; == | i —— J =
#Ko Uuyouwu ,,_i:—;: e ' — e T —.-«". T

o o g
P et

INFEKTIF ENDOKARDITLI HASTALARIN
YATARKEN VE TABURCULUK SONRASI
TAKIBINDE KRIiTiK KONULAR

Dr. Yesim Uygun KIZMAZ
S.B.U istanbul Kartal Kosuyolu Yiiksek ihtisas Egt. ve Ars. Hastanesi

INFEKTIF ENDOKARDIT

EIECC .



SUNUM PLANI

v'Basvuruda prognostik degerlendirme
v'Tedaviye yanitin izlenmes;
v’ Taburculuk sonrasi takip

v’ Mesajlar



Basvuruda Prognostik
Degerlendirme

v' Infektif endokardit (IE) tanisi alan hastalarda mortalite % 20

(%15-30)
Hizli degerlendirme

Yakin izlem

Agresif (tedavi yaklasimi acil cerrahi) hastalik seyrini degistirebilir

v Mortaliteyle iliskili degiskenler

Hastaya ait ozellikler
Kardiyak/ non kardiyak komplikasyonlar
Etken mikroorganizma

Ekokardiyografik bulgular

Thuny F et al. Lancet. 2012; 379(9819): 965-75.
Murdoch D.R et al. Arch Intern Med. 2009; 169(5): 463-73.
Delahaye F et al. Scand J Infect Dis 2007;39:849-857.



Kot prognoz belirtecleri

1. Hasta ozellikleri
*ileri yas
*Yapay kapak

*Komorbidite (imminsupresyon, bobrek /akciger hastaligi)

2. IE komplikasyonlari
*Kalp yetmezligi

*Bobrek yetmezligi

siskemik inme

sintrakraniyal kanama

*Septik sok

Habib, G., et al. Eur Heart J, 2015. 36(44): p. 3075-3128.



Kot prognoz belirtecleri

3. Mikroorganizma

eStaphylococcus aureus
*Mantarlar

*HACEK disi Gram negatif comaklar

4. Ekokardiyografik bulgular

* Perianntiler komplikasyonlar

*AgIr regurjitasyon

*Sol vent ejeksiyon fraksiyonunda azalma
*Yapay kapak disfonksiyonu

*Pulmoner HT

*Blylik vejetasyonlar

*Prematuir mitral kapanma ve artmis diyastolik basincin diger bulgulari

Habib, G., et al. Eur Heart J, 2015. 36(44): p. 3075-3128.



v Tum bunlara ragmen prognozu tam

olarak 6ngorebilmek mumkin mua?

Risk skorlamalari
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Relation of Level of B-Type Natriuretic Peptide With Outcomes in
Patients With Infective Endocarditis

Angela B. Shiue, BS*, Amy B. Stancoven, MD*", Jonathan B. Purcell, MD", Kristi Pinkston, RN?,
Andrew Wang, MD®, Amit Khera, MD", James A. de Lemos, MD", and Gail E. Peterson, MD"*

Elevated B-type natriuretic peptide (BNP) is a marker of poor outcomes in heart failure,
acute coronary syndromes, and sepsis. Elevated cardiac troponin I (¢Tnl) is associated with
adverse outcomes in infective endocarditis. It was hypothesized that elevated BNP would
be associated with increased rates of morbidity and mortality in patients with infective
endocarditis. narticularlv when combhbined with elevated ¢Tnl. Consecutivelv enrolled na-
tients in the International Collaboration on Endocarditis Prospective Cohort Study (ICE-
PCS) were evaluated at a single center. The association between elevated BNP and a
composite outcome of death, intracardiac abscess, and central nervous system event and
the individual components of the composite was determined. Similar analyses were per-
formed in patients who had BNP and ¢Tnl measured. Of 103 patients, 45 had BNP
measured for clinical indications. The median BNP level was higher in patients with the
composite outcome (1,498 vs 433 pg/ml, p = 0.03) and in those who died (2,150 vs 628
pg/ml, p = 0.04). Elevated BNP was significantly associated with the composite outcome
(p <0.01) and intracardiac abscess (p = 0.02). Patients with elevation of BNP and ¢Tnl had
a significantly higher probability of the composite outcome (69%) than patients with either
BNP or ¢Tnl elevated (29%) or neither BNP nor troponin elevated (0%) (p for trend <0.01).
In conclusion, these data demonstrate a significant association between elevated BNP alone
and in combination with ¢Tnl for serious outcomes in infective endocarditis and warrant
prospective evaluation. © 2010 Elsevier Inc. All rights reserved. (Am J Cardiol 2010;106:
1011-1015)

