300 mg twice daily
for 1 year

- |

11
—p randomisation
N =1836

/
—_—
/

i Placebo
twice daily for 1 year
|

Stratification factors

* Hormone receptor—positive vs. TNBC
* Neoadjuvantvs. adjuvant
* Prior platinum-based chemotherapy (yes vs. no)

Presented at ASCO 2021

Presented at SABCS 2021

Primary endpoint

* Invasive disease-free survival
(IDFS) by STEEP system?

Secondary endpoints

Distant disease-free survival’
(DDFS)

Overall survival® (OS)
BRCA1/2 associated cancers
Symptom/ Health-related QoL
Safety

Concurrent adjuvant therapy

* Endocrinetherapy

* Bisphosphonates

* No 2nd adjuvant chemotherapy




° OlympiA: 2. planovana interim analyza OS 29

Adjuvantni Olaparib v délce podavani 1 rok po dokonceni lokalni terapie a (neo)adjuvantni
chemoterapie signifikantné zlepsuje celkové preziti u BRCA+ pacientek

OlympiA: druha interim analyza celkoveého preziti - OS 1A 2 (ITT)

— 980 = e « Olaparib v adjuvanci zlepsil celkové
%R‘. . ; vV Ve s _

9.9 = s preziti (HR 0,68, P=0.009)

80+ ; 89.1 86.4 =

2 Difference: 3 Yr. OS rate Difference: 4 Yr. OS rate o i T A <

1 3.8% (95% CI: 0.9%,6.6%)  3.4% (95% CL: -0.1%, 6.8%) P.r] med] an Ul I-jU 3 ’ 5v let dosah l

£ 0 signifikantni arovné (P< 0.015) pro

f 40 o] — Olaparib (75 deaths, 70 due to breast cancer) OS

§ == Placebo (109 deaths, 103 due to breast cancer) o , ,

0 o

209 stratified hazard ratio 0.68 (88.5% CI: 0.47,0.97); P = 0.009 crossing the significance boundary of 0.015 Toxicita byla ZVlad n L_Iteln a, bez
efektu na global patient-reported
0+ . .
0 6 12 8 24 % % 4 4 54 quality of life
No. at risk Time since randomisation (months)

Olaparib 921 862 844 809 773 672 560 437 335 228
Placebo 915 868 843 808 752 647 530 423 333 218

98.5% confidence intervals are shown for the hazard ratio because P < 0.015 is required for statistical significance

ggBRCA, germline breast cancer gene; HR, hazard ratio; ITT, intent-to-treat; OS, overall survival.
Tutt A, et al. Presented ESMO Plenary March 2022.



v Metastaticky karcinom prsu: celkove preziti

F |7 months
» Heterogenni skupina onemocnéni,

co se tyka prognozy, I1éCebnych TNMBC - l

moznosti, benefitu z IéCby Line of Therapy’

B st
2nd

\
i)

L27 months W 4th

115 months

* Jde o inkurabilni onemocnéni,
|éCba je paliativni, cilem HR-/HER2+
prodlouzeni zivota a zlepSeni jeho
kvality 4 M 5th
B 6th

[
[ \

(nejlepsSi luminalni a HER2+,
nejhorsi TNBC) a |écbé S

* Nové léCebné moznosti u vSech HR+/HER2-
podtypu

135 months
|
| I 1 1

30 40 50 60 70

* Predikce benefitu

o
-
o
N
o

Time (monthst)

Honig SF. Diseases of the Breast. Lippincott-Raven Publishers. 1996:669-734.
Seidman AD, et al. J Clin Oncol 2018;36 (32): 3259-3268.



Y
ASCO BIOMARKER TESTING IN ABC
Strength of
Test Type of Recommendation Quality of Evidence Recommendation
Biomarker tests recommended by the ASCO expert panel
PIK3CA Evidence-based High Strong
Germline BRCAI and BRCAZ Evidence-based High Strong
PD-L1 Evidence-based Intermediate Strong
dMMRMSI-H Informal consensus-based Low Moderate
TMB Informal consensus-based Low Moderate
NTRK fusions Informal consensus-based Low Moderate
Biomarker tests not recommended by the ASCO expert panel
ESR1 Evidence-based Insufficient Moderate
PALB2 Evidence-based Low Moderate
HRD Informal consensus-based Low Moderate
TROP2 expression Informal consensus-based Low Moderate
CIDNA Informal consensus-based Low Moderate
CTCs Informal consensus-based Low Moderate
BOASCO o SR e REEE



¥° Vyznam histologické verifikace metastatického onemocneéni:
diskordance fenotypu mezi primarnim tumorem a MTS

