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= peptidovy hormon z 39 aminokyselin

= C-terminalni fragment prohormonu vasopresinu

= sekrece v hypotalamu, ucastni se transportu
vazopresinu do neurohypofyzy.

= koncentrace copeptinu odrazi produkci vasopresinu

= referenéni hodnoty copeptinu nepresahuji 14 pmol/I
(97,5 percentil 13,8 pmol/l), median je 4,2 pmol/Il ve
veku 18-80 let (bez vekové zavislosti) s nizsSimi
hodnotami u zen

Balling L., Gustafsson F.: Copeptin as a biomarker in heart failure. Biomarkers Med 2014:8(6): 841-54
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= hladina copeptinu se prudce zvysuje pri akutnim
endogennim stresu (sepse, akutni infarkt myokardu)

= Copeptin ma vysokou senzitivitu v diagnostice
akutniho infarku myokardu zejména v kombinaci s
Troponinem

= kratky biologicky polocas srovnatelny s BNP

= copeptin je in vitro stabilni a vhodny k laboratorni
diagnostice

Keller T, Tzikas S, Zeller T, et al. Copeptin improves early diagnosis of acute myocardial infarction. J
Am Coll Cardiol 2010; 55: 2096-106
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http://clinchem.aaccjnls.org/content/52/1/112
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= peptid, prekurzor proadrenomedullin je syntetizovan v

Adrenomedullin (ADM)

srdci, ve tkani nadledvin, v plicich a ledvinach

" silné vazodilatacni, inotropni a natriuretické vlastnosti

= produkce je stimulovana pri tlakovém a objemovém
srdecnim pretizeni

= biologicky nestabilni, velmi kratky biologicky polocas
(22 minut)

Yamaha B, Nagaya N Adrenomedullin: molecular mechanisms and its role in cardiac disease. Amino
Acids 2007,32:157-164
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= Biologicky stabilni midregionalni fragment
proadrenomedullinu (MR-proADM)

= koncentrace ADM a MR-proADM zjistény v séru
pacientu s akutnim infarktem myokardu a akutnim
srdecnim selhanim

= kombinace s NT-proBNP

Pousset F, Mason F, Chavirovskaia O, et al. Plasma adrenomedullin, a new independent predictor of
prognosis in patiens with chronic heart failure. Eur Heart J 2000,21:1009-1014
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Proadrenomedullinu
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Vstupni kritéria

. Systolickeé SS s EF méné nez 50%

. Lécba pro srdecni selhani

FAR NHL

w N

. Stabilita vice nez 1 mésic
Cile
. Popis neurohumoralni aktivace u SS

. Dlouhodobé sledovani

. Substudie ( IKAK —2014/15hemodynamika)
. Popis farmakoterapie SS
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Gender (%)

19,2

NYHA (%)
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Men

Women

Proportion of patients (%)

I - (No limitation of physical
activity = normal status)

Il - (Slight limitation of
ordinary physical activity)

Il - (Marked limitation of
ordinary physical activity)

IV - (Symptoms at rest or
minimal activity)

40
35
30
25
20
15
10

8,9

110 453 | b
005 [7]]
|_|—|I T

Age
36,4
il,B

21,3
20,8 —

8

53

13,3

0,10,5

<30 31-40 41-50 51-60

Age (years)

61-70 71-80 81-90 > 90

Age N

Median
(5th-95th
percentile)

Mean £ SD

P*

Men 889

Women 211

65.0
(39.0; 81.0)
68.0
(41.0; 86.0)

63.4+12.0

66.7 +12.3

0.001

Total 1100

65.0

(39.5: 82.0) 64.0+12.1

*P-value of Mann-Whitney U test
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* Etilogie chronického srdecniho selhani

Pacienti

0% 25% 50% 75% 100%

Ischemicka choroba [ ]431% B
srdeéni |52,2% p=0.011

. - . . 44,5%
Dilataéni kardiomyopatie :IJ“Z 0%0 p =0.999

Hypertroficka 0,5% B
kardiomyopatie 0,4% p =0.999

i 11,8%
Ostatni 6.3% p =0.008

I:I Zeny
(N = 211, 19.2%)

Muzi
(N = 889, 80.8%)
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Flowchart — selekce pacientu

N =1 095;

valid records in FAR NHL database

A 4

N =19;

patients without available follow-up data

N=1076;

patients with available data on
rehospitalizations and all-cause mortality

——>

A 4

N = 554;
patients without available values of
copeptine or MR-proADM available

N =522;

patients with available data on biomarkers,
rehospitalizations and all-cause mortality
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P I
422 (81%)
Woman 100 (19%)
years
CEER (vears) 65
M(kg) 38
Etiology 279 (53.5%)
DCM 209 (40.2%)
Other 34 (6.2%)
1 67 (12.9%)
2 351(67.2%) o _ _
Continuous variables are described
3—-4 104 (19.9%) by median (5th percentile; 95th percentile);
categorical variables are characterized
LV EF (%) 31+9% by absolute and relative frequencies.