IE‘’de BNP ve troponin artisinin mortaliteyle iliskisi



The Transcriptional Programme of Human Heart Valves
Reveals the Natural History of Infective Endocarditis

Marie Benoit', Franck Thuny?, Yannick Le Priol®, Hubert Lepidi’, Sonia Bastonero', Jean-Paul Casalta’,
Frédéric Collart®, Christian Capo', Didier Raoult’, Jean-Louis Mege'*

1 Unité de Recherche sur les Maladies Infectieuses Transmissibles et Emergentes, Centre National de la Recherche Scientifique Unité Mixte de Recherche 6236, Université
de la Méditerranée, Faculté de Médecine, Marseille, France, 2 Service de Cardiologie, Hopital de la Timone, Marseille, France, 3 Relation Hote-Parasites, Pharmacologie et
Thérapeutique, Institut de Médecine Tropicale du Service de Santé des Armées, Marseille, France, 4 Service de Chirurgie Cardiaque, Hopital de la Timone, Marseille, France

Infective endocarditis (IE) is an infectious disease that is mainly caused by Staphylococcus aureus and Streptococcus sp. It
usually leads to valvular destruction and vegetation formation. Its pathophysiology is badly understood and likely involves
immune and coagulation systems with close interactions with the microorganism. Our objective was to evaluate host
response by comparing transcriptional profiles of cardiac valves from IE patients with controls. Hierarchical clustering

revealed a signature of IE consisting of 146 genes. Among the 89 up-regulated genes, we identified two genes strongly
associated with |E: metalloproteinase 12 (MMP-12) and aquaporin-9, a member of the aquaglyceroporin membrane channel
family. The up-regulation of MMP-12 gene is strengthened by the down-modulation of the gene encoding its inhibitor
TIMP3. In addition, MMP-12 was expressed in macrophages infiltrating El valves. We also found that aquaporin-9 was
expressed in endothelial cells lining neo-vessel lumen, suggesting that aquaporin-9 might be associated with
neovascularization of infected valves leading to ti process. The Gene Ontolog

mﬂammatory cells in vegetations, anglogenesns and remodelllng of endocardlum tissue. A network analysis confirmed the
involvement of molecules related to the remodelling of endocardium tissue and angiogenesis in IE. It also evidenced the
role of caspases, especially that of caspase-9 and intrinsic apoptotic pathway in IE. Based on this study we propose a
scenario for the natural history of IE in humans. Some parameters identified in this work could become tools for measuring
the disease activity and should be tested as biomarkers for diagnosis or prognosis assessment in future studies.

Hastaligin aktivitesinin degerlendirilmesinde yeni biyobelirteclerin gelecekte
tanimlanabilecegi 6ngorilmus (microarray) 3
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American American

Association Association.