Primary Metastatic
tumor tumor
Patients with newly diagnosed or recurrent MBC
B-L B-L
(N=54) (N=55)
— ESMO , V
{N=36) ; ; : Biopsy of metastatic lesion to
Q \ J
: !
7 ' v |
‘0 Reassess biomarkers ER, PgR, HER?
&’ [ESCAT I-AJ*
- Patients with TNBC Patients with
w tumours All patients ER+/HER2- tumours
(N=107) bl N \/ N
Lom A PD-L1 by IHC [ESCAT I-A]* PIK3CA mutation status [ESCAT I-A]"
(N=43) gBRCAm [ESCAT I-A] (PALB2 gBRCAm [ESCAT I-A] (PALB2
assessment opfional [ESCAT II-A])® assessment optional [ESCAT I-A])®
. \ J
; & & 3 ,
20% of discordances Assessments only where corresponding therapies are available: MSI [ESCAT |-C], TMB, NTRK [ESCAT I-CJ*
\ J
$9->-9+ ’
ERHC 3 S 3 1
Optional assessments with potential to guide treatment: ESRT (in ER+/HER2- tumours if further Al-based therapy is considered)
) [ESCAT I1-AJ", somatic BRCA mutations [ESCAT II-AJ", HER2-low status by IHC [ESCAT I-B]°
1 - 8 J
Metastalic breast 33% of discordances I T I
cancer PRIHC 9-.>- P+ g SR = e ¥ 1
Staging: history and physical examination, haematology, biochemistry, tumour markers, CT of the chest and abdomen
and bone scintigraphy (or PET-CT), brain imaging (symptomatic patients or according to subtype if the presence of CNS
%2 \ metastases will alter the choice of therapy)
i ¥ > ‘ 8:\' fd da \ J
> HERL HOFISH Vi - pr—
" ’ } }& $9.5-94 Gennari A et al. ESMO guidelines Ann Oncol 2021; Grinda T et al. Aftimos P. Cancer
: Discov 2021.




Jednotlivé fenotypy karcinomu prsu a soucasné moznosti lécby

HER2+ VLT R A Luminal A/Luminal B

ER negativni/PR negativni
HER2 3+

HER2 2+/FISH amplifikace

L

HER2 0/1+ D D
HER2 2+/FISH negativni ER pozitivni a/nebo PR pozitivni

Hormonoterapie + cilena lécba

PARP inhibitory BRCA mutace

Chemoterapie

BMA - latky modifikujici kostni metabolismus (zoledronat, denosumab)

Upraveno podle A. Gennari. ESMO Preceptorship on Breast cancer 2022.
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HER2 pozitivni karcinom
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Zjednodusené schéma lecebnych moznosti HER2+
metastatického karcinomu prsu

Trast + Pert + Tax SN r=r=: 072 055
0S 075 064

‘ T-Dxd

Destiny B-03 HR+ HR-

I—I-’-

PFS 032 0.30

HER2CLIMB HR+ HR-

____ A Tucatinib + Cape + Trast = =| PFS 058 054
0S 085 0.50

. TH3RESA HR+ HR-

T-DM1 (& other options) sl P

ESMO BREAST CANCER 0S 0.71  0.65
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U Trastuzumab deruxtecan: novy konjugat protilatka - lIéCivo

deruxtecan emtansine

(T'DXd)1 Topoisomerase | inhibitor Payload MoA Anti-microtubule (T-DM1 )5
% ( ~8:1 Drug-to-antibody ratio ~3.5:1 “\ ""
(W Yes Tumor-selgctive cleavable No
linker?
:I =.
@
Trastuzumab deruxtecan (Enhertu)

Indikace: v monoterapii u neresekabilniho nebo metastatického HER2+ ca prsu, predléCeného 1 nebo
vice liniemi cilené anti-HERZ2 |éCby. Ma EMA registraci, nema uhradu ze zdravotniho pojisténi.

Rezim léc¢by: trastuzumab deruxtecan 5,4 mg/kg iv inf 1x za 21 dni (1. podani 90 min, dalSi 30 minut)
Nezadouci ucinky lé¢by: reakce na infuzi, nauzea a vomitus (pozdni toxicita), premedikace setron +
dexametazon, event trojkombinace s antagonistou NK1 receptoru, neutropenie (redukce davky),
kardiotoxicita, [ékové interakce. Nejzavaznéjsi NUL: intersticialni plicni pneumonitis, u symptomat.
Postizeni (grade 2) nutné trvalé vysazeni! Vyskyt cca u 10% nemocnych.

1. Nakada T et al. Chem Pharm Bull (Tokyo). 2019.67:173-85.2 Ogram Y et al. Clin Cancer Res. 2016:22:5097-108_ 3. Traill PA et al. Pharmacol Ther. 2018,181:126-42. 4. Ogstani Y et al

i Cancer Sa. 2016:107:1039-46 5 LoRusso PM et al. Chin Cancer Res. 2011,17:6437-47
K Punie, ESMO 2022. Enhertu SPC 2022.

Evidence of bystander

Yes anti-tumor effect?

No
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DESTINY-Breast03: Usporadani studie
Nezaslepena, multicentricka, randomizovana studie faze 314

Primarni cil hodnoceni
* PFS (hodnoceno nezavislou
T-DXd centralni komisi - BICR)

Pacienti (N = 524)

* Neoperovatelny nebo metastazujici HER2
pozitivni® karcinom prsu, jiz drive |éceny
trastuzumabem a taxanem ® 5,4 mg/kg Q3W Klicovy sekundarni cil

* Zatazeni mohli byt pacienti s klinicky stabilnimi, jiz (n =261)° * 0OS
IéCenymi mozkovymi metastazamic©
* v pripadé celomozkového ozareni 22 tydny

mezi ukoncenim RT a zafazenim do studie??

Dalsi sekundarni cile
* ORR (hodnoceno BICR a

zkousejicim)
Stratifikaéni faktor T-DM1 * DOR (hodnoceno BICR)
; 'y . 3,6 mg/kg Q3W * PFS (hodnoceno zkousejicim)
* Stav hormonalnich receptort G
(n =263)° * Bezpecnost

* Predchazejici |IéCba pertuzumabem

* Visceralni postiZzeni v anamnéze SNYledhy dofarkt tyxaligichse

kvality Zivota a cetnosti
hospitalizaci (HEOR)

* HER2 IHC3+ nebo IHC2+/ISH+ na z4kladé centrélniho potvrzeni. ® Progrese na/po 16¢bé v metastazujiciho karcinomu prsu nebo relaps v prib&hu nebo <6 mésic od ukongeni neoadjuvantni & adjuvantniterapie zahrnujici trastazumab a

taxan. “Pfed dopln&nim protokolu studie bylo moZné zafadit i pacienty se stabilizovanymi dosud neléfenymi mozkovymi metastdzami.. 4 byli randomizovéni, ale nebyli 1&6Zeni. ® 2 pacienti byli randomizovani, ale nebyli l6Zeni.

