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Podklad studie
ey NO

sGC stimulators
SOCRATES program

LEPHT trial

» Stimulace solubilni GC nabizi novy

pristup ke zvyseni tvorby cGMP nezavisle
na NO?

1, Gheorghiade et al. JACC 2013;61.391-403
2, Gheorghiade et al. Heart Fail Rev 2013;18:123-134



Cile studie o

» Primarni cil: Urcit davku vericiguatu ve studii
IT fdze, ktera byla pridana ke standardni
lecbé ChSS
o urcit toleranci, farmakodynamicky ucCinek, farmakoinetiku

o UrcCit vyznamnou odpoved v zavislosti na velikosti davky
ve vztahu k NT-ProBNP za 12 tydnu

» Vyzkumné cile:
o Klinicky stav, vCetné KV umrti a hospitalizace pro SS

o Echo parametry: LVEF, LVEDV, LVESV

CV: cardiovascular. HF: heart failure, LVEF, left ventricular ejection fraction;
LVEDV: left ventricular end-diastolic volume; LVESV: left ventricular end-systolic volume



Vybérova kritéria

NYHA [I-1V; LVEF £45%;
standardni lécba SS s
episodou zhorseni SS:

Zhorseni symptomu s
nutnosti bud’ hospitalizace
nebo iv diuretika ambulantné

NT-proBNP 21000 or BNP
2300 u s.r.;

NT-proBNP 21600 or BNP
2500 u fi.sl.

Znamky/symptomy mestnani

IV inotropika mezi
hospitalizaci a randomizaci

Podani nitratt

Signifikantni chlopenni vada,
infiltrativni €i perikardialni
onemocnhnéni

WL na HTx €i LVAD

eGFR <0,5l/sec/1.73m?




Plan studie

Titrace na zaklade sTK:

* 2100 mmHg: dvojita davka

* 90 to <100 mmHg: stavajici davka

» <90 mmHg bez symptomu: polovi¢ni davka

Target Dose . .
gy Dasing regimen

10 mg

4 weeks

12 weeks study drug treatment FU »

FU, follow up; * after 8 weeks (visit 4), 71.8% patients were on 10 mg and 15.4% were on 5 mg




Primarni cil

Change in NT-proBNP at 12 weeks (per protocol analysis)

» Primary analysis: NT-
pProBNP reduction in
pooled 2.5/5/10 mg
dose groups > reduction
In placebo (NS,
p=0.1506)

» Secondary analyses:
Dose-response
relationship in primary
endpoint NT-proBNP
(p=0.0174, exploratory

only)
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% change from

baseline NT-proBNP reduction in
10 mg group > placebo
Placebo 1.25mg 2.5mg 25t05mg 2.5t 10mg Pooled (p=00483, pre—specified
Dose group pairWise Comparison,

exploratory only)



Vyzkumneé klinicke cile Y

SOCRATES
REDUCED

Time to composite of HF hospitalization and CV death

Treatment Group HR'(95% CI)
Placebo
1.25mg 0.97 (0.50-1.88)
1.01 (0.52-1.94)
2.5to5mg 0.63(0.30-1.34)
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2.5to 10 mg 0.53(0.25-1.16
Pooled (2.5/5/10 mg) 0.72 (0.41-1.26

of patients on treatment)
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Observation Number of subjects with clinical Placebo 1.25 mg 2.5mg 25to5mg 2.5to010 mg
period event (N=92) (N=91) (N=91) (N=91) (N=91)

Until week 12 CV death or HF hospitalization 18 (19.6%) 17 (18.7%) 18(19.8%) 11 (12.1%) 10 (11.0%)

End of F/U Death (all-cause) 6 (6.5%) 6 (6.6%) 5 (5.5%) 3 (3.3%) 4 (4.4%)

Hazard Ratio (HR) and CI derived from Cox Proportional Hazard model. Hazard ratio and CIs are calculated, if minimum number of 5 events in total
and 1 event in each treatment arm exist. Hospitalization and deaths are adjudicated by an independent adjudication committee and classified as CV
or non-CV. ! Vericiguat/ Placebo. FAS, full analysis set




Zavery
» Primarni cil zmény NT-proBNP po vericiguatu ve
srovndni s placebem nebyly statisticky vyznamné.

» U pre-specifiikované sekunddrni analyzy, byl
pozorovadn ucinek zvysujici se davky na zmény NT-
proBNP. U davky 10 mg vericiguatu byl pokles NT-
proBNP vyznamny.

» Nebyly pozorovany nezadouci Ucinky po
vericiguatu na srdecni frekvenci, krevni tlak,
rendlni funkce ¢i zvyseni troponinu

» Pokles NT-proBNP u nejvyssi davky byl pozorovan i
vzestup LVEF.