Validated Risk Score for Predicting 6-Month Mortality in Infective
Endocarditis

Lawrence P. Park, PhD; Vivian H. Chu, MD, MHS; Gail Peterson, MD; Athanasios Skoutelis, MD, PhD; Tatjana Lejko-Zupa, MD, PhD;
Emilio Bouza, MD, PhD; Pierre Tattevin, MD; Gilbert Habib, MD; Ren Tan, MBBS; Javier Gonzalez, MD; Javier Altclas, MD;

Jameela Edathodu, MBBS; Claudio Querido Fortes, MD; Rinaldo Focaccia Siciliano, MD, PhD; Orathai Pachirat, MD; Souha Kanj, MD;
Andrew Wang, MD; for the International Collaboration on Endocarditis (ICE) Investigators*

 |CE-PCS 2000-2006 arasi 4049 |IE hasta
kayitlarinda 6 aylik mortaliteyi 6ngérdiren model

olusturulmus

* |CE-PLUS kohortunda 2008-2012 arasi takipli IE

hasta grubuna bu model eksternal olarak valide

edilmis



Prognostik degisken

Konak faktorii
<45 y

45-60

61-70

>70

Diyaliz 6ykusu

IE faktorii

Nozokomiyal IE

Yapay kapak IE

Basvuru oncesi >1 ay siiren yakinmalar
S. Aureus

Viridans streptokok

Aort kapakta vejetasyon

Mitral kapakta vejetasyon

IE komplikasyonlari

NYHA sinif 3 ya da 4 kalp yetmezligi
inme

Paravalvuler komplikasyon
Persistan bakteremi

Kapak cerrahisi
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Basitlestirilmis risk skorunun degerlendirilmesi

Toplam puan 6 aylik mortalite
0-6 % 8- 12

7-8 % 16- 20

9-10 % 30-34

11-16 %42 — 50

17-22 > %60

Skorun 8 ve uzeri olmasinin mortaliteye katkisi %86,7 duyarhlik
ve %50,8 ozgullikle gosterilmis



Prognostik degerlendirme ne zaman
vapilmah ?

v'ilk degerlendirmede basitlestirilmis risk skoru

8 ve Uzeri olanlarda
 Referans merkeze yonlendirme
* Erken cerrahi

« YBU gerekliligi acisindan ivedi karar verilmeli
v’ Antibiyotik tedavisinden sonraki ilk hafta
boyunca

v’ Taburculuk 6ncesi prognoz yeniden
degerlendirilmeli

12



Neden once prognostik
degerlendirme ?

* Prognozun 6nceden tahmin edilmesi hastada
gelisebilecek olasi komplikasyonlari dnlemek
va da gelismis olanlarda olgu yo6netiminde

kolaylik saglamak amaclidir.

13



Tedaviye yanitin izlenmesi

v'Sistemik ve lokal yanit, hemodinamik durum
* @Gunluk fizik muayene

* Seri CRP 6lcumu

e Belli aralilarla ekokardiyografi

* Negatiflik saptanana kadar 48 saatte bir kan kaltard ile

izlenmeli

14



Tedaviye yanitin izlenmesi

v’ Ates diismiyorsa

* Infeksiyonun kapak halkasi ve komsu dokuya yayilimi
* Metastatik infeksiyonlar (dalak absesi)

* Pulmoner ya da sistemik emboliler

* |laca bagl

v’ Kalp yetmezligi ya da kontrol edilemeyen infeksiyon

bulgularinin olmasi | > Kétii prognoz




Taburculuk sonrasi takip

v’ Tedavi bitiminden sonra hastaligin tekrarlamasi, kalp
vetmezligi, kapak cerrahisi gereksinimi ve olime

kadar uzayan komplikasyonlar gorulebilir.

v' |E sonrasi reklirrens %2 — 6 arasinda degismektedir

Alagna L et al Clin Microbiol Infect. 2014;20(6): 566-75
Thuny F et al. Am Hearth J. 2012;164(1): 94-101
Martinez-Sellez M et al. Mayo Clin Proc. 2008; 83(11)i61213-7



Relaps ve reinfeksiyon

v Ayni etkenle tekrarlayan infeksiyon “relaps”
v’ Farkli tirle gelisen infeksiyon “ reinfeksiyon ”

v Ayni tirle gelisen ataklarda ilk infeksiyonun

relapsi ? yeni infeksiyon ?

v' Ayrimda molekiler ydontemler 6neriliyor

v’ Etkenler en az 1 yil stireyle saklanmali

Chu VH et al. Clin Infect Dis 2005;41:406- 9.