1. Cortés)etal. N Engl) Med. 2022;386:1143-1154. 2. Cortés ) et al. N EnglJ Med. 2022;386:1143-1154 [supplement]. 3. Hurvitz SA et al. Presented at: San Antonio Breast Cancer Symposium 2021; December 7-10, 2021; San Antonio, TX,
USA. Presentation GS3-01. 4. Curigliano G et al. Presented at: European Society for Medical Oncology Breast Cancer 2022; May 3-5, 2022; Berlin, Germany. Presentation 1630.
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DESTINY-Breast03: Data cut-off 25. cervence 2022
Primarni cil hodnoceni: PFS podle BICR!312

38

100 5 . T-DXd T-DM1
mPFS byl ~4x delsi pro T-DXd ve srovnanis T-DM1
| T-DXd: 75.2% (95% Cl, 69.3-80.2) ;:_;/d'g? 28.8 6.8
° 80— s’ T-DM1: 33.9% (95% Cl, 27.7-40.2) ( 0 ): (22.4-37.9) (5.6-8.2)
A § ! mésice
wv
§D 7 k_* : T-DXd: 53.7% (95% Cl, 46.8-60.1) HR 0.33 (95% CI, 0.26-0.43)
o T-DM1: 26.4% (95% Cl, 20.5-32.6
Q- 60 *‘f—t_.k : 1 | : P < 0.0000012b
o 1
_8 * — 1 1
= ] 1 I 1
SN - 1 1
2 40 L ! !
o T, :
3 R o :
-g I “’*u—e-—+++-:~——i—|——ﬁﬂ-|—h_§__+_w_+q__ -
8_ + (Cenzorovana data 1 ) [L_ e .
% 1 — T-DXd (n=261) : !
B, ~— T-DM1 (n=263) ! I
a ! !

LI B |
01 2 3

1 1 1 I 1 1 I 1 1 I 1 1 1 1 1 1

T T T T T T T T
4 5 6 7 8 9 1011 1213 1415 16 17 18 19 2021 22 23 24 25 26 27 28 29 3

Pocet pacienti v riziku: Cas, mésice
T-DXd

T-DM1

=Two-sided, from stratified log-rank test. ®°Nominal P value.

1 1 I 1 1 I 1 1 I I 1 1 1 1 I

31 32 33 34 35 36 37 38 39 40 41 42 43 44 45

261 256 250 244 240 225 216 207 205 191 176 173 167 154 146 140 134 131 130 125 123 117 113107 99 9% 90 82 73 64 55 41 32 28 23 20 18 13 7 5 4 2 1 O

263 253 201 164 156 134 111 99 96 81 69 67 632 58 54 51 49 49 47 47 42 41 39 37 36 32 28 27 22 19 15 14 8 7 &6 4 2 2 2 1 1 1 1 1 1 0

1. Hurvitz SA et al. The Lancet. 2022; Published online December 7, 2022 https://doi.org/10.1016/S0140-6736(22)02420-5 2. Hurvitz SA et al. Presented at: San Antonio Breast Cancer Symposium 2022; December 6-10, 2022; San Antonio, TX, USA. Presentation

GS2-02.
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H'J:J TIINT-DICUsSuvo., UJulu Lu -UjJ LJI. LCTVCTriC LUZLZL
Y 40" 4 F 4 I 4 r r r 4
Klicovy sekundarni cil hodnoceni: OS'2 = ElscESelL
edian
T-DXd: 94.1% (95% ClI, 90.4-96.4) o NR NR
_ (95% CI)
X 100 4 T-DM1: 86.0%l (95% CI, 81.1-89.8) mésice’ (40.5-NE) (34.0-NE)
= e T-DXd: 77.4% (95% ClI, 71.7-82.1)
N 1 T e _L T-DM1: 69.9% (95% Cl, 63.7-75.2) HR 0.64 (95% CI, 0.47-0.87)
b1 . 1
Q80 b T e ' 0.00372b
(@] I T e T 1
- - 1 S
_ 1 1 i - _ #
g 60 1 . ““"'ﬁ-v—fﬂi—ﬁ-—i—wH ' .
TJ : 1 H——i—————+
(&] T 1
3 l '
3 40 l :
S ] ! -
.8 : : Protinadorove léky po ukonceni studijni l1écby:
9 204 ! ! - T-DXd rameno: 64/182 (35.2%) dostavalo T-DM1
D *+ Cenzorovana data | : « T-DM1 rameno: 42/243 (17.3%) dostavalo T-DXd
o —— T-DXd (n = 261) - i ' '
© od — T-DM1 (n=263) | !
Q. 0123 456 7 89 101112131415 1617 1819 2021 2223 2425 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 43 44 45 46 47
Pocet pacientu v riziku : Cas, mesice

T-DXd 261 256 256 255 254 251 249 244 243 241 238 236 236 236 231 224 218 213 211206 201 200 196 193 187 182 173 156 142124 109 91 73 64 51 44 38 30 22 18 11 9 7 6 1 1 1 0O
T-DM1 263 257 252 248 243 242 237 233 232 227 224 217 211 203 199 197 191 186 183 179 172 169 167 164 164 158 140129 117106 90 70 59 45 41 38 27 20 15 8 7 4 3 3 1 1 0O

