Sympozium BAYER s. r. o.

Jak zlepsit osud pacientt s pokrocilym srdec¢nim selhanim
Vyroéni sjezd CKS, Brno, 14. kvétna 2023

RIZIKOVI PACIENTI ZE STUDIE
VICTORIA POD
DROBNOHLEDEM

Radek Pudil
1.interni kardioangiologicka klinika
LF UK a FN Hradec Kralové

l. INTERNI : p
" KARDIOANGIOLOGICKA KLINIRZ

PP-VER-CZ-0160-1, 05/2023



Trajektorie vyvoje srdecniho selhani
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Cowie MR et al. ESC Heart Fail 2014;1:110-145. Greene SJ et al. JAMA Cardiol 2018;3:252-259.
Warraich HJ et al. J Palliat Med 2018;21 :1646-1650.
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Rezidualni riziko HF

| pres intenzivni farmakoterapii pretrvava tzv. rezidualni riziko
(aGmrti + HFH)
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e T Digitalis Digitalis Digitalis Digitalis " ACEiorARB ACEior ARB e ACEi ACEi
Beta blocker  Beta blocker ACEi ACEi ARNi ARNi Beta blocker Beta blocker
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ACEi ARNi MRA MRA MRA MRA ARB or ARNi  ARB or ARNi
ARB or ARNi ARB or ARNi Empagliflozin SGLT2i SGLT2i
Dapagliflozin Ivabradine Ivabradine
Omecamtiv mecarbil

1. McMurray JIV et al. N Engl ] Med 2014,;371:993—-1004; 2. Butler J et al. Eur J Heart Fail 2020;22:1991-1993; 3. McMurray JIV et al. N
EnglJ Med 2019;381:1995-2008; 4. Packer M et al. N Engl J Med 2020,;383:1413-1424; 5. Teerlink JR et al. N Engl J Med 2021,384:105-
siliey, 116; 6. Teerlink JR et al. Eur J Heart Fail 2020;22:2160-2171.
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Studie VICTORIA - vysledky

Vericiguat significantneé snizil primarni kompozitni endpoint
studie — prvni HFH nebo KV umrti

055, ___ Placebo Median treatment duration for
e 0.509 —— Vericiguat primary endpoint: 10.8 months
© 045
8 0.404 Annual event rate per 100 PY:
§ 0359 Vericiguat 33.6
8 0399 Placebo 37.8
o 0251
% 0.204 HR=0.90 (95% CI 0.82-0.98);
E 0.151 p=0.02
3 g:}g ARR 4.2 events/100 PY
' 0 | | | | | | | | Annual NNT = 24*
0 4 8 12 16 20 24 28 32
Months since randomization
Number of patients at risk
Vericiguat 2,526 2,099 1,621 1,154 826 577 348 125
Placebo 2,524 2.053 1,555 1,097 772 559 324 110 0

Armstrong PW et al. N Engl J Med 2020;382:1883-1893.




Studie VICTORIA - vysledky
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Vericiguat significantneé snizil primarni i sekundarni end-pointy
studie
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Armstrong PW et al. N Engl J Med 2020;382:1883-1893.




Studie VICTORIA - vysledky

Analyza podskupin studie: konzistentni vysledky
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Subanalysis f:r'::‘l’:l::bf;:zfo Hazard ratio (95% Cl)
Use of sacubitrilivalsartan at baseline :
Yes 134/153 '—’:—| 0.88 (0.70-1.11)
No 760/818 —— 0.90 (0.81-0.99)
eGFR at baseline, ml/min/1.73 m2 :
<30 143/128 — 1.06 (0.83-1.34)
=30 to =60 392/455 I—.—i : 0.84 (0.73-0.986)
=60 346/372 I—.—:—< 0.92 (0.80-1.07)
Index event :
IV diuretic within <3 months 96/120 = ’ : 0.78 (0.60-1.02)
Hospitalization within =3 months 660/701 l—’—:—< 093 (0.84-1.04)
Hospitalization at 3-6 months 1417151 >—’—:—< 0.85 (0.67-1.07)
NT-proBNP at baseline by quartiles (pg/ml) :
Q1 (=1,556) 128/161 [ . :E 0.78 (0.62-0.99)
Q2 (=1,556-2,8186) 165/201 1—0—1 : 0.73 (0.60-0.90)
Q3 (»2,816-5,314) 2137257 >—’—|: 0.82 (0.69-0.99)
Q4 (»5,314) 355/302 ':—’—i 1.16 (0.99-1.35)
NT_praB NP, N arminl ro bram i poptde. . quartie. 0.5 1 z
Reference: Ammstrong PW ef al. N Engl J Med 2020;382:1383-1893. Vericiguat «— Favors — Placebo
e,