DBP, diastolic blood pressure;
+
m (mmHg) 128 £16 DCM, dilated cardiomyopathy;
(mmHg) 80 + 10 IHD, ischaemic heart disease
LV EF, left ventricular ejection fraction;

Heart rate (min?) 74 £13 SBP, systolic blood pressure.
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End points

Primary endpoint in the first year follow up: death/hospitalization/LVAD/OHT

No. of patient
Primary endpoint in the first year of follow-up 80 (;a)\ SRS -
(1)
)

Group A

No endpoint 469 (89.8%

Primary endpoint achieved 53 (10.2%) Group B
19 (3.6%)
25 (4.8%)
OHT and/or LVAD 9 (2.0%)

ACS, acute coronary syndrome; AHF, acute heart failure; IHD, ischaemic heart disease; OHT, orthotopic heart

transplant;
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pmol/L

p<0.001
25
20
15
10
5
0
Total Group A Group B

Biomarker Total Group A Group B
(N =522) (N = 469) (N =53)

Copepti
°'°e'°'“ 16.5(3,8;559) 15.9(3.4;50.9)  23.7(4.8;89.4)  <0.001

(pmoI/L)
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MR-proADM

nmol/L

p<0.001

0,8
0,7
0,6
0,5
0,4
0,3
0,2
0,1

0

Total Group A Group B

Biomarker Total Group A Group B
(N = 522) (N = 469) (N = 53)

MR-proADM
pro 0,639 (0.32;1.49) 0.63(0.33;1.37) 0.76 (0.34; 1.94) <0.001

(nmoI/L)
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ROC analysis

1,0

0,9
0,8
0,7
0,6

0,5

Sensitivity

0,4
0,3

Copeptin: AUC = 0.637
0,2 MR-proADM: AUC = 0.631

0,1

0,0
00 01 02 03 04 05 06 0,7 08 09 1,0

1 — Specificity

AUC (95% 15) Cut-off  Senzitivity Specificity
Copeptin

 |oess(057L;070) <0001 | 2058 | 783% | 435% |
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AHEAD score & comorbidities

U SV. ANNY
AHEAD score

40 -

Patients (%)

0O 10 20 30 40
| 28,5
1135
185
147
145
144
141
12,8
12,8
12,2
121
121
11,4
11,3
1 1,3 Only the combinations
] 1,3  with relative frequency
—] 12 > 1.0% were displayed.
_] 11
_] 11
11,1
_] 1,0

30,5

Haemoglobin
Abnormal renal
parameters

(anemia)

28,5

30 -

20 A

Patients (%)

10 A 4.9

0,9 1,5

T T 1

0 1 2 3 4 S  Unknown

0 .

AHEAD score components
Patients (%)
0 20 40 60

Diabetes mellitus 38,5

Atrial fibrillation 34,6

Age > 70 years 30,5

Haemoglobin < 130 g/l (men) |
or < 120 gl/l (women) |

18,9

Creatinine > 130 mmol/I 15,3
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Combinations of comorbidities
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AHEAD score n Primary endpoint in the 1styear n

44 (13.5 %)
189 32 (16.9 %) 0.424
38 7 (18.4 %)

552 83 (15.0 %)
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AHEAD score

Primary endpoint (death, hospitalisation for AHF, HTX or LVAD)

according to AHEAD score
45% - 0-1 (N = 325)
— 2-3(N = 189)
| - '
g 1 — asm=29)
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U SV. ANNY AHEAD score
| avewsxis) | p | cutoff | sensitiity | Specificity
__----
0.637 (0.572; 0.703) <0.001 >23.7 50.6 % 73.3%
0.633 (0.567; 0.699) <0.001 >0.58 79.5 % 42.0 %
weosoos ||| ||
0.629 (0.542; 0.715) 0.006 >217.1 59.1 % 66.2 %
0.624 (0.532; 0,716) 0.008 > 0.58 68.2 % 60.9 %
w2 | |||
0.661 (0.569; 0.774) 0.004 > 26.0 65.6 % 65.6 %
0.670 (0.559; 0.781) 0.003 > 0.87 64.5 % 68.2 %
_----
0.576 (0.340; 0.812) 0.534 >24.9 85.7 % 41.9 %
0.525 (0.283; 0.768) 0.836 >1.36 57.1% 61.3 %
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= \/ysSSi hladina novych humoralnich pusobku copeptin a

MR-proADM by mohla odlisit pacienty s CHSS s vyssSim
rizikem nezadoucich udalosti

Zaver

= Prediktivni hodnota téchto pUsobku je ovlivnéna

komorbiditami pacienta hodnocenych pomoci AHEAD
skore
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Dékuji za pozornost!

spinarova.monika@fnusa.cz

l.Interni kardioangiologicka klinika
Lékarska fakulta Masarykovy univerzity
Fakultni nemocnice U svaté Anny v Brné
Pekarska 53, Brno 656 91

Tel: +420543 181 111

www.fnusa.cz