3Hodnota P pro OS prekrocila pfedem definovanou hranici vyznamnosti (P = 0.013) a byla statisticky signifikanini. “Two-sided from stratified log-rank test.
19 patients (7.3%) &Cenych T-DXd a 28 pacientd (10.6%) léEenych T-DM1 byly ziraceni ze sledovani_

1. Hurvitz SA et al. The Lancet. 2022; Published online December 7, 2022 https://doi.org/10.1016/50140-6736(22)02420-5 2. Hurvitz SA et al. Presented at: San Antonio Breast Cancer Symposium 2022; December 6-10, 2022; San Antonio, TX, USA. Presentation GS2-02.
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2o INnib: die f. Ill HER2CLIMB
ucatinip: studie .
Mirrakiadt - PO 2 TOM OS HR 0.66 OS HR 0.58
= H -
HERS HER2 0wl T.OXd Median OS: 17.4 - 21.9 months Median OS: 12 > 18.1 months
: 6 EEE) JAGINIIIIIOG 'vJ§Ym? llv'(>)-,‘\> Median Events HR
Juevd "344,“4 $0+ \\ No. of Deaths/ Duration N=291 (95% Cl) P Value
“J“"Vﬁ 2! ‘\\\/' ’ No, of Pationts (95% C1) 10 = TUCT - 8/190 0.%58 0.00%
3009993399990009 39300904 F S Jueatinb o me S | S Y :
o0 23900003333930000399300005 5 55 1 339 & 7 ~\ “s_combination Tueatinih Combination  130/410 219 (18.3-11.0) ‘\ Pbos Tras+Cape 46/93  (0.40,0.85)
3 £ 604 6247, Placebo Combination 887202 174 (13.6-19.9) . o ﬁ"'x» >0 4%
0 < Wraay S = TN 70.1%
4 o -, 449 Mazard ratlo for death 8 T
° € 4 Placebo™.o ’ | 0.66 (95% C1, 0.50-0,88) & R
° Neratinib 5 30- combination ., b P40.005 T 1
266 g 5 46.7%; " S - s
Lapatind 2 % Rt Podskupi
Tucatind ow B . & o | " rodskupinas
Pymumb? ] Months xinee Randomization 6ot MTS d O mOZku
No. at Ritk .I.) :I "' "I l'.' " |'f\ :“ .'.‘ "f ‘l '!'\ >0
Tucubinib combination 410 388 322 245 178 123 80 S1 34 20 10 4 0 Manths sinoo Randomizabon
X Placebo combination 202 191 160 119 77 48 32 19 7 % 2 1 0 o o1 Wee
. X0 TrmnaCagm 190 N LY e n 4 Al ! 4 |
M w‘.ﬂ 0 ey Gige 38 ') Y “w n M w » ) f

Tyrosinkinazovy inhibitor

Indikace: dospeli pacienti s lokalné pokroCilym nebo metastatickym HER2+ karcinomem prsu, pro ktery byli
prediéCeni nejméne 2 liniemi antiHERZ2 1éCby (ma EMA registraci, nema uhradu ze zdravotniho pojisténi)
Rezim Ié€by: tucatinib 300 mg 2x denné kontinualné + kapecitabin 1000 mg/m2 D1-14, int 21 dni +
trastuzumab i.v. nebo s.c. 1x za 21 dni

Nezadouci u€inky lécby: rash, prijem, zvySeni AST, ALT, bilirubinu, nauzea, vomitus, stomatitis, artralgie
Lékové interakce (CYP3A, CYP2C8, PPI, digoxin)

Gajria D, Chandarlapaty S. Expert Rev Anticancer Ther. 2011;11:263-275.
Murthy RK et al. NEJM 2019. Tucysa SPC 2022.



Souhrn: HER2+ onemocneéni

* Prospech z co nejvice linii cilené anti-HERZ2 |éCby
« 1. linie: trastuzumab + pertuzumab + taxan (trastuzumab + hormonoterapie ER+,
kontraindikace chemoterapie)

« 2. linie: preferovana trastuzumab deruxtecan (nutna zadost pojiStovnée) nebo
trastuzumab emtansin (hrazena varianta leCby)

« 3. linie: tucatinib + trastuzumab + kapecitabin (preferovat u metastaz do CNS,
nutna zadost pojiStovné) nebo trastuzumab deruxtecan (zadost pojistovné) nebo
lapatinib + kapecitabin (hrazeno)

* 4. linie a dalsi linie lécby: trastuzumab + lapatinib (zadost pojistovne) nebo
trastuzumab + chemoterapie (zadost pojitovne)
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Souhrn: Triple negativni karcinom prsu

Pacienti s mTNBC

43

Vyhledavani markera pro volbu lécby

PD-L1+

gBRCAmM

Lécba zaloZend na
CHT
(preferované
reZimy s platinou
pfed taxany)

Olaparib nebo

(po terapii
antracyklinem a
taxanem)

A

PD-L1-

gBRCAmM-

wild type

Yy

Hrozici organoveée
selhani

Preferovéno: preferovén
kombinovany CHT rezim
nebo
taxan + bevacizumab
nebo

(preferovano) nebo CHT

CHT: dle predchazejicich linii lécby (eribulin, capecitabin, vinorelbin, taxan, antracyklin..)