-
OeceRR Armstrong PW et al. N Engl J Med 2020;382:1883-1893.



Vericiguat farmakokinetika a farmakodynamika

Zadné

klinicky relevantni mezilékové interakce vericiguatu s léky
pouzivanymi v terapii HF a jeho komorbidit

ADME profil

(absorbce, distribuce, metabolismus, eliminace)

Absorpce

Distribuce

Metabolismus

Eliminace

1. Lobmeyer M et al. ESC-HF 2019. Abstract# P1706. 3. Boettcher et al. ESC-HF 2019. Abstract # P1183.

rychlé vstrebani
konzistentni mezi 0,5-10mg
jidlo zpoZduje absorpci a zvySuje biologickou
dostupnost (5 mg: ze 77.5% na 93%; 10 mg: ze
66.4% na 93%)

AUC se zvysSuje proporéné s davkou

predeviim plazma

N-glukuronidace (hlavni cesta), pouze 9% vylougeno
moci

plazmaticky t;;, ~24 h
Vyrovnana eliminace: mo¢€ (53,1%) a stolice (45,2%)

3. Boettcher et al. ESC-HF 2019. Abstract # P1182. 4. Duengen AHA 2018. Abstract #T1152;
5. Boettcher ESC-HF 2019. Abstract #1184
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Co-medikace

Sacubitril/valsartan?

Warfarin a aspirin

Nitraty

Efekt vericiguatu na
farmakokinetiku (digoxin,
midazolam)?

Effekt ostatnich Iéki na PK
vericiguatu (ketokonazol,
rifampicin, mefenamova
kyselina)

Efekt na farmako kinetiku/dynamiku

Zadné Klinicky relevantni farmakokinetické a PD
interakce

Zadné klin.relevantni farmakokinetické(dynamicke
interakce

Zadna uprava davky warfarinu
Zadna uprava davky aspirinu

Zadny vyznamny U€inek na TK nebo TF pfi Th SL
nitraty (studie VENICE)

Zadny vyznamny Ucinek na TK nebo TF pfi
soucasném dlouhodobém plsobeni nitratt

Zadné Klinicky relevantni farmakokin/dyn interakce
Zadna uprava davky digoxinu

Zadna Uprava davkovani soub&zné medikace
metabolizované CYP3A4

Zadne Klinicky relevantni farmakokineticke interakce
Zadna uprava davky vericiguatu




Subanalyzy studie Victoria

* krevni tlak v pribéhu lécby
e renalni funkce

* NT-proBNP

e konkomitantni medikace




Subanalyzy studie Victoria — krevni tlak

* soucasna ucinna terapie [inhibice systému RAAS (ACEi/ARNi/MRA),
betablokatory, diuretika] je €asto spojena se snizenim TK, které muize vést ke
snizeni davek Ci k preruseni medikace

e krevni tlak v prabéhu lIéCby vericiquatem se vyznamné neméni
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Age =75 years

1'® Vericiguat

#® Placebo

0 16 32 48 64 Lill] 96

Vericiguat 1,818 1583 1301 939 679 511 343
Placebo 1,621 1588 1293 920 672 502 326

SBP
change from baseline
[=]
i
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Age »75 years

7 ® Vericiguat

#® Placebo

o ——

0

16 32 48 64 80 96

Vericiguat 701 564 468 346 263 181 120
Placebo 694 585 481 358 252 184 126

ARMi, angiotensin receptor—nepnlysin inhibitor; SEP, systolic bloed pressure.

