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* Natritretik Peptit: Kardiyak duvar gerilimine sekonder salinan hormon
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Ach: acetylcholine; ANP: atrial natriuretic peptide; BNP: Brain natriuretic peptide; CNP: C-type natriuretic peptide; cGMP: cyclic guanylate monophosphate; IL-1: interleukin-1; NEP:
neutral endopeptidase; NP: natriuretic peptide; NPR: natriuretic peptide receptor; RAAS: renin-angiotensin-aldosterone system; SNS: sympathetic nervous system; TNF: tumor necrosis

factor
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NT-proBNP vs BNP

Comparative biological characteristics of NT-proBNP and BNP12

Hormonally inactive Hormonally active
76 amino acids 32 amino acids
Half life: 60—-120 mins Half-life: 20 mins

Higher plasma levels, cumulative concentrations reflect whole cardiac . . .
gherp ! Lower plasma levels, depend on the patient’s situation at the moment

situation
Up to 3 days stable at room temperature Less stable than NT-proBNP
No interference by therapeutics Interference by therapy with BNP or degradation inhibitors or NPs

Renal extraction ratio is equivalent for both BNP and NT-proBNP and is only about 15-20%34°

Passively by organs with high blood flow (kidneys,

[ Actively by receptor mediated binding and by NEPs

BNP, B-type natriuretic peptide; NP, natriuretic peptide
1. Bayes-Genis A, Januzzi JL. NT-proBNP as a biomarker in CVD. 2008. Barcelona: Thomas Reuters; 2. Packer M, et al. Circulation 2014;131:54-61; 3. Thygessen K, et al. Euro Heart J 2012;33:2001-6;

4. Schou M, et al. J Appl Physiol 2005;99:1676-80; 5. DeFillippi C, et al. Clin Chem 2008;55:1271-3.




 Kalp yetersizligi (KY); tipik semptomlar (nefes darligi, ayak bilegi sisligi
ve halsizlik) ve beraberinde var olabilen bulgular (artmis jugtler ven
basinci, pulmoner raller ve periferik 6dem) ile karakterize, azalmis
kardiyak debi ve/veya istirahatte veya yiklenme aninda artmis

intrakardiyak basinclara yol acan yapisal ve/veya islevsel bir kardiyak
anormalligin sebep oldugu bir klinik sendromdur.



Kalp Yetersizliginde Mortalite ve Hospitalizasyon

All-cause death and HF hospitalization
pture EURObservational Research Program:

1-year mortality
acute HF - 17% ol

chronic HF - 7% o
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Maggioni et all. Eur J Heart Fail 2013;15:808-17



DEF-KY (Dusiik
ejeksiyon

fraksiyonlu KY)

SEF-KY (sinirda-
orta aralikta
ejeksiyon
fraksiyonlu KY)

KEF-KY (Korunmus
ejeksiyon
fraksiyonlu KY)

Kriterler 1 SemptomzBulgular
2 SolV EF<%40
3 .

SemptomzBulgular

SolV EF %40-49

1-Artmis natrilretik
peptit duzeyleri
2-Asagidaki ilave
kriterlerden enaz 1
tanesi:

a)iliskili yapisal kalp
hastaligi (SolV
hipertrofisi ve/veya
Sol atriyal genisleme
b)Diyastolik islev
bozuklugu

Semptomz=Bulgular

SolV EF>%50

1-Artmis natrilretik
peptit duzeyleri
2-Asagidaki ilave
kriterlerden enaz 1
tanesi:

a)iliskili yapisal kalp
hastaligi (SolV
hipertrofisi ve/veya
Sol atriyal genisleme
b)Diyastolik islev
bozuklugu

KY’de bulgular erken evrelerde fark edilemeyebilir ya da tedavi ile fark edilemez diizeye kadar azalabilir

Natrilretik peptit icin esik degerler BNP>35 pg/ml, NTproBNP>125 pg/ml



Guideline

Recommendation

Level of Evidence/
Recommendation

Recommended
Cut-off Value(s)

2017 AHA/ACCF/HFSA
HF Update (34)

2016 ESC HF
Guideline (2)

2010 NICE HF
Guideline (55)

2017 Canadian HF
Guideline (57)

2010 HFSA HF
Guideline (58)

To diagnose HF or rule it out in
patients who present with
acute or chronic dyspnea
To exclude HF diagnosis in

non-acute conditions

1. All patients without
previous Ml and with
suspected HF.

2. Patients with normal

EF on 2D echocardiography

In acute or ambulatory
patients, particularly if
there is suspicion

in diagnosis

All patients for whom

HF diagnosis is considered

I/A

1. For diagnosis— not specified

2. After diagnosis — lla/C

Not specified

Strong Recommendation
/High-Quality Evidence

Evidence level A

No certain cut-off

value is specified.

For Exclusion

BNP: 35 pg/ml
NT-proBNP: 125 pg/ml
For Exclusion

BNP <100 pg/ml
NT-proBNP <400 pg/ml
High Suspicion/Emergency
Assessment

BNP >400 pg/ml
NT-proBNP >2000 pg/ml
For Exclusion

BNP: 50 pg/ml
NT-proBNP: 125 pg/ml

No certain value is specified.