Modra kniha COS 2022. Dostupné online na www.linkos.cz. ESMO guidelines 2021.

L 2

Bez rizika organového
selhani

Preferovano: CHT monoterapie

(antracyklin, taxan, kapecitabin,
vinorellbin, eribulin)

Pfi progresi |6¢ba dle predchazi CHT


http://www.linkos.cz/

Triple negativni karcinom prsu: cil pro imunoterapii
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1. Wang, et al. Nature 2014; 2. The Cancer Genome Atlas Network, Nature 2012; 3. Lehmann, et al. J Clin Invest 2011; 4. Cimino-Matthews, et al. Hum Pathol 2013
5. Loi, et al. Ann Oncol 2014; 6. Chen and Mellman. Immunity 2013; 7. Mittendorf, et al. Cancer Immunol Res 2014; 8. Savas P, et al. Nat Rev Clin Oncol 2016
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° TNBC: testovani PD-L1

PD-La Cutoff

assay Scoring algorithm used 1

SPig2 SP142 IC scoring atgorithm {(PD-L1 staining of any 1IC 1%
intensity on IC covering =1% of tumor area)

22C3 CPS sconng algornthm: enumerating PD-Li-stained CPS 10

cells (TC, lymphocytes, macrophages! divided by total
number of viable TC and multiplied by 160

Finddni analyza l 100 4

Data cut-off, 14 April 2020.

CPS - combined positive score: IC - tumor-infiltrating immune cells; PD-

L1 - programmed death-ligand; TC - tumor cells.

SP142 =2 atezolizumab
22C3 =2 pembrolizumab

Studie f. lll IMpassion130 (Ventana SP142, atezo)

Finalni analyza
Porovnani OS v PD-L1+ a PD-L1- populaci

PDL1IC+ | PDL1IC-
A+nP P+nP FEET ﬁ*&
Median OS (mésice) 254 = 17.9 | 197 197 |

ratnkovane FIR ' 6 67 (0.53, 0.86) 1.02 (0.84, 1.24) |

A+ P (PD-L1IC+) SATTROVS
(95% Cl)

P +nP (PD-L11C+)

Celkové preziti (%)
8

A+ nP (PD-L11C-)

—‘_’j P +nP (PD-L1IC-)
] 3 6 9 12 15 18 21 24 27 30 33 W 3 42 45 a8 51 N4
No. atrisk Doba (meésice)
A*nP(PDL1IC+) 185 177 180 145 135 121 108 98 00 88 77 67 S 32 17 1 9 6 3

10 4 =

IRR A o 29 Z 7 149 . ‘ .
P+pP(PDLTICe) 184 170 150 132 112 95 85 72 88 62 54 47 28 w4 3 3 1 NE

¢ ‘ . B W 7 : s Emens LA ESMO 2020

IMpassion130 Final OS.

Percentage of Patients
8
1

SP142 (IC 1%)
and 22C3 (CPS 10)

SP142+
22C3-

(10.4%)

SP142+
22C3+
(36.0%)“

SP142—- SP142-
22C3+ 22C3-
(16.9%) (36.6%)

OPA (85% Ci) 73.8% (70.3 to 77.3)
PPA (95% CI) 74.0% (68.9 to 79.1)
NPA (95% CI)  73.6% (68.8 to 78.3)

Studie f. lll Keynote-355 (22C3, pembrolizumab)
Finalni OS, CPS 210

- HR Povalue
100 N Events (95% 1) fon
90+ 155220 70.5% 0.73 0.009)

Pembrio + Chemo
3%
Placebo + Chemo

_______________________ 23.0 months
16.1 months

sar01 B1.6% b

..................

0 T T T T T T T T T T T T T T

L] L]
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54
Time, months

Rugo H. et al. ESMO 2021; Cortes J. et al. NEJM 2022
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OlympiAD (Olaparib) o Embraca (Talazoparib)

%
2 8

Median PFS 7.0 vs 4.2 months
(HR 0.58; p = 0.0009)

-3
=
: :

Median PFS 8.6 vs 5.6 months
(HR 0.54; p < 0.0001)

Progression-free survival,
88583

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 B EE Y EEEE Y
. of PFS, mo
Response rates Olympia Embraca
PARPI 60% 62.6%
Chemo 29% 27.2%

Robson M, et al. ASCO 2017, Litton J, et al. SABCS 2017



wo Sacituzumab govitecan: druha a dalsi linie a7

[ TROP2 is upregulated in many solid tumors ]