Reference: Lam CSP &f al. J Am Heart Assoc 2021;10:e021094
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691 565 456 314 221 165 107
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No use of sacubitril/valsartan
® Vericiguat
® Placebo

Ny —

0 16 32 48 64 a0 96
2160 1,845 1536 1122 835 631 427
2143 1,849 1529 1126 819 619 411

Use of sacubitril/valsartan
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Subanalyzy studie Victoria — renalni funkce

* do studie zafazeni pacienti s eGFR 2 15ml/min/1.73 m?
* 53% pacientu mélo eGFR < 60 ml/min/1.73 m?
* vysledky studie byly konzistentni bez ohledu na tizi poskozeni ledvin

1-year Kaplan—Meier 2-year Kaplan—Meier
event rate event rate
Hazard ratio (95% CI)
Vericiguat Placebo  Vericiguat Placebo
(%) (%) (%) (%)
HF hospitalization or CV death 1
1
eGFR =30 48.0 479 70.4 62.5 —p— 1.06 (0.84-1.35)
1
eGFR =30-=60 337 vy 451 521 —p— : 0.83 (0.72-0.95) 017
eGFR =60 253 289 36.7 384 I—Q:—i 0.93 (0.80-1.08)
1
HF hospitalization or all-cause death 1
1
eGFR =30 50.3 522 729 67.8 |—,—< 1.01 (0.80-1.26)
eGFR =30-=60 351 391 46 9 542 —p— : 0.83 (0.73-0.95) 0.22
1
eGFR =60 266 296 389 40.2 —p— 0.95 (0.83-1.10)
1
CV death :
eGFR =30 179 236 are 363 |—’:—< 0.90 {(0.64-1.26)
1
eGFR =30-=60 13.1 142 231 258 . 0.87 (0.71-1.06) 067
1
eGFR =60 105 107 17.0 187 l—’—< 0.99 (0.80-1.24)
05 1 2
Vericiguat «+— Favors — Placebo
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Voors AA et al. Eur J Heart Fail 2021;23:1313—1{1.
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Subanalyzy studie Victoria — renalni funkce

» ackoliv mezi pacienty s eGFR <30 ml/min/1,73 m? byla hyperkalemie a
hypotenze mirné ¢astéjsSi nez u pacientu s vyssi eGFR, nebyl zjistén rozdil
mezi vericiguatem a placebem

eGFR <30 eGFR >30-<60 eGFR >60
{mlimin/1.73 m2) (mlimin/1.73 m?) {(ml/imin/1.73 m?) Overall
Vericiguat Placebo Vericiguat Placebo Vericiguat Placebo (N=4,956)
(n=261) (n=246) (n=1,060) (n=1,070) (n=1,153) (n=1,166)
Syncope, n (%) 11 (4.2) 10 (4.1) 48 (4.5) 38 (3.6) 41(3.6) 37 (3.2) 185 (3.7)
Symptomatic
ypotonsion. (%) 29 (11.1) 22 (8.9) 109 (10 3) 98 (9.2) 86 (7.5) 72 (6.2) 416 (8.4)
Hyperkalemia, n (%) 21 (8.0) 25 (10.2) 71 (6.7) 84 (7.9) 29 (2.5) 39 (3.3) 269 (5.4)
gﬁ;‘zﬂ'gg '136"3:& s 471210 35/184 183/892 1731921 116/1,016 92/1 041 646/4, 264
1on by = (22.4) (19.0) (20.5) (18.8) (11.4) (8.8) (15.2)
n/n (%)
é‘“ NEMO

OcemR Voors AA et al. Eur J Heart Fail 2021 ;23:1313—1{1.



Subanalyzy studie Victoria — renalni funkce

» |écba vericiguatem nebyla spojena s poklesem renalnich funkci
(A 2 0,3mg/dl)

25 m Placebo

m Vericiguat
20 -
15 4
11,4
10 - ’
5 .
O .

