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Tehotenstvi & Srdce

Parametr Téhotenstvi

Cardiac Output (L/min) 20% zvyseni

Systemic Vascular Resistance 30% snizeni
(dyn.s.cm?)

Global Arterial Compliance 30% zvySeni
(mL/mm HQg)

Renal Blood Flow 50-85% zvyseni
(mL/min/1.73m?)

Creatinine Clearance 40-65% zvySeni

(mL/min/1.73m?)

» Relaxin zprostredkuje tyto zmény, dale ma anti-ischemicky, anti-
inflammatorni, anti-fibroticky efekt.

» Relaxin je zvySeny béhem 9 mésicu téhotenstvi a zprostfedkuje
fyziologické hemodynamické zmény

« Farmakologickeé vyuziti serelaxinu muze zpusobovat tyto vyhodné efekty
u pacientt s akutnim srde¢nim selhanim

Baylis, C. Am J Kid Dis 1999; Schrier, RW, et al. Am J Kid Dis 1987; Jeyebalan, A, et al. Adv Exp Med Biol 2007;
Teichman SL et al. Curr Heart Fail Rep 2010;7:75-82.
Helal |, et al. Nature Reviews 2012;293-300.



L iRELAX-AHF NPT : o R
¢ Pacienti IéCeni serelaxinem meli signifikantné vetsi pokles

nejvyssi hodnoty PCWP béhem prvnich 8 hodin infuze ve
srovnani s placebem (p=0,004)

Haemodynamic parameter Serelaxin (n = 32) Placebo (n = 31) Treatment difference P-value
(95% confidence interval)
PCWP (mmHg)
Peak PCWF over 8 h 6.69 (0.59) 4.25 (0.60) 244 (—4.10, —0.78)
Time-weighted average™
0-8 h 3.79 (050 1.08 (0.51 270(—4.10, —1.31)
0-20h 446 (0.59

20-24h 441 (0.83

2.04 (0.60
3.11 (0.85

242 (—4.08, —0.76)
1.30 (—3.63, 1.03)

) )

8-20h 490 (0.73) 2.67 (0.74) 224 (—4.28, —0.19)
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Pulmonary capillary
wedge pressure (mmHg)

Hours post dose

Treatment group —e— Serelaxin -+ Placebo

Ponikowski P, et al. Eur Heart J. 2014""®5,



Lomseal Serelaxin ma mnohodetny efekt ovliviujici
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Adapted from Du et al. Nat Rev Cardiol 2009;7:48-58
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1° Endpoint: Odstranéni dusnosti
(VAS AUC)

35 . _ M Placebo
19.4% zvySeni AUC se serelaxinem :
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K-M kfivka pro KV umrti ITT (%)

KV umrti do dne 180

14 -
Pocet
12 - pripadd,
HR 0.63 (0.41, 0.96); p=0.028 n (%)*
104 Placebo (N=580)
55 (9.5%)
NNT =29
8_
6- 35 (6.0%)

Serelaxin (N=581)
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463 Serelaxin



RELAX-AHF-2: Mortalitni studie u ASS

Screening I.V.infuze (do 48 hours)

Serelaxin 30 pg/kg/d N= 6.375
r Placebo ’

Standardni terapie SS pokrac¢ovana béhem studie

N
Z1

DQ D2 D14 D60 D180
Randomizace Follow-up do dne 180 po randomizaci
Design Randomizovana, dvojité slepa, placebem-kontrolovana, Faze Ill, prognosticka studie u pacientl s ASS
Population Pacienti hospitalizovani pro ASS
FULIELY KV mortalita do 180 dnt a zhorSeni srde¢niho selhani do 5 dne

endpoint

LG a e Celkova mortalita do 180 dna

endpoints Délka hospitalizace
Kompozitni cil KV mortality nebo rehospitalizace pro zhorSeni SS/ nebo ledvinné selhani do 180 dnu




Vstupni kritéria

Hospitalizace pro ASS

Dusnost

Mestnani na RTG

BNP 500 pg/ml nebo NT-proBNP 2 000 pg/ml
TKs vice nez 125 mm Hg

GFR 25 75 ml/min/1,73m2

Furosemid 40 mg i.v



W reLAX-AHF

Zakladni charakterristika

Vék — roky

Muzi - n (%)

Vaha - kg

Systolicky krevni tlak — mmHg
Diastolicky krevni tlak — mmHg
Tepova frekvence — stahy/min
Anamnéza srdec¢niho selhani — (%)

Predchozi hospitalizace pro srdec¢ni selhani
- (%)
Etiologie, ischemicka choroba srdeéni — (%)

Ejekéni frakce <40% — (%)
Komorbidity — (%)
Hypertenze
Hyperlipidémie
Diabetes mellitus
Predchozi infarkt myokardu
Fibrilace sini
BNP — ng/L; median, IQR (n)

NT-pro-BNP — ng/L; median, IQR (n)

Serelaxin
(n=3 274)

73,1+11,2
1978 (60,4)
84,0 + 20,0
146,3 + 16,9
82,2 + 14,2
83,5 + 17,0
73,7

53,7
54,5
51,1

90,3
50,9
46,0
33,6
50,9
1095
741-1,715
(n=654)

6 153
3 613-10 387
(n=2 631)

Placebo
(n=3 271)

72,8+11,2
1,930 (59,0)
84,3 + 20,2
146,1 + 16,5
82,0 + 13,9
83,5 + 17,1
74,7

55,5
53,1
52,7

89,2
50,3
46,2
31,9
51,1
1200
773-1,992
(n=652)
6 035
3 485-9 567
(n=2 630)




Sekundarni cile, delka hospitalizace

nezadouci ucinky

Serelaxin

Celkova mortalita 11,2%

KV umrti nebo 24,3%
rehospitalizace pro
SS

Délka hospitalizace 9,4 dnu

Vyskyt nezadoucich 53,1%
ucinku

Placebo

11,9%

24,9%

9,5 dnu

52,1%




RELAX — AHF- 2

e Primary endpoint: WHF through Day 5

197 serelaxin: 227/3274 (6.9%)
Placebo: 252/3271 (7.7%)
8 1 Hazard ratio (95% Cl): 0.89 (0.75, 1.07) .~
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RELAX — AHF- 2

Primary endpoint:
A2 CV mortality through Day 180

15 4 Serelaxin: 285/3274 (8.7%)
Placebo: 290/3271 (8.9%)
9 Hazard ratio (95% Cl): 0.98 (0.83, 1.15)
E 10 4 p-value (log-rank): 0.3857
© 74/_._’"’_/_‘_’_'
% — —
> 54 o
/ — Placebo
= Serelaxin
0~ -’I_ T | T T T T T
0 5+14+ 30+ 60+ 90+ 120+ 150+ 180

Time since randomization (days)

e L .



RELAX-AHF

DEKUJI ZA POZORNOST