ASCENT: Progression-free survival

TROP2Z staining of solid tumors by IHC

Prostate cancer ER+/HER2+ BC 100
. - BICR Analysis SG (n=235) I TPC (n=233)
80 No. of events 166 150
3 Median PFS—mo (95% Cl) 56 (436.3) 17 (15-26)
e HR (95% CI), P-value 0.41 (0.32-0 52), P<0.0001
k)
Z
B 40
:
20- — SG
— TPC 1
e SR
+ Censored - -
0 T T L] 2 ¢ T T 1
0 3 § 9 12 15 18 21 24
H - . Time (months)
ASCENT: Phase 3 Study of Sacituzumab Govitecan in MTNBC e ot patinte s ek
SG 235 222 166 134 127 104 81 563 54 37 33 24 2 16 5 3 9 B & 5 3 ' 0
TPC 233170 78 35 32 19 12 9 7 6 4 2 2 2 2 1 0 0 ¢ D 0 0 0
Metastatic TNBC Sacituzumab Govitecan (SG) Endpoints ASCENT' Celkove preZItl
(per ASCO/CAP) 10 mglkg IV
. days 1 & 8, avery 21-day cycle Continue Primary 100 - 8G (n=235) | TPC (n=233)
22 chemotherapies for « PEST
(n=267) treatment unti| No. of events 155 185
advanced disease  progression - Secondary
(6 Upkiar it 1.0 the required Sor - PFS for the full posl : Median OS—mo (95% Cl) 121 (10.7-14.0) 6.7 (5.8-7.7)
prior regimens could be unacceptable populationt 3 HR (95% Cl), P-value 0.48 (0.38-0.59), P<0.0001
progression occurred within a hoice - + OS, ORR, 8 .
12-month period after & (,,.J;,Pc’ DOR, TTR, 5
completion of (neojadjuvant safely g -
therapy)] ﬂ 40 - .
N=529 Stratification factors Data cutoff: March 11, 2020 £
+  Number of prior chemotherapies {2-3 vs >3) 204 — 8G N
NCT02574435 «  Geographic region (North America vs Europe) — TPC —— .
*  Presence/absence of known brain metastases (yes/ino) + Censored
0 T T v 1 - T 1
0 3 8 9 12 15 18 21 24 27

Time (months)

. Number of patlents of risk
Bardla et al- ESMO 2020. 650G 205 228 220 214 2068 197 160 174 161 153 135 118 107 101 00 70 52 43 37 30 21 13 8 1 0 0
TPC 233 214 200 173 150 134 117 @9 87 74 56 50 45 41 37 80 20 4. .17 4 3.3 2 V0. .

Goldenberg DM, et al. Oncotarget. 2018;9(48):28989-29006. Zeng P, et al. Sci Rep. 2016,6:33658.
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u°  Studie faze lll s inhibitory CDK4/6: efektivita *

PFS (months)

I 29
148

24 Placebo + NSAI |
___RLY
MONARCH-2 93
2:1 Placebo + Fulvestrant

v ‘ 5 Palbociclib + letrozole 248
PALONVIA-Z Endocrine-sensitive R 145
21 Placebo + letrozole
B o5
PALOMA-3 R , B 46
11 Placebo + fulvestrant
- | , »; Ribociclib + letrozole
Endocrine-sensitive n.-_ . s
Placebo + letrozole 16 ’

Placebo + Fulvestrant

" Placebo + + NSAITAM + GOS I

0 20 40

OS (months)
&
545

| 7
: 373

539
51.2

I 349
28

, 63.9
51.4
I, 3.7
415
- __J
48
0 20 40 60

Finn RS, et al. Lancet Oncol. 2015; Finn RS, et al. N Engl J Med. 2016; G.N. Hortobagyi et al, NEJM 2016; Goetzet a. JCO 2017; Slamon et al, JCO 2018; Tripathy D, et al. Lancet Oncol. 2018, Goetz MP et al, ESMO 2022
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v Alpelisib: efektivita u onemocnéni s PIK3CA mutaci (studie SOLAR-1) .

Testovani mutace PIK3CA ve tkani

preziti bez progrese

Probability of PFS

»4 MPFS 11,0 vs 5,7 mésice
P=0,00065

- +  Gansoring limas

Alpalisity + Fulv (n/N = 103/168)
Placobo + Fuly (N = 128/172)

0=~
rrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrrTr o
01 2 3 4 6 6 7 8 © 10 11 12 13 14 16 16 17 18 16 20 21 22 23 24 25 26 27 28 20 30 N1
Time (Months)
Number of subjects still at nsk
Alpalinib+Fulviop 158 145 141 123 113 B/ 06 E6 82 15 F1 62 B4 B0 A3 J0 32 30 27 17 W 14 5 5 4 3 3 )

Miscubo * Fuly 172 167 720 111 89 B8 O 77 67 U8 B8 84 A8 AT U7 @0 29 21 X0 10 1M 1 9 3 3

Fabrice André et al, NEJM 2019. Fabrice André et al, Ann Oncol 2021.

<

¢

C420R Q546R E545A
2% 1% 1% E545G
H1047L 1%
6%
N345K
6%
> H1047R
E542K 46%
14%
m e
aw> cBiol
4Amy
= | FOR CANC
100‘ r A 4 Al r
Celkové prezit
80+
=
&
g 60
a
g Alpelisib
- 40 + FUL + FUL
@ (n=169) (n=172)
i Ne, events, n (%) 87 (51.5) 94 (54.7)
Consored, n Lo . 2 B— - =
. R 39.3 314
207 | wi@s o) aian _avia P AmOS = 7,9 mésice
HR (95% CI) _—
P value (one-sided) s —
0- i P_01 15 OV Censonng times

0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 52 54
Number of patients stifl at risk Time (Mon‘h’)

Alpelisib ¢ FUL 169 162 169 156 1456 141 138 133 126 122 112 111 108 103 102 24 91 BS 68 G6 47 36 268 19 98 4 1 o
Placebo # FUL 172 164 155 150 145 143 133 126 119 115 111 104 98 82 B85 80 74 73 60 49 42 28 20 W3 7 6 3 0O

*Between randomisation to OS event or censoring, median time was 30.8 mo.