>30-<60 >60
eGFR ml/min/1.73 m?

Patients with worsening renal
function by 16 weeks (%)

Voors AA et al. Eur J Heart Fail 2021;23:1313-1321.




Subanalyzy studie Victoria — NT-proBNP

Pozitivni ucinek
vericiguatu oproti _5 '

placebu na primarni 5 .,

cilovy parametr: i R R —

* signifikantni u &, | ok
pacientdi s NT-proBNP ¢ ..- N i

S8 000 pg/ml (86 % " 10 4,000 8,000 NT-:erfﬂn:}lPatrliljgfnizatioznui?][;[;ml) 24,000 28,000 32,000
populace)

* velmi silny u pacientu e (g e
s NT-proBNP <4 000 ca 150250 o o omos
pg/ml (65 % populace 45310 e
studie VICTORIA) v Fors — Poca

<4,000 &

Number of event,

H 0
vericiguatiplacebo Hazard ratio 95% CI

NT-proBNP at baseline by

Q1 (=1,596) 128/161 0.78 0.62-0.99

Q3 (>2,816-5,314) 213/257 0.82 0.69-0.99

355/302 1.16 0.99-1.35

I 1 I
0.5 1 1.5

———

Armstrong PW et al. N Engl J Med 2020,;382:1883-1893. Ezekowitz JA et al. JACC Heart Fail 2020;8:931-939; Ezekowitz
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Subanalyzy studie Victoria — interakce

Analyza vztahu k ARNi:
* nezjiSténa interakce mezi ARNi a vericiguatem

Outcome Adjusted hazard ratio (95% ClI)
Primary composite outcome !

ARNi at baseline + 0.94 (0.74-1.20) 0.66

No ARNi at baseline ! 0.89 (0.80-0.98) '
CV death I

ARNi at baseline = L 4 E 0.81 (0.55-1.20)

No ARNi at baseline '—’:H 0.95 (0.82-1.11) 046
HF hospitalization i

ARNi at baseline 4 0.99 (0.76-1.30)

No ARNi at baseline H’HE 0.87 (0.78-0.98) 039

05 1 2
Vericiguat «—— Favors —— Placebo

Senni M et al. ESC. 27-30 August 2021. Poster.
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Vericiguat v doporucenich

Doporuceni Trida doporuceni  Uroven dukazu

AHA/ACC/HFSA 2022 guidelines?

U vybranych vysoce rizikovych pacientu s HFrEF a nedavnym zhorSenim HF jiZ
na GDMT lze zvazit peroralni sGC stimulator (vericiguat) ke sniZzeni HFH a CV 2b B-R*
amrti

ESC 2021 guidelines®

Vericigvat muze byt zvazZen u pacientu tfidy |-V podle NYHA, u kterych doslo ke
zhorseni HF navzdory 1éEbé& ACEi (nebo ARNi), betablokatorem a MRA ke sniZeni lIb B
rizika CV mortality nebo HFH

CCSICHFS 2021 guidelines’
DoporucCujeme zvazit medikaci vericiguatem jako doplnék k optimalni terapii HF u

pacientl s HFrEF se zhorSujicimi se pfiznaky a HFH v poslednich 6 mésicich pro
sniZzeni mortality a nasledne HFH

1. McDonald M et al. Can J Cardiol 2021;37:531-546; 2. Heidenreich PA et al. Circulation 2022;
https://doi.orq/10.1016/j.jacc.2021.12.012; 3. McDonagh TA et al. Eur Heart J 2021;42:3599-3726.



https://doi.org/10.1016/j.jacc.2021.12.012
https://doi.org/10.1016/j.jacc.2021.12.012

Vericiguat v probihajicich studiich

VICTOR was designed to investigate vericiguat in patients
with chronic HFrEF without a recent HF event':?