Relaps ve reinfeksiyon

v Molekuler tekniklere ulasilamiyorsa, ayrim yapmada
“ 2. atak zamani “
v’ Reinfeksiyona gore relaps icin ataklar arasi stire kisa

v’ Genel goris ilk infeksiyonu takiben 6 ay icerisinde ayni
turle gelisen infeksiyon relaps, daha sonraki

zamanlarda gelisenler reinfeksiyon

Chu VH et al. Clin Infect Dis 2005;41:406- 9.



Relaps orani artisina eslik eden faktorler
* Yetersiz antibiyotik tedavisi (ajan, doz, siire)
*Direngli etkenler (Brucella spp, Chlamydia spp, Coxiella Burnetti, mantarlar)
*Damar igci ila¢ kulllananlarda polimikrobiyal infeksiyon
Kiiltiir negatif endokarditlerde empirik tedavi
*Perianiler yayilim
*Protez kapak IE
*Persistan metastatik infeksiyon odagi
*Konvansiyonel tedaviye direng
*Kapak kiiltiiriinde Gireme
Ameliyat sonrasi 7. giinde devam eden ates

*Kronik HD

Habib, G., et al. Eur Heart J, 2015. 36(44): p. 3075-3128.



Taburculuk sonrasi dneriler
Hasta bilgilendirmesi

Infeksiyonun tekrarlayabilecegi
Belirti ve bulgularin anlatiimasi

Semptom varliginda kan kulttrt alinmadan antibiyotik

kullaniimamasi

Endokardit profilaksisi ( invazif islemlerden miimkiin oldugunca

kacinma)
Ag1z hijyeni
Piercing- dovmeden kacinma

Damar ici ila¢ kullananlari rehabilitasyona yénlendirme



Taburculuk sonrasi oneriler
Poliklinik takibi

1,3,6 ve 12. aylarda takip

Sekonder kalp yetmezligi acisindan bazali taburcu

edilirken olmak Gzere ilk yil seri TTE takibi

Tedavide kullanilan ilaclarin yan etkileri agisindan

degerlendirme

Hemogram, CRP, ESR takibi

21



Taburculuk sonrasi oneriler

* Hastalarin klinik ve ekokardiyografik
takibinin

“ endokardit ekibi veya
kardiyoloji ve infeksiyon hastaliklari uzmanlarn “

tarafindan yapilmasi yapilmasi énerilmektedir.

Lancellotti P et al. Eur Heart J 2013;34:1597-1606
Chambers JB et al. Heart 2013;99:1714-1716



* Uzun doénem takiplerin vyapildigi serilerde
tedavisi tamamlanan hastalarin sagkalim

oranlari

1. yil %80 — 90
2.yil % 70 - 80
5.vil % 60-70

 Uzun donem mortaliteye etki eden faktorler

lleri yas

Komorbit durum

Ozellikle cerrahi yapilamayanlarda infeksiyonun tekrarlamasi
ve kalp yetmezligi

Thuny F et al. Am Heart J 2012;164:94-101
Martinez-Sellez M et al. Mayo Clin Proc. 2008; 83(11): 1213-7



Sonucta...

v’ Tedavi ve takibin daha kolay ve standardize olmasi

amaciyla baslangicta hizli prognostik degerlendirme
ve risk skorlamasi kullaniimali

v’ Hastanin klinik durumuna gore KYBU,
kardiyoloji/infeksiyon hastaliklari klinigi ya da acil
cerrahi endikasyon varsa KVC kliniginde takip

v’ Kan kultird negatiflesinceye kadar 48 saatte bir
kaltlr tekrar

v’ Kan sayimi, CRP, prokalsitonin takibi
v’ Haftada bir ve gereginde TTE

v’ Taburculuk sonrasi hasta bilgilendirme ve 1,3,6 ve 12.
aylarda kontrol



TESEKKURLER...