Full Analysis Bet, PIKICA-mutant cohort
bDate of censoring Iz defined as the last contact date for OS. Y
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HR+/HER2-

Talazoparib

TALA OverallPCT
(n=157) (n=84)
100 + Events, n (%) 86 (51.8) 13(51.2)
Median months
20 » e s
oo (95% CI) 9.4 (8.8-13.0) 6.7(5.6-8.7)
70 HR (95% C1) 0.47 (0.32-0.71)
g e P value 0.0002
S BO -~ M e = e e e e e e b A s A i m m m s m e m e e o
a. a0
30
20
10
0 3 (5] o 12 15 1 21 24 27 30 33 a6 39 4z
Duration of PFS (months)
Number atrisk (events/cumulative events)
TALA 167 125 03 63 20 24 Y 12 0 5 4 9 1 o 0
(V0) (110} (24/40) (1WEH, (1/09) (T2 (W77 (27%) (MBL) (B0) (WES) (WaS) (vA%k) (1/80) (e,
Py B a7 24 12 3 & o O o 4 o ] o Q. o,
(0 (19/'6»_ (1V28) (WVAG)  (va1) (VA (743 (vad) (rady  (va3d) (a3 (valdy (rald)  (vad) (val

A Progression-free Survival
100

olaparib

Ofzparid (N=205}

Progression-free Survival (%)
8
1

Hazard ratio, 0.58 {95% CI, 0.43-0.30)
P<0.001

30+
Standard therapy
20 (N=97)
104
—_—
c T T T T T T T T T T 1 ] T T T T J 1 1 1 ] T T ] ] 1 1 T T |
0 1 2 3 45 6 7 8 9 10111213 14151617 18 19 20 21 22 23 24 25 26 27 28 29 30
Months since Randomization

No. at Risk
Olaparid

tandardtherapy 97 88 63 46 44 29 25 2421 131111 8 7 4 4 4 1 1

205201177159154129107100%4 73 69 61 4036 23 21 21 11 1111 4 3 3 2 2
- 1 18

111
000

100 -
90 4
§ 80
S 704
£ o
| 50
E-
9 a0
(=N
@ 307
© 20+
Hazard ratio, 0.848
104 95%C), 0,670-1,073
| P=0.17
o+ v ]

0 3 6 8

Number of patients at risk

TeEzopar 287 280
144 125

264 232
116 105

Subgroup

All patients

Previeus chermatherapy for metastatic
Breast cancer

Yes
Mo

Hermone receptar status
Hormone receptor positine
Triple negative

Frevious platinum-based therapy for breast
Yes
Ma

Measurable dizease
Yes
M

Progressive dizease at the time
of randomization

Yes
No
ERCA mutation type

e Analyza
podskupin

Age
<65 yr
=65 yr
Region
A
Europe
Marth Armeriea and South Armeriea
Race
W hite
xther

= Talazoparnb
Events, 216 (75%)
Medsan OS, 192 months
95% Cl 168-225

== Chemotherapy
Events, 108 (75%)
Median 08, 18.5 months
95% Cl, 17.4-224

v Y ol -y v \

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

199 163 143 128 113 10 BS 68 54 41 35 27
96 86 7 58 48 44 34 25 18 8 7 R

3 3% 42 45

Dlaparik Standard Therapy
ra, af patiests with eventstatal me. (3]
163 /205 (79.5) FL/9T (73.2)

119/146 (81.5)
4459 (74.6)

51/6% (73.9)
Z0/28 (71.4)

31749 (63.3)
A0/48 (83.3)

82,103 (79.6)
81,102 (79.4)

cancer
5060 (B3.3)
1137145 (77.9)

21/26 (80.8)
SO/7L (7O}

139/165 (84.2)
24740 (50.0)

56/72 (F7.8)
15/25 (60.0)

127159 (79.9)
BE/46 (TE.3)

S3/73 (72.5)
18/24 (75.0)

94/114 {B2.5)
6484 (76.2)

A1/50 (82.0)
30/45 (66.7)

1547194 (79.4)
9411 {81.5)

67/93 (72.0)
44 (100.0)

4659 (8.0}
FEIT (79.£)
40749 (815}

21,28 (75.0)
34/35 (75.6)
15/24 [66.7)

10G/ 134 (81.3)
54471 {76.1)

4T 6D (F4.6)
Za34 (F0.6)

PARP inhibitory: luminalni gBRCA mutovany metastaticky karcinom prsu

51 54
15 9
2 2

058 (D.43—0.80)

0.65 (0.47-0.91)
0.56 (0.34-0.98)

0.82 (0.55-1.26)
0.43 (0.259-0.63)

0.67 (D.41—1.14}
0.60 (0.43—0.84)

0.58 [0.43—0.80)
0.57 (0.30-1.12)

0.60 (0.43-0.83)
0.72 (0.41-1.30)

0.54 (0.37-0.79)
0.68 (0.45-1.07)

066 [(D.43—0D.B8}
Mot calculated

057 (0.34-0.97)
0.71 (0.48—1.08}
©.39 (D.22-0.73})

067 [0.48—0.95)
0,51 (0.32-0.85)

onN

s Rugo HS et al, INCI 2020. Litton J et al, Ann Oncol 2020. Robson et al, NEJM 2017.



Approach to newly diagnosed HR+/HER2- MBC

Receptor status:
-Subtype switch from 1°?
-HER2 low?

Mets identified on imaging
Genomic testing to inform 2" line

Tumor Biopsy
*" -ESR1? PIK3CA? TMB? sBRCA?