Guideline

Recommendation

Level of Evidence

Recommended

/Recommendation Cut-off Value(s)

2017 AHA/ACCF/HFSA To diagnose HF or rule it outin I/A No certain cut-off
HF Update (34) patients who present with value is specified.

acute or chronic dyspnea
2016 ESC HF To exclude HF diagnosis in For diagnosis — not specified To Exclude
Guideline (2) patients who present with After diagnosis — lla/C BNP: 100 pg/ml

acute dyspnea NT-proBNP: 300 pg/ml

MR-proANP: 120 pmol/ml

2014 NICE HF All patients who present Not specified BNP: 100 ng/L
Guideline (56) with acute dyspnea and NT-proBNP: 300 ng/L

2017 Canadian HF
Guideline (57)

2010 HFSA HF
Guideline (58)

have suspected HF

In acute or ambulatory
patients, particularly if there
is suspicion in diagnosis

All patients for whom
HF diagnosis is considered

Strong Recommendation/
High-Quality Evidence

Evidence level A

To Exclude

BNP <100 pg/ml
NT-proBNP <300 pg/ml
High HF Suspicion

BNP >400 pg/ml
<50 years of age:

NT-proBNP >450 pg/ml
50-75 years of age:
NT-proBNP >900 pg/ml

>75 years of age:
NT-proBNP >1800 pg/ml
No certain value is specifie
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Kalp yetersizligi siiphesi
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Kardiyak

Nonkardiyak

e KY, RV sendromlar dahil

o AKS

e Kalp kas1 hastalig1 (LVH dahil)
e Kapak hastaligi

e Perikard hastaligi

o AF

e Miyokardit

e Kalp cerrahisi

e Kardiyoversiyon

Ileri yas

Anemi

Bobrek yetersizligi

Pulmoner sebepler: Obstriiktif
uyku apnesi, ciddi pnémoni, PHT
Ciddi hastalik

Bakteriyel sepsis

Ciddi yanik

Toksik-metabolik miidahale
(kanser kemoterapisi, zehirli
hayvan 1sirmasi)




KY’de Biyobelirte¢ Endikasyonlari

ACC/AHA :
Akut KY :
Stage A/B HF ( ACC/AHA Stage C/D HF J EACCIAHA ut )
. Ambulatuar
Kree sme hasta,veni | NYHA class I-IV Akut dispne ADKY
baslangic

.

NT-proBNP
COR lla)

Prognoz Predischarge
yada BNP or
ilave risk NT-proBNP
tayini
—_———

*Other biomarkers of injury or fibrosis include soluble ST2 receptor, galectin-3, and high-sensitivity troponin.

ACC indicates American College of Cardiology; AHA, American Heart Association; ADHF, acute decompensated heart failure; BNP, B-type
natriuretic peptide; COR, Class of Recommendation; ED, emergency department; HF, heart failure; NT-proBNP, N-terminal pro-B-type
natriuretic peptide; NYHA, New York Heart Association; and pts, patients.



Sakubitril-Valsartan
Son 10 yilda pazara ¢ikan ilk KY ilaci

Neprilisin inhibitor kombinasyonu

Son 10 yili agkin siirede,

pazara cikan ilk KY ilaci ARNi f

ve anjiyotensin reseptor blokoriil

Aksiyon Modeli

Konvensiyonel terapinin tersine, sakubitril-valsartan BNP
degredasyonunu bloke ederek, protektif norohomonal NP
sistemini arttirmaktadir.

Konvansiyonel terapiye benzer olarak, sakubitril-

valsartan RAAS sistemini baskilamaktadir.
[
-
4

~D

ARB, angiotensin receptor blocker; ARNi, angiotension receptor neprilysin inhibitor; HF, heart failure; NP, natriuretic peptide; RAAS, renin angiotensin

aldosterone system
1. Voors, AA,, et al. (2013). Expert Opin Investig Drugs, 22(8): 1041-1047.



Sakubitril-valsartan BNP seviyelerini etkilemektedir!
BNP seviyeleri yanlis yorumlamaya yol acabilir ?

Natritiretik

peptit seviyeleri

Hastalik seyri

lyilesen prognoz 3

kacirilan, gerekli midahale

Neprilisin
firsatlar 2

inhibisyonu?

Sacubitril-
valsartan

A Hastaneye yatis ya da 6lim
vakalarini engellemek icin

Gereksiz yuksek doza titre
edilen KY tedavilerinin
yarattig1 advers etkiler 2

1. Packer, et al. (2014). Circulation, 131:54-61, 2. Januzzi, J.L. (2016 ). Jr. Clin Chem., 62(5):663-5, 3. Ponikowski, P. et al. (2016). Eur Heart J, 37(27), 2129-2200



Table 7. Natriuretic peptides in prognosis assessment and therapy guidance in Acute and Chronic Heart Failure

Acute heart failure On admission In-hospital change prognosis On discharge In-hospital change therapy guidance
b - - -7
Chronic heart failure At baseline (dry) Change in follow-up, prognosis Change in follow-up, therapy guidance

+++ ++ +-




Guncel Sorunlar

 Hafif Yukseklikleri nasil yorumlamaliyim?

* Hiperakut donemde degeri nedir?

* Her yuksek akut mu demektir?

* Kronik yuksek degerleri olan hastada ne yapalim? (%30 kurali)