Design: International, parallel-group, event-driven, randomized, double-blind, placebo-controlled, Phase 3 trial
Objective: Evaluate the effect of vericigual in patients with symptomatic chronic HFrEF without a recent WHF event

I |
Stable guideline-directed medical N~6.000 @
therapy (no change in 4 weeks)
Placebo od with sham upfitration at Weeks 2 and 4
Week 0 Week2  Week4 Week 20 Q24w
K S -
Ay 7/ ’

Primary endpoint: Time to first occurrence
of the composite of CV death and HFH

Titration schedule identical to VICTORIA

MSD Corp. 2021. https://clinicaltrials.gov/ct2/show/NCT05093933 [accessed 25 Nov 2021];
Merck and Bayer AG. [Data on file].

i NEMO

7,

& !
OC KRP "

.
&

[Pgu-ct]

DR A,




Vericiqguat podminky uhrady
-
e vericiguat v kombinaci se OMT je hrazen u dospélych pacientt se

symptomatickym chronickym srdec¢nim selhanim (NYHA trida II-

1), s LVEF< 40 % a eGFR 215 ml/min/1,73 m?, u kterych doslo k
epizodé dekompenzace srdecniho selhani:

* nutnost hospitalizace pro srdecni selhani nebo ambulantni
aplikace i.v. diuretika, kdy k posledni hospitalizaci pro srdec¢ni
selhani doslo béhem 6 poslednich mésicu nebo byla
pacientovi ambulantné aplikovana i.v. diuretika béhem 3
poslednich mésicu

e standardni optimalizovanou |é¢bou (OMT) se rozumi |é¢ba
ACEi nebo ARNI, betablokatorem a MRA v optimalizovanych,
tzn. maximalnich tolerovanych davkach

e preskripcni omezeni: internista, kardiolog




Kazuistika z praxe - pan T.S. (45 let):

e 2020 - dg. srdecni selhani na podkladé dilatacni kardiomyopatie

e UZLVEF 15-20% (LVEDVi 115ml,
TAPSE: 11 mm) o . reed e

* sKG: norm. nalez na véngitych -
tepnach

 CMR: dilatace LK s difuzné {,
kinetikou, postkontrastné (LGE) maly
okrsek opacifikace v insertion points,
MR obraz odpovida dg. DCM

* posledni terapie: ARNi (49/51mg
2x1), bisoprolol 5mg/den,
spironolakton 25mg/den, furosemid
40mg/den

2/2023: rehospitalizace pro dekompenzaci HF vyzaduijici iv. aplikaci
diuretika,

e 4/2023: Verquovo 2,5mg/den s planem titrace
* predbézne stabilni stav. citi se velmi dobre
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,, take home messages”

Novy patofyziologicky cil pro populaci symptomatickych pacientt
se srdecnim selhanim (HFrEF)

A A . , ) > > ,
Aovy patolyziol. cil N pgpuiaes Lzps20] » Dobra tolerance
u HF pacientu KV outcome '

Bezp. profil srovnatelny s

Terapie zaméfena:

Vericiguat: . Vyznamné snizené .
. ¢ll - nevyuzity ’ :zg}z;c:;nsatlcke riziko hospitalizace plac?b:rr:.h . .
; P HF nebo CV umrti * VYSKyl hypotenze Ci
patofyziologicky chronickym S < ’
. ynkop podobny
mechanizmus srdecnim placebové vétvi
» ZzlepSuje funkci selhanim (LVEF . cxex : o
myokardu a cév <45 %), ktefi nezjisténa vjznamndjs
» jednoducha titrace ;:3‘:;::; ﬁ‘;'mdu ovlivnéni renalnich
. bezpeéné podani s funkci
ostatnimi léky pro HF
a komorbidity

1. Armstrong PW et al. N Engl J Med. 2020,;382:1883-1893; 2. Armstrong PW et al. JACC Heart Fail. 2018;6:96—-104;
e, 3. Butler J et al. ] Am Coll Cardiol. 2019;73:935-944; 4. Greene SJ et al. JAMA Cardiol. 2018;3:252-259.
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Dekuji za pozornost....