First Line Therapy -Liquid biopsy if tissue fails
-Most: ET + ribociclib or abemaciclib
-Select: ET alone | ET+Palbociclib | Chemo | Trial

Definite ‘ ‘ Indeterminate ' ?Repeat genomic testing:
progression progression -Liquid biopsy - ESRTmut

Liquid biopsy > ESR1mut’, "'
Second Line Therapy

-PIK3CAmut: Fulvestrant + alpelisib or capivasertib*
-ESR1mut: Elacestrant

Consider ET switch:
Al-=>Fulvestrant

-gBRCA1/2 (gPALB2/sBRCA): Olaparib, talazoparib
-No mut: Fulvestrant +/- everolimus or CDK4/6i switch
-Rapid progression: Chemotherapy/ADC*

2023 ASCO #ASCO23 eesenteo av: Daniel G. Stover, MD Daniel stover@osumc.edu @StoverLab ASCO s=roesny
ANNUAL MEETINC Presentation SCO Pormmeson rogus ane fHasco or

% proporty of the ashor and A urnd fof reuse. contact permassonsd 0

KNOWLEDGE CONQUERS CANCER



HERZ2 low karcinomy



54

% HER2 low karcinomy

ks TNBC HR+ Disease TNBC
VR N=2,485 N=620

15% HER2-positive

HER2-low 3’ [HCO
i R 45-55% HER2-low 66%
30-40% HER2-negative
here TO°RY A
;, , HER2 1+ IHCO ®mIHC+1 EIHC+2 [HCO mIHC+1 mIHC+2
HER2 2+/FISH bez amplifikace
Tarantino JCO 2020.

Schettini et al, NPJ Breast 2021. Aleix Prat, ESMO 2022.



ADCs: the (r)evolution of “targeted” therapy

‘ TROPiCS-OZ:ISacituzumab Govitecan in HR+/HER2- mBC

NCT03901338

Metastatic or locally recurrent
inoperable HR+/HER2~ breast
cancer that progressed after®:

+ Alleast 1 endocrine therapy, laxane,
and COKA4/6i in any setling
= Atleast 2, but no mare than 4, lines of
chemotherapy for metastatic disease
+ {Neoladiuvant therapy for cary-atege
Jlsasse quAlined s & prior lne of
chemotherapy f disease recurred within
12 manths

+ Measurable disease by RECIST 1 1

N=543

Treatment was continued until progressiom
or unacceplable toxicity

DESTINY-BreastO04: T-DXd in HER2-low mBC

Sacituzumab govitecan
10 myg/kg IV

days 1 and B, every 21 days
n=272

Treatment of physician’s choice”
(capecitabine, vinorelbine,
gemcitabine or eribulin)
n=271

Stratification:

Endpoints

Primary

+ PFS by BICR

Secondary

- CS

+ ORR, DOR, CER
by LIR and BICR

+ PRO

Patients?®

+ HER2-low (IHC 1+ vs |HC
2+/ISH-), unresectable, and/or
mBC treated with 1-2 prior
lines of chemotherapy in the
metastatic setting

» HR+ disease considered
endocrine refractory

+ Safety

« Visceral metastases (yes/no|

« Endecrine therapy In metastatic setting =6 months (Yes/no)

«  Pnor ines of chematherapies (2 vs 3/4)

7 100+ Gmonths  §months  12months W
L Y
2 904 90 A
2 801 Ea g
£ 5 L
704 ) = A e’
a | 3 0 e, \,
‘ i N mOS 14.4 vs 11.2
¥ o | MPFS5.5vs4.0¢ | \ N : -
3 | E 30 };.1_.
§ 40 ‘ ta e
% ' h
b 40 \ | o
§ % . g W g
'g? 204 ; 0 i ) e i BN
- R T~ 0 b A 1 T
0 HR 0.66 | . . "HR0.79 |
a | - |
D T T L} T L] T 1 u H
0 3 6 9 1 15 18 2 O e e e R P SRR T ey ™.
Tiev (morthe) 0 3 b 8 1 1 1B A i ¥ L N B
me (months
Time (vents
No. of patients ot riah (events) No.cf P 81 f s v [onths
B0720 AR RN NG 200 R0 BN QNN e s S I A 20 )
WEAMQ)  0SY  ALON)  NT(SH (e 1(sh cpse),  opmy =l SRV ZUPHRE SNCDL BIB) S5 RL08:- 415, 200 1)

L /TR K LI T ST U AR

Rugo etal. JCO 2022

LA T ENAE & GO S 11 )

Stratification factors
Cenlrally assessed HER2 status® (IHC 1+ vs IHC 2+/ISH~)
+ 1 versus 2 prior lines of chemctherapy
+  HR# (with vs without prior treatment with COK4/6 inhibitor) versus HR-

"

Progrossion-Froe Survival Probability (%)

HR 0.51

Capecitabine, eribulin,
gemcitabine, paclitaxel,

L L B L L L S 5 e R R K | T T
01 23 ¢ 8T8 DNYNBUBNTBEINI2NDRTBD

™ T T"T"7

No. 2t Risk Months

TOKIN=51) MMM FBRMUILIGIRIBWZIWE F BRI T N2 U0 44112
W WHAS UMD P AQI OV NDWRE AT 20

T-DXd
5.4 mg/kg Q3W

(n=2373) Primary endpoint

+ PFS by BICR (HR+)
HR+= 480
HR-= 60

Key secondary endpoints®
TPC * PFS by BICR (all patients)
+ OS (HR+ and all patients)

nab-paclitaxel®

(n = 184)

1w

mOS: 17.5 mo

Overall Survival Probability (%)

HR 0.64

T T T L

L2348 TN RNMERD BNDBZANBDIBDONND M
vk Months

=3 NTEIDNSIUPIOXINS 0B LN UUNGL N DS ON W F eI
POt M UEMIINONIBTINIRS NN RN BN NT Y10

=T T"T"T T =T Tr=r=r=r-T T

Modi et al. NEJM 2022
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